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12.2.2.2. Statistically Significant Treatment-Emergent Adverse Events
During Study GGJY .

Table GGJY.12.5 reports the incidence of statistically significant adverse events during Study
GGJY among all patients. Terms in three system organ class categories were reported less
_ frequently in raloxifene-treated patients than in placebo-treated patients (see discussion in
Section 12.2.2.1). A statistically sngmﬁcant decrease in four breast tissue related events (high-
level terms “reproductive organ” and “breast histopathology procedures” and “breast and nipple
neoplasms malignant”, and the preferred terms “breast cancer NOS” and “partial mastectomy”)
was observed in raloxifene-treated patients compared with placebo-treated patients. This is
consistent with the breast cancer efficacy data obtained in this study (see Section 11.4.3) and in
Study GGGK. Also, four bone-related events (high-level term “fracture treatments [excluding
skull and spine]”, and preferred terms “patella fracture”, “femoral neck fracture”, and “humerus
fracture™) were statistically significantly decreased in raloxifene-treated patients compared with
placebo-treated patients.

12.2.2.2.1. High-Level and Preferred Terms Decreased in Raloxifene Patients

Statistically significant decreases in three skin cancer-related events (high-level terms “skin
neoplasms malignant and unspecified (excluding melanoma)” and “skin lesion excisions”; and
preferred term “basal cell carcinoma”) were observed in raloxifene treated patients compared
with placebo-treated patients. To date, there is no known mechanism of raloxifene to explain any
protective effect for the skin; however, a beneficial effect of raloxifene on these events cannot be
definitively dismissed.

Three eye-related termis (high-level term “partial vision loss”, and preferred terms “vision
blurred” and “eye irritation™) were statistically significantly decreased in raloxifene treated
patients compared with placebo-treated patients. While the incident rates for all of these terms
were relatively low (24 patients, 12 patients, and 6 patients, respectively), these data continue to
support that raloxifene has no adverse effect on the eyes or vision, as has been seen with
tamoxifen (Gorin et al. 1998).

The high-level term “renal failure and impairment” as well as the preferred terms

“hyperthyroidism” and “nerve compression” were all reported statistically significantly fewer
times in raloxifene-treated patients compared with placebo-treated patients. These events were
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rarely reported throughout the study (11 patients, 7 patients, and 7 patients, respectively), and
there is no known causal mechanism between raloxifene and any of these events. Thus, any
beneficial effect of raloxifene treatment on any of these three events is not likely. Similarly,
although “pneumonia NOS” was reported more frequently than these other events (96 patients),
the statistically significant decrease seen in raloxifene-treated patients compared with placebo-
treated patients is likely not the result of a raloxifene treatment effect.

The preferred term “weight decreased” was reported in statistically significantly_fewer patients in
the raloxifene group (28 patients [1.0%]) than in the placebo group (23 patients [1.8%])
(p=0.050). Weight, which was collected as a vital sign, statistically significantly decreased from
baseline through study termination in both the raloxifene and placebo groups, but the decrease
was similar between the two groups. Only one report of “weight decreased”, which was in the
raloxifene group, was considered to be serious, and no patient discontinued the study due to this
event.

In Study GGGK, there was a small, but statistically significant increase in weight from baseline
through study termination in the pooled raloxifene groups (60 and 120 mg/day) compared with
the placebo group after 3 and 4 years of study drug (Study H3S-MC-GGGK 3-Year and 4-Year
Study Reports). The reduced reporting of “weight decreased” as an adverse event in raloxifene
patients may be, in part, reflective of the vertebral fracture efficacy of raloxifene, as multiple
vertebral fractures can result in loss of appetite and decreased body mass.

The high-level term “mood alterations with depressive symptoms” was statistically significantly
decreased in raloxifene-treated patients. However, a similar event, “depression”, was reported
with increased frequency among raloxifene patients compared with placebo patients. This is
further discussed in (Section 12.3.3.6).

12.2.2.2.2. High-Level and Preferred Terms Increased in Raloxifene Patients

“Allergies to foods, food additives, drugs and other chemicals” (high-level term) and “drug
hypersensitivity” (preferred term) were statistically significantly increased among raloxifene
patients compared with placebo patients. The actual terms reported in patients were primarily
drug allergies. There was no apparent pattern of any specific drug or drug class that elicited the
allergic response. Raloxifene has not been associated with increased sensitivity to
pharmaceuticals in other clinical trials. Given the low occurrence of these events (14 patients. .
[0.3%)], and 12 patients {0.3%], respectively), it is unlikely that the increase is related to
raloxifene therapy.

Reporting of the preferred term post-procedural pain was statistically significantly increased
among raloxifene patients compared with placebo patients. The most commonly reported actual
term for this event was postoperative pain. There was no emergent pattern of a specific site
where the pain was more common or a specific event that elicited the pain. Because of the
nonspecific nature of the term, it is difficult to deﬁnitively conclude whether it was related to
study drug. However, the event rate was low (21 patients [0.5%]), no similar term was increased
among raloxifene users during Study GGGK, and there is no known mechanism of action to
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explain this finding. Thus, it is likely a result of multiple statistical comparisons and probably not
related to raloxifene therapy.

. Table GGJY.12.5. Statistically Significanf Treatment Emergent Adverse Events during
Study GGJY by System Organ Class, High-Level Term, and Preferred Term (All Patients
Enrolled in Study GGJY) :
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12.2.2.3. Statistically Significant Treatment-Emergent Adverse Events from Study
GGGK Baseline through Study GGJY Termination

All TEAEs from baseline in Study GGGK through the end of Study GGJY (that is, from Year 0
through Year 8) were analyzed. Table GGJY.14.22 summarizes these results by system organ
class, high-level term, and preferred term in order of decreasing frequency.

Table GGJY.12.6 reports the incidence of those events that were statistically_significant. The
large patient population and long observation period resulted in many TEAES, increasing the
likelihood of statistical significance for some TEAEs by multiple comparisons. In general, the
statistically significant events that are considered to be clinically relevant throughout this time
period are consistent with data from the individual Studies GGGK and GGJY. Many of the
events described in the following section were therefore observed during Study GGGK and were
thoroughly discussed in the Study GGGK 3-Year Study Report.

12.2.2.3.1. Statistically Significant System Organ Class Terms

Statistically significant decreases were observed in the raloxifene group compared with the
placebo group for two system organ class categories: “Surgical and medical procedures” and
“Neoplasms benign, malignant and unspecified (including cysts and polyps)”. One system organ
class category, “Vascular disorders”, was decreased among placebo-treated patients compared
with raloxifene-treated patients. :

The terms in the in the system organ class “Surgical and medical procedures” were reported less
frequently in raloxifene patients compared with placebo patients (p=0.024).

The high-level terms included in this system organ class are so diverse that a beneficial effect of
raloxifene is unlikely. The most commonly reported high-level terms in this system organ class
were “therapeutic procedures NEC”, “lens therapeutic procedures”, “joint therapeutic
procedures”, “uterine therapeutic procedures”, “fracture treatments (excluding skull and spine)”,
and “skin lesion excisions” (see Table GGJY.14.22). There were no statistically significant

between-group differences in any of these high-level terms.

One high level term (“facial and bursal therapeutic procedures™) and one preferred term
(“endarterectomy”) were statistically significantly decreased in raloxifene-treated patients
compared with placebo-treated patients. No high-level terms and two preferred terms (“knee
arthroplasty” and “tooth extraction NOS”) were statistically significantly decreased in placebo-
treated patients compared with raloxifene-treated patients. None of these individual high-level or
preferred terms occurred frequently enough to account for the overall decrease in the system
organ class.

The terms in the system organ class “Neoplasms benign, malignant and unspecified (including
cysts and polyps)” were reported less frequently in the raloxifene group compared with the
placebo group (p=0.006). Most of the events under this system organ class were reported under
the high-level terms ““skin neoplasms malignant and unspecified (excluding melanoma)”,
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“uterine neoplasms benign”, and “breast and nipple neoplasins benign” (see Table GGJY.14.22).
No statistically significant between-group differences were observed for any of these high-level
terms. . '

Two high-level terms (“breast and nipple neoplasms malignant” and “neuromas™) and three
preferred terms (“Bowen’s disease”, “breast cancer NOS”, and “breast cancer female™) were
statistically significantly decreased in raloxifene-treated patients compared with placebo-treated
patients. The decrease in breast and nipple neoplasms and breast cancer is consistent with the
breast cancer efficacy data previously presented (see Section 1 1.4.3). However, no between-
group difference in the reporting of neuromas was identified in Study GGJY or previously in
Study GGGK. Given the low incidence of this event (7 events [0.2%]) and the lack of any known
explanatory mechanism for raloxifene to effect neuroma development, it is not likely that this
decrease was actually due to raloxifene treatment.

Similarly, there is currently no known mechanism of raloxifene to explain the decreased

incidence of Bowen’s disease. However, this finding is consistent with the statistically

significant decrease in skin neoplasms reported during Study GGJY, and an effect of raloxifene
on the development of various skin malignancies may warrant further investigation.

The terms in the system organ class “Vascular disorders” were reported more frequently in the
raloxifene group than in the placebo group (1591 patients total; p=0.006). The most commonly
reported high-level terms under this system organ class were “vascular hypertensive disorders
NEC?”, “peripheral vascular disorders NEC”, and “varicose veins non site specific” (see Table
GGJY.14.22). While vascular hypertensive disorders were very similar between groups (853
patients total; p=0.836), peripheral vascular disorders differed. Statistically significantly more
patients in the raloxifene group reported a peripheral vascular disorder than in the placebo group
(451 patients total; p<0.001). By far the most common preferred term under peripheral vascular
disorders was “flushing”, which was also statistically significantly higher in raloxifene-treated
patients compared with placebo-treated patients (43 | patients total; p<0.001). Flushing, or hot
flushes, is a known adverse event associated with raloxifene, especially within the first 6 months
of raloxifene therapy (see Section 12.3.3.4). Although “varicose veins non site specific” was not
a statistically significant adverse event, proportionally more patients in the raloxifene group
reported this event than in the placebo group (172 patients total; p=0.095). Thus, the difference
between placebo and raloxifene in “peripheral vascular disorder” and in “varicose veins non site
specific” largely account for the significant difference in this system organ class.

12.2.2.3.2. High-Level and Preferred Terms Related to Known Raloxifene
Efficacy

The statistically significant decrease in the raloxifene group compared with the placebo group in
the high-level term “breast and nipple neoplasms malignant” and in the preférred terms “breast
mass NOS”, “breast cancer NOS”, “breast cancer female”, and “partial mastectomy” are
consistent with the breast cancer efficacy data (see Section 1 1.4.3). Likewise, the statistically
significant reduction in the raloxifene group compared with the placebo group in the preferred
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terms “hypercholesterolemia”, and “blood cholésterol increased” can be explained by the known
effects of raloxifene on lipids (see Study H3 S-MC-GGGK 4-Year Study Report).

12.2.2.3.3. High-Level and Preferred Terms Consistent with Study GGGK
Safety Data

12.2.2.3.3.1. Influenza-Like lliness

As in Study GGGK, the preferred term “influenza-like illness” was commonly reported and
statistically significantly higher in the raloxifene group compared with the placebo group both in
Study GGGK and in the Study GGJY cohort from Study GGGK baseline through Study GGJY
termination. In Study GGGK, the increased reporting of “influenza-like illness” was most
pronounced in the first 2 years, and raloxifene patients who continued in the study through Years
3 and 4 were no more likely to develop “influenza-like illness” de novo than placebo patients.
Although there continued to be a statistically significant increase in “influenza-like illness”
through the 8-year observation period, this is primarily due to the increased reporting in
raloxifene users during the first 2 years of Study GGGK. Furthermore, reinitiating raloxifene
therapy at the time of Study GGJY enrollment did not result in an increase in the reporting of this
adverse event.

Because there is no plausible biological mechanism to explain the increased reporting of

- “influenza-like iliness™, this finding may be due to statistical chance associated with multiple

analyses being performed. Thus, the increased reporting of “influenza-like illness” is not likely
to be clinically relevant.

12.2.2.3.3.2. Muscle Cramp

As in Study GGGK, the preferred term “muscle cramp” was commonly reported and statistically
significantly higher in the raloxifene group compared with the placebo group in the Study GGJY
cohort from Study GGGK baseline through Study GGJY termination (see raloxifene Clinical
[nvestigator’s Brochure for MedDRA terms and Study H3S-MCGGGK 4-Year Study Report for
CoSTART terms).

The differential reporting between treatment groups was most pronounced in the first 2 years of
Study GGGK, and no statistically significant between-group difference was observed during the
3td and 4" years of the study. Also, reporting of muscle cramp was not statistically significantly
increased among raloxifene users during Study GGJY, nor was there an increase in reporting of
this adverse event after re-initiation of raloxifene therapy in Study GGJY.

Nevertheless, “muscle cramps”, in particular leg cramps, are still considered to be associated
with raloxifene, especially early in the treatment regimen (see Section 12.3.3.5). “Night cramps”
is a related adverse event that was statistically significantly increased among raloxifene patients
compared with placebo patients, though it was a miich rarer event.

12.2.2.3.3.3. Flushing
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_ As in Study GGGK, the preferred term “flushing”, or “hot flushes”, were commonly reported
and statistically significantly higher in the raloxifene group compared with the placebo group in
the Study GGJY cohort from Study GGGK baseline through Study :
GGJY termination. Reporting of hot flushes was especially common within the first 6 months of
raloxifene treatment during Study GGGK. “Flushing”, or “hot flushes”, is a known adverse event
associated with raloxifene, especially within the first 6 months of raloxifene therapy. After the
first 6 months of therapy in Study GGGK, the risk of flushing was similar between the pooled
raloxifene group (60 and 120 mg/day) and placebo group (see Section 12.3.3.4).

12.2.2.3.3.4. Uterine Procedures and Benign Uterine Findings

The high-level terms “uterine neoplasms™ and “reproductive tract disorders NEC (excluding
neoplasms)”, as well as the preferred terms “biopsy endometrium”, “uterine polyp NOS”,
“uterine disorder NOS”, and “ultrasound scan vagina” were all statistically significantly
increased in the raloxifene group compared with the placebo group. Two of these terms, “biopsy
endometrium” and “ultrasound scan vagina”, are procedures not adverse events. Importantly, this
increase in uterine investigations did not result in an increased reporting of any gynecological
malignancies (see Section 12.3.3.3). The high level term “uterine neoplasms” contained only the
preferred terms of “uterine polyp NOS” and “uterine cyst” and did not contain any malignancies
(see Table GGJY.14.22).

Benign uterine findings (for example, endometrial fluid and polyps) were observed in Study
GGGK, which included extensive uterine evaluations. There were no statistically significant
between-group differences during Study GGJY for any uterus-related adverse event. Uterine
findings are discussed further in (Section 12.3.3.3).

12.2.2.3.3.5. Diabetes Mellitus

The high-level term “diabetes mellitus (including subtypes)” was statistically significantly
increased among raloxifene patients compared with placebo patients (103 patients total [2.6%];
p=0.018). In addition, the preferred term “diabetes mellitus NOS” was statistically significantly
increased in the raloxifene group (p=0.043). In Study GGGK, women treated with raloxifene 60
mg/day were more likely than placebo treated women to report worsening Type 2 diabetes
mellitus. Further review of the data showed baseline imbalances between raloxifene- and
placebo-treated women with diabetes. .

Specifically, baseline use of oral hypoglycemic agents, fasting plasma glucose levels, and
hemoglobin A1C levels were all statistically significantly higher in raloxifene 60 mg/day patients
with pre-existing diabetes compared with placebo patients with pre-existing diabetes. When the
data were controlled for the baseline imbalance in fasting plasma glucose, raloxifene 60 mg/day-
treated women had statistically significantly greater reductions in fasting glucose than placebo-
treated women (Barrett- Connor et al. 2002). These results are consistent with the results of other
smaller studies conducted specifically to evaluate the effects of raloxifene on glycemic control
(Andersson et al. 2002, Cagnacci et al. 2002, Cucinelli et al. 2002). Importantly, no statistically
significant increase in any diabetes-related term was observed in Study GGJY (for the high-level
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term “diabetes mellitus [including subtypes]”, 37 patients total; p=0.598) (Table GGJY.14.21).
The increased reporting of diabetes mellitus seen in the raloxifene-treated patients in the Study
GGIJY cohort from Study GGGK baseline through Study GGJY is primarily the result of

increased reporting during Study GGGK, which was due to the baseline imbalances described.

12.2.2.3.3.6. Edema

The preferred term “edema NOS” was reported more frequently in raloxifene-treated patients

- compared with placebo patients. In Study GGGK, a statistically significant increase in the
reporting of peripheral edema was observed in the raloxifene HCI 120 mg/day group compared
with the placebo group. Though there was no statistically significantly increased in the raloxifene
HCI1 60 mg/day group compared with placebo, the incidence of “peripheral edema” appeared
dose-related.

In Study GGJY, “edema NEC” and “peripheral edema” were both reported similarly between
treatment groups. Only 4 patients reported any kind of edema as-an SAE (2 patients in each
treatment group; see Section 12.3.2), and no patient discontinued the study due to edema during
Study GGJY. Also, the cases of edema that were reported as serious were not related to a venous
thromboembolism (VTE). It is concluded that the increase in edema among raloxifene patients
seen in the Study GGJY cohort from Study GGGK baseline through Study GGJY is primarily
the result of increased reporting during Study GGGK. Edema (in particular, “peripheral edema”)
may be a minor adverse event associated with raloxifene administration.

12.2.2.3.4. High-LeVeI and Preferred Terms Not Consistent with Either Study
GGGK or Study GGJY Safety Data

12.2.2.3.4.1. Memory Loss

[n the Study GGJY cohort from Study GGGK baseline through Study GGJY termination,
statistically significantly more patients reported the high-level term “memory loss (excluding
dementia)” in the raloxifene group compared with the placebo group (166 patients total;
p=0.041). Importantly, no other memory loss-related term, such as “dementia (excluding
Alzheimer's type)” or “Alzheimer's disease (including subtypes)” was increased in raloxifene-
treated patients during this observation period (Table GGJY.14.22). '

In Study GGGK, cognitive function was prospectively evaluated after 3 years of raloxifene use.
For all parameters measured, there were no statistically significant differences between the
pooled raloxifene group (60 and 120 mg/day) and the placebo group. For memory loss
specifically, raloxifene-treated women tended to have a lower risk of decline in cognitive
function on the two tests of verbal memory (relative risk 0.77; 95% CI, 0.59 to 1.00; p=0.05) and
attention (relative risk 0.87; 95% CI, 0.74 to 1.02; p=0.09) compared with women who received
placebo (Study H3S-MCGGGK 3-Year Study Report; Yaffe et al. 2001). “Memory loss
(excluding dementia)” was not increased in raloxifene users during either Study GGGK or Study
GGJY (Table GGJY.14.21), and it is probably due to statistical chance rather than raloxifene
treatment.
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12.2.2.3.4.2. Pollakiuria

The preferred term “pollakiuria” was statistically significantly increased among raloxifene
patients compared with placebo patients. Only one of these events (in the raloxifene group) was
considered serious. Raloxifene did not increase the incidence of any other urinary disorder, such
as urinary tract infection or incontinence. One related term, “cystitis chronic NOS”, was actually
decreased with raloxifene treatment compared with placebo, though the incidence rate was very
low for this event (8 patients).

Raloxifene has not been associated with urinary tract dysfunction in other clinical trials.

Furthermore, in an analysis of 3-year safety data from two raloxifene studies (N=6926),
raloxifene had an apparent protective effect on the incidence of surgical procedures for pelvic
floor relaxation (odds ratio 0.50, 95% CI 0.31 to 0.81) (Goldstein et al. 2001).

These facts support that the finding of increased pollakiuria in the raloxifene group was not to be
related to raloxifene therapy.

12.2.2.3.4.3. Knee arthroplasty

Reporting of the preferred term “knee arthroplasty” was statistically significantly greater in
raloxifene-treated patients than in placebo-treated patients. There is no known mechanism of
action of raloxifene to explain this finding, particularly why the knee might be more affected
than other joints. “Hip arthroplasty” was a more commonly reported event and was reported less
often in raloxifene-treated patients compared with placebo patients, though this reported event
did not reach statistical significance. In fact, although the available clinical data are inconsistent
(Nevitt et al. 1996; Vingard et al. 1997; Von Muhlen et al. 2002; Karlson et al. 2003), it is
hypothesized that estrogen therapy and/or selective estrogen receptor modulators (SERMs) may
actually protect against osteoarthritis and hence, joint replacement surgery, by increasing
collagen production in postmenopausal women. Also, no increase in any similar event was
observed during Study GGGK. This event is not likely related to raloxifene treatment.

12.2.2.3.4.4. Vaginosis Fungal NOS

Reporting of the preferred term “vaginosis fungal NOS” was statistically significantly greatjcf in
raloxifene-treated patients than in placebo-treated patients. Review of actual terms revealed that

“each of these events represented a vaginal yeast infection. No case of “vaginosis fungal NOS”

was considered serious or led to study discontinuation.

Reporting of “vaginosis fungal NOS” was also statistically significantly increased in the pooled
raloxifene group (60- and 120-mg/day treatment groups combined) after 4 years of therapy in

Study GGGK. However, there did not appear to be'a dose-response in Study GGGK (6 patients
[0.2%] in the placebo group, 19 patients [0.7%] in the raloxifene HCI 60-mg/day group, and 11
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patients [0.4%] in the raloxifene HCI lZO—mg/daiy group), and it was not commonly reported in
the Study GGJY cohort through approximately 8 years of follow-up (19 cases total).

Vaginal candidiasis is rare in postmenopausal women, presumably due to the low levels of
endogenous estrogen. Although an increase in “thrush/candida” was noted in the tamoxifen
International Breast Cancer Intervention Study (IBIS-1) among both premenopausal and
postmenopausal patients (IBIS Investigators 2002), this adverse event has not been associated
with tamoxifen in other clinical trials. There are few case reports in the literature of tamoxifen
associated with vaginal yeast infection (Sobel et al. 1996).

In éonclusion, although the event rate of “vaginosis fungal NOS” in Study GGJY was very low,
a possible treatment effect of raloxifene cannot be dismissed.

12.2.2.3.4.5. Atrioventricular Block NOS

The preferred term “atrioventricular block NOS” was reported in 10 patients in the raloxifene
group and in no patient in the placebo group. Two of these events were classified as “severe”.
Four events resulted in hospitalization, and a fifth event resulted in hospitalization and was also
considered by the investigator to be life-threatening. Six of these events occurred during Study
GGGK, 2 events during the time period between Study GGGK and Study GGJY while patients
were not receiving study drug, and 2 events during Study GGJY. Based on only 10 events, it is
not likely that long-term exposure to raloxifene results in atrioventricular block.

12.2.2.3.4.6. Axillary Pain

The preferred term “axillary pain” was reported in 10 patients in the raloxifene group and in no
patient in the placebo group. All reports of axillary pain were mild, and no patient discontinued
the study due to this event. In addition, none of the patients who experienced axillary pain had
breast cancer or any kind of breast surgery during the observation period. Thus, axillary pain
reported during the study appeared to be idiopathic and not related to breast events, and it was
probably not related to raloxifene treatment.

12.2.2.3.4.7. Other

2 &L

The preferred terms “tooth extraction”, “muscle injury NOS”, “eructation”, and “gastrointestinal
pain NOS” were all events that were reported statistically significantly more frequently in
raloxifene patients than in placebo patients. None of these events was reported commonly (all
occurred in < [% of patients) and none was increased in raloxifene users in Study GGJY. Only 1
event, “eructation”, was increased among raloxifene users in Study GGGK; however, there is no
plausible mechanism of action to explain this increase and only 32 (0.4%) events total were
reported during the 4 years of the study (data not shown). Given these facts, none of these events
is considered to be associated with raloxifene treatment.

-

Table GGJY.12.6. Statistically Significant Treatment-Emergent Adverse Events since
Randomization in Study GGGK (All Patients Enrolled in Study GGJY)
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By System Organ Class (SOC)

_PLACERO Ralox Total P-Value*
. (H«12%6) {(R=2725} (H4011)
h Syater Organ Class o (s o (s o %
PATIRNTS NITE >« 1 TF9S 1373 (99.0) 26688 (90.6€) 2961 (94.9) <446
PATIRNTA WITE RO TRSS 13 (1.0% 37 {L.4) $0 (1.3} -446
surgical and medical procaduras §77 (44.9) 1119 (41.1) 1656 (42.3) 024
Vascular disordersa 477 (37.1) 1114 (40.9) 1591 (39.7) .0231

Necplasmm banign, malignant and unspecified {incl cyste and polypal 294 {22.9) §21 (19.1§ 0185 (20.3) .ag6

WP .H. {SPCAET2S} Input: ENP.SAS.H38X.L.NCGKIYSC.FINAL(EVENTH) ~outputs EMP .H180.GGJY.¥INAL(ALTR2S)
“« Irlqmncul are analyxed using a Fisher's Exact tast.
XAE8QQQ2 EEDDRA FRRSION: 6.0 TELS caloulations done at PT lavel
By High Level Term
PLACZEO Ralox Total p-Vaiuae*
{N«1286¢) {N+2715) (R«4011)
High Lavel Tarm (W) n (%) 5 (%)
PATIENTE WITE »>= 1 IRSS 1373 (99.0} 2668 (99.6€) 3961 (99.%) -446
PATIRNTS NITH NO TRSS 131 (1.0} 37 (1.4 50 (1.2 -446
Ganeral wigune and symptoms WEC 210 {16.1) 826 (19.1) 736 (18.3) 023
Muscle related signa and symptoms NEC 167 (13.0) 436 (16.1) §0S {15.1} .11
” Peripheral vascular disorders NRC 29 (¥.7) 352 {12.9) 481 (11.3) <.001
Elevated cholesgtarci 167 {13.90) 280 (10.2) 447 (11.1) .012
Menory losa (excI dementia) €1 (3.2) 125 {4.6) 166 {4.1) .041
Infecticns KRC €8 {¢.7) e (3.3 149 3.7 Q32
Diahetas meliitus (incl suntypea) © 23 1.7 a1 (3.90) 103 (2.6) 018
Urinary abnormmaltties 45 {3.8) 5e  {2.1) 193 (2.6} .01
Cholestarol amalyses 47  (3.7) 51 (1.9} ge (2.4) .00)
Uterine necplasmy 19 (1.8) T8 {2.9) 97 (2.4) .o0g
Nagal disorderg NREC 35 (2.9) 35 (1.9 2 (1.9) -002
Breast and nipple neoplasms nalignant s (2.1 33 (1.2) 68 (1.7} g0l
Urinalyseis FEC 17 (1.3} 18 (0.7} 3§ {0.9) -045
Total fluid volume increased 12 (a.s} 9 {0.3) 21 (0.%) 018
Raproductive tract disorders NEC (excl neoplasma} 1 (0.1) 17 (0.6) 18 (0.4) .019
Abacmtoal hernlas, site unspacified T (0.5) 4 (0.1) 11 {(0.1) -045
Chest and lung fnjuries MEC T (8.5) 4 (0.1) 11 {0.3) 045
Mood alterations witk depressive symptoms T (0.5} 4 {o0.1} 11 (0.3} <045
Neurcras 7 (0.5} 4 (0.1} 11 (0.2) <045
Fascial and bursal tharapeutic procadures 7 (0.5) 2 (0.1) s (0.1) 006
Neutropentag 6§ {o0.5) 3 (0.1} 9 (0.3} .035
Hepatobillary imaging procedures 5 {(0.4) 1 (0.0) § (o0.1) 018
Program: RMP.RISSGCGJIY.SASPGM(SPCART28) Input: RMP.SAS.H3SK.L.MNCGRJITSC.FIIAL{EVENTS) Output« BMP.HISO.GGJIY .PIHAL(AKTE2S)
* Fraquencies are analyzed using a Fisher‘'s Exact tast.
XAR3D0O02 MEDDRA VERIIOR: 6.0 TRES calculations dome at PT levael

A;JF, sirs This Way

By Preferred Term
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PLACERG Ralox Total
(He1286) (R2725} (Rv4811)

Prefarred Term B (% a (% o (%
e mr e —————— - [ vdme e
PATIENTS WITH >« 1 TNSS 1273 (89.0) 2688 (94.6] 3961 (54.W)
PATIENTS WITH ¥O TR8S 13 (1.0} 1?7 (1.4) s0 (1.2}
Incivensa 11¥a 11lness (188 (14.6) 466 (17.1) €54 (26.3)
Muscle cramp 182 (12.4) 407 (34.9) S§59 (13.9)
Hypaercbolaesterolaania 167 (13.0) 279 (1d.2) 446 (¥X.1}
#lushing 29 (6.9} 141 (11.6) 431 {16.7)
Breast mass HOS 75 (5.9) 118 (4.3) 193 (4.8}
11gpay endomstrium 40 {3.1) 148 (S.4) 104 (4.7}
Excortaticn a8 (.7} €6 (2.4) 116 (1.9)
Rlooa cbolesterol increased 7 (a.7m s0  (1.9) 97 (2.4
Uterine polyp mos 19 {1L.S5) 10 (3.6) 9 {(2.2)
Rollaxiuria 1§ (1.3) 87 (2.1} 72 {1.8)
Diabetas mellitus NOS 11 (1.0} 51 {1.9) € (1.8)
Uterine disorder KOS 12 (0.9) 4 (1.9 &0 (1.5)
Vltrascund scan vagina 10 ¢0.9) 45 (1.7} 55  (1.41
Knee arthroplasty 9 (0.7) 43 (1.6) 82 (1.3
Periartliritia 22 (1. a7 (x.0} 5¢ {1.2)
Rptataxis 23 {1.8) 27 {e.8) % (1.3
Tooth axtraction Wog 7 (0.8} I8 (1.3) €2 (1.0)
MUnitis allergic KO8 1% (1.5) 20 0.7 19 (1.0}
simis bradycardta 17 {1.3) 14 (0.7 38 ¢0.9)
Poatnasael drip 17 (1 i (0.6) 33 (0.8)
Flank pain 6 (1.2) 16 (0.8) 12 (o.ay
Gedenn KOS € (0.3) 7 (.0 1 (o.m
Muscle injury oS 3 (e.33 a1 (a.9) it (a.€)
Rastoperative infectiom 12 (1.0} & (0.3) 1 {0.5)
Vigingsis fungal KOS 1 (0.3 17 (0.6) 19 (0.5}
irsast cancer Nos 12 {o.9) § (o0.2§ 12 (0.4}
Eructation 1 (.1 17 (0.6) 18 (o.4)

<. 901
-g40
.00
-028
-801
.029
-041
- 043
.50
.a28
G24
114
-011
031
-037
-048
<023
+03¢
a0
04
.oqs
-0et
<004
.019

Pragram: ¥NF .H7890GTY.SASPGA{IVCAETZE) Inputs RNP.SAS.HISN. L. MCGIIYSC.FINAL(LVENTS) Output« EMP.H31S0.GGJY.FPIMAL{ARTEIS)

¢ ¥raquencies are analyzed using a vishar's Rxsct test.
XARS0002 ¥EDDRA VERSION: 6.0

PLACTRO Ralox Total

{H=1286}) {Re2728) (X-4011)
Preferred Term n (%) n (% a (%)
Wight cramp T (0.1) 15 {0.6) 18 {9.4)
Proterouria ® (0.7 § -{0.2) it (0.3)
Veoous ingurfictenay & {0.6) s (0.23 13 {e.3)
Breast cancer female 9 {0.7) 3 (0.1) 12 (0.1)
Patalla fracture 7 (0.5) 4 (0.1 11 (0.3)
Uterine cyst 0 11 {0.4) 11 (0.3}
Atrioventricular block HOS ] 10 {e.4) 10 (6.2)
Axtllary pain o 10 (0.4) 10 (0.2)
Gastrointeatinal pain Xog o 10 (0.4) 10 {0.2)
Partial mastectomy 8 (0.§) 2 {0.1) 0 {0.2)
Depresasq mood € {0.%) 3 (0.1} § {0.2)
Genital raah § (0.5) 3 (8.1) 5 (0.2)
Neutropenta € (o.5) 3 (0.1} $ (0.2)
Cystitis clronlic 4OS § {0.5) 2 (0.1 8 (0.2y
Bowen's disaase 5 (0.4) 1 (o) 7 (0.
Endarterectony 5 (0.4) 3 (0.1 7 (0.2

p-Valiuae*

«029
018
<024
001
. 048
021
.03§
03§
03§
-003
«@3s
-038
-03§
<016
.038
038

Program: RMP _HISIGCETY . SRIPGK ( SPOAKT28) Inputs PP . 823, H1SK. L. KCGEIYSC .FI NAL { EVENTS) outputs RMP .H3180.GGJY . FINAL(AETRZS)

* Frequencies ars analyzed using a Fishar*s Exact test.
XAES0002 MEDDEA VERSION: 6.0
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.12.2.2.4. Adverse Events from the End of—Study GGGK through Study GGJY

Table GGJY.14.24 summarizes all common adverse events (those occurring in > 2% of the
patients) from the end of participation in Study GGGK to the end of participation in Study
GGJY. In general, the adverse events reported during this time frame were similar to the TEAEs
reported during Study GGJY. Two high-level terms (“gastrointestinal atonic and hypomotility
disorders NEC” and “bladder and urethral symptoms”) and two preferred terms (“‘constipation”
and “urinary incontinence”) that were not increased with raloxifene therapy during Study GGJY
were statistically significantly increased among raloxifene patients (p<0.05 for all comparisons)
when analyzed as adverse events from the end of Study GGGK through Study GGJY. However,
there are no other data with raloxifene to indicate that these events are related to raloxifene.

Deaths, Other Serious Adverse Events, and Clinically Significant
Adverse Events (12.3)

For CORE, an SAE was defined as any event that resulted in one of the following outcomes, or
is significant for any other reason:

Death

Initial or prolonged inpatient hospitalization

A life-threatening experience (that is, immediate risk of dying)
Severe or permanent disability

Cancer

Congenital anomaly

O 0 00 0O

The analyses of SAEs presented in this report are based on the reporting database and include all
enrolled patients who reported an adverse event that met any of the serious criteria whether or
not the event was judged to be related to study drug. :

Deaths and SAEs were also collected in a Pharmacovigilance database (Clintrace). The listing of
SAEs from the Clintrace database may differ from the reporting database, as Clintrace contains
SAE:s that occurred after the patient discontinued from the trial and that were judged by the
investigator to be potentially related to study drug. The reporting database contains only SAE
information collected while the patient was participating in the study. At the time of database
lock, there were no clinically significant differences between the reporting and Clintrace
databases. Therefore, the analysis of the SAEs in the Clintrace database is not presented in this
report.

Table GGJY.14.26 in Section 14.3.2 is a by-patient listing of all patients who died, experienced
other SAESs, or discontinued due to adverse events. Section 14.3.3 presents these patient

narratives. Appendix 16.3 includes case report forms for any patient who died, experienced other
SAEs, or discontinued due to an adverse event. -

Deaths (12.3.1)
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 the clinical trial database (29 [2.3%] in the placebo group, 46 [1.7%] in the raloxifene HCI 60-

At the time of datalock, 76 (1.9%) deaths were reported among the randomly assigned patients in
mg group) (see Table GGJY.12.7 and Table GGJY.12.8).

There was no statistically significant difference between the two treatment groups in the number
of patients who died, nor in the number of patients who died of any individual event (preferred
term). The most common causes of death were “death NOS” (3 deaths in the placebo group and
3 deaths in the raloxifene group), “myocardial infarction” (1 death in the placebo group and 3
deaths in the raloxifene group), “respiratory failure” (2 deaths in the placebo group and 2 deaths
in the raloxifene group), and “sudden death” (1 death in the placebo group and 2 deaths in the
raloxifene group).

Two deaths in raloxifene-treated patients were considered by the investigator to be possibly
related to study drug (see Table GGJY.12.7). The cause of death for Patient 77-4246 was ovarian
cancer. The patient received treatment with carboplatin, but did not undergo surgery or biopsy
and died within 3 months of her diagnosis. Due to the undesirable effects of some SERMs on
cancers of the female reproductive tract, the incidence of ovarian cancer has been closely
monitored throughout the clinical development of raloxifene. No clinical trial data, including
data from this study (see Section 12.3.3.2. 2), have ever suggested any increase in the incidence
of ovarian cancer in raloxifene-treated patients. This has been further confirmed by a
retrospective study of

7 randomized, placebo-controlled raloxifene studies (N=9837), which found no increased risk of
ovarian cancer among raloxifene patients compared with placebo patients (RR 0.50 95% CI,

-0.19-1.35) (Neven et al. 2001). Thus, it is unlikely that raloxifene treatment contributed to the

death of this patient.

Patient 243-17 became unwell at her home on ==—==——===and was found dead in her home b(ﬁ},
later that day. Upon examination by the coroner, the death was deemed accidental, and,

therefore, no autopsy was conducted. Because a definitive cause of death' for this patient was not

identified, any conclusion regarding the relationship between raloxifene and this death is

difficult. However, because the patient was receiving raloxifene at the time of her death, the

investigator stated a causal relationship between raloxifene and the death cannot be ruled out.

Appears This Way
On Original
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Table GGJY.12.7. Patients Who Died During Study GGJY (All Patients Enrolled in Study

GGJY)
Primary Canse of Death (MedDRA Iavestigator’s
Preferred Term) Oqiniea of Possibl
Patient Relstienchip to
Investigater  Number Treatment Study Medication
38 5138 R X060 Threat cancer NOS No
42 4319 Placebo Acute lymphocytic lekaemia No_ _
12 4326 Placebo. Long squamons cell carcinoma No
stage IV
42 4408 RLX060 Respiratory amrest No
44 5222 Placebo Respiratory failure Yes
44 3288 RLX060 Cardio respiratory amest No
53 8 RLX060 Death mexplained No
3 s§rie Placebo Oesophageal adenacarcinema NOS No
56 2003 RLX060 Meskel cell carcinoma right leg No
58 5366 RLX060 Limg cancer metastatic No
67 8327 Placebo Rectosigmoid cancer NOS No
70 1146 Placebo Metastatic obstraction small bowel No
73 3847 RLX060 Intracranial haemorshage NOS No
3 4346 Placebo Preumaonia aspiration No
ol 8371 Placeho Pancreatic carcinoma NOS No
K 3107 RLX060 Respiratory amrest Ne
77 3192 RILX060 Lou Gehng’s No
7 4029 Placebo Haemarthagic stroke No
77 4061 RLX 060 Rectal cancer metastatic No
71 4206 RILX 060 Cerebrovascular accident No
77 4230 RLX06¢ Haemerrhagic stroke No
77 4246 RLX040 Ovarian caacer NOS Yes
83 3341 RLX060 Cerebral mfarction No
8 6213 RLX060 Hepatic cancer metastatic No
85 6288 RLX060 Anoxic encephalopathy No
143 . 2955 RLX060 Subdural haematoma No
145 3204 Placebo Sudden death No
145 3216 Placebo Colen cancer NOS No
145 3241 RLX060 Gastric cancer NOS No
145 3266 Placebo Cardiac failure NOS No
147 3414 RLX060 Cerebral artery thrombosis No
151 4122 RLX060 Myocardial infarction No
200 3i81 Placebo Myocardial mfarcticn No
243 - 17 RLX060 Sudden death Yes
243 70 Placebo Metastases to lymph nodes No
244 3042 Placebo Pancreatins NOS No
245 403G Placebo Tumor of the left vertebrae No
282 414 RLX060 Death mmexplained No
282 643 Placebo Gastromtestinal tract cancer NOS Na
{continued)
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Primary Cause of Death (MedDRA Bvestigator’s

) Preferred Term) Oginien of Possibile
Patient _ i Relationship fo
Investigator Number  Treatment : Study Medication
282 746 RLX060 Cardio-respiratory arrest Ne
282 793 RLX060 Cardisc arrest No
282 887 RILX060 Intesfinal perforation NOS No
282 975 RLX060 Sudden death Na
282 919 RLX060 Ruptured cerebral aneuryem  _ No .
282 984 RLXO060 Diabetic coma NOS Ne
291 5274 RLX060 Lymphoma NOS No
503 321 RLX060 Respiratary falure No
604 7250 Placebo Cardiac faitare NOS No
604 7269 R1LX060 Hepatic encephalopathy No
760 37 Placebo Lip snd/or oral cavity cancer NOS . Neo
700 TH RLX060 Death NOS No
706 7819 RLX060 Death NOS No
700 911 Placebo Pancreatitis NOS No
700 7917 Placebo Death NOS HNo
703 8312 RILX060 Pneumoeia NOS No
725 9639 Placebo Lang cancer stage unspecified (excl No
metastatic tumours to hng) '
742 345 Placebo Angiczarcoms NOS No
742 389 RiLX060 Myocardial mfarction No
742 2610 RLX060 Death NOS No
42 2713 RLX060 Metastatic neoplasm NOS, primary No
site unknown '
742 3276 Placebo Death NOS No
742 3887 RLX060 Pulmonary embolism No
742 3939 RIX060 Lung cancer metastatic No
742 429¢ RLX060 Hypothermia No
743 4419 Placebo Renal cancer mefastatic No
753 247 Placebo Chronic myeloid leukaemia No
_ 753 277 RLX060 Sepsis NOS No
£02 6440 RIX060 Myocardial mfarction "~ No
851 7352 RLX060 Electramechanical dissociation No
855 2318 RILX060 Aortic aneuryzm No
867 9757 Placebo Cardiac arrest No
963 1464 Placebo Respiratory failure No
966 1923 RLX060 ' Intestinal infarction Neo
968 1269 RIX060 Respiratory failure No
993 6462 Placebo ) Death NOS Ne
993 6468 RLX060 Rectal cancer NQS No

Abtreviations: CORE = Continuing Outcomes Relevant to Bvista; NOS = not otherwise spectfied; PBO =
placebo; RLX060 = raloxifene hydrochloride 60 mg.
Source: PS017 and AEL018
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12.3.2. Other Serious Adverse Events

Table GGJY.12.8 summarizes SAEs that occurred during Study GGJY (CORE) by system organ
class and preferred term in order of decreasing frequency (Visit 1 through end of participation).
All serious TEAEs from baseline in Study GGGK (MORE) through the end of Study GGJY (that
is, Year 0 through Year 8) are summarized in (Table GGJY.14.25).

SAE:s overall were reported similarly between the two treatment groups. Only 3-SAEs were
reported statistically significantly more often in raloxifene patients than placebo patients: “spinal
fractures and dislocations”, “osteoarthropathies”, and “breathing abnormalities”.

Spinal fractures and dislocations were reported more frequently as an SAE in raloxifene
patients compared with placebo patients (3 patients [0.2%] in the placebo group and 21 patients
[0.8%] in the raloxifene group; p=0.047). Each of these events referred to a fracture rather than a
dislocation. Study GGJY was not designed to assess vertebral fractures, and no data to adjudicate
the spinal fractures reported as an SAE was collected.

The number of reported events (24) is very small and does not reflect the number of vertebral
fractures that would be expected in a population with osteoporosis of this size over 4 years of
observation (Melton et al. 1989). Further, as described in Section 11, multiple confounders were
present that influenced the fracture results. Given the known efficacy of raloxifene to prevent
vertebral fractures in postmenopausal women with osteoporosis, this event is probably not a
treatment effect.

Osteoarthropathies were reported in 5 patients in the placebo group (0.4%) and 30 patients
(1.1%) in the raloxifene group (p=0.027). There is no known mechanism of action of raloxifene
to explain this event. In fact, although the available clinical data are inconsistent (Nevitt et al.
1996; Vingard et al. 1997; Von Muhlen et al. 2002; Karlson

etal. 2003) it is hypothesized that estrogen therapy and/or SERMs may actually protect against
osteoarthritis by increasing collagen production in postmenopausal women. Also, no increase in
any similar event was observed during Study GGGK (MORE). '

Reviewer Comments: is this a function of longer follow-up? Note that patients in CORE had
continued on their originally assigned treatment in MORE. It is important to note the high rate
of bisphosphonate and other active bone agent use in the trial.

Breathing abnormalities were more common in raloxifene-treated patients compared with
placebo-treated patients (1 patient [0.1%)] in the placebo group and 13 patients [0.5%)] in the
raloxifene group; p=0.047). No similar event was observed among raloxifene patients in Study
GGGK. The between-group difference for this event is probably a result of multiple statistical
comparisons and not reflective of a true treatment effect.

Table GGJY.12.8. Summary of All Serious Adverse Events by System Organ Class, High-
Level Term, and Preferred Term during CORE (All Patients Enrolled in CORE)
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Byaten Organ Class: Ovarsll

ELT1 High Level Term

PFT: Prefeérrad Term
PATIENTS WITHE >~ 1 EVENT
PATIENTS WITH NO EVENTS

Programe BMP .HISSGAJYY.SASPOE({SFCT129) Inputs RAP.SAS.HISK.MCGGITSC(EVENTS)

* ¥requencies are analyzad using a ¥isher'a Exact test.
XARS0021 XEEDFA VRASIOR: 6.0

Syaten Organ Class: Blcod and lymphatic syaten diasordars

HLY¢ High LeVEl Term
PT: Frefeérred Term

PATIRNTS WITE >~ 1 EVENT
RATIRNTE WITH NO EVENTS

Ansemia dariciencids
Tron deficlency anaamia

Anaestas WEC
Angemia Rog
Megaloblastic anaamta NOS
Miorocytic anaemta

LeukXocytoges NEC
Foainophilia

Leukopenias NEC
Leukopenia XOS

Lymphatic system digordare NRC
Lyaphadencpatiy

Warzow depresalon and hypoplastic anaeniaa
Pancytopenta

Throsibocytopanias
Idtopathic thrombocytopentic purpurd

Prograsic BEMP .HIHESGGIY.SABPCE(SFCT119) Ieputs REP.SAS. 18N, MCAGIYSC{EVRNTS)

* ¥requencies are analyzed using 4 Fleher's RXact test,
XARKG021 ¥RDDRX VRRSION: 6.0

8ygten Organ Classs Cdrdiac disordars

HLT: High Level Term
PT: Prarerxed Term
PATIERNTS WITH > 1 EVENT
PATIRNTS WITH NO RVENTS
Cardlac conductton disordars
Atrioventricular block WCS
Atrioventricular block second degrea
Rortic valvular digordars
Aortic valve incompetanca
Aortic valve stenosis
Cardlac signe and symptoms KEC
Palpitations
Caraiomyopathies
Cardiomyopathy NOS
Coronary artery disorders MNRC
Corcnary artery disedse WOS
Coropary artery atherosclerosts
Corcnary artery steaosis
Coronary artery occluafon
Ischaemic corvmary artery aisorders
#yocaralal infrarction
Angiea pactoris
Acute myocardtal infarction
Angina unstable
Acute coromary syndrame
Myocardial ischaemia N
Heart failures NEC {excl ventricalar fatlure)
Cardiac failura congaestivae
Cardiac fallure XOS
Congestive cardiac failure aggravatad

Program: BMP .H3ISSGAFY.SAIPAM{EPCT129) Input: RMP.SAS.HISH.HCCGGTYSC(EVENTS)

¢ FPrequancies are analyred using a Fisher's Exact teat.
XARS0011 XFDDRA VERSION: 6.0 ’
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RLACREQ
{He1206)

(&)

X7
849

(24.7%
(76.3}

FLRCRRO -
(¥+2246)
B (¥
9 {o0.71}
1277 (99.3)
1 (0.1)
1 {0.1}
§ {e.4}
5 (a.4}
o
a
[
[
o
°
1 {e.1}
1 {e.1}
2 (0.2}
3 (0.3}
[3
°

PLACEBO
(M-1206)
n (%)
30 (3.0
1248 (97.0)
1 (0.1}
o
1 (0.1)
0
[
[
a
0
2
°
§ (0.4}
4 (0.2)
[}
]
1 (0.1}
15 {1.2)
§ (0.4}
5 (a.49)
3 (0.2)
2 (0.2)
0
1 (0.1}
5 (0.4)
2 (0.3
2 (0.2)
1 (0.1

RLX06Q
(Ne2¥28)

{%}

[F#3
2101

{(22.8)
{17.2)

ALXCEQ
(Ha2725§
n (%)
X7 (0.6}
2708 {99.41
1 (0.0}
1 (e.0}
13 (0.5}
11 (0.4)
1 (o4
1 {c.0}
1 {o.0)
1 {(g.0)
1 te.0}
1 (0.0}
0
0
1 {e.%
1 (0.0}
1 (0.8}
1 (g.0)

RLX060
(K«2725)

i3

x09
2616
2

w L "
MO N Wy D O WWMONNRKNMEMEPMMWLOW

(%}

(£.0)
{96.0}
(¢.1)
(0.1}

(3.1)
(0.1)
(0.0)
(0.0)
(0.0}
(2.1}
(2.1}
(8.6}
(0.3}
(9.2}
{0.1)

(1.6}
(@.7}
(o.43
0.3}
(0.2}
(0.1}
(0.0)
0.6
[{:%}}
(0.2}
(0.0}

Totel
{Meg011}

n

(%}

9319
3973

Total

{(23.4}
{r6.€}

p-Value*

216
218

Cutput: ENP.HISO .GGIY.VIRAL(ARTL29)

— " p-Valua*
(Ne4011}

(%)

26
1988

Mo
HPWWMMRERME M pMp a0 RN

{0.6)
(98.4
{0.0}
(a.0}
{0. 6
(2.4}
(9.0}
(0.0}
(0.0

- {6.0)

(8.0}
(e.0}
(6.0}
(g.0)
(9.1}
{G.1)
{0.0)
{a.0}

Total
(H=4011}

n

(%)

147
3864

o~
LR P R N N VY P Py ey

[
aw

- w0

N
ND VO N

(1.7)
(96.3)
(0.1}
(0.0}
(0.0}
(0.1)
(0.0
te.o)
(0.0)
(0.0)
(e.0)
(0.0
(e.5)
{0.1)
(0.1}
(0.1}
(0.9
(1.5
(0.6)
(0.4
(9.2}
(0.2)
fe.1)
{0.0}
(d.5)
(0.2)
(0.2)
(0.0)

output « EMP.HIS0.63TY.FINAL{ARTLI15)

p-Value*

492
1.00

326
43732
1.00
1.00
1.00

634
-727
.00

Cutput ¢« BMP.HISO .CGIY.FINAL (AETL29)



Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

fSystexn Clasa« Cardiac disordsers
iy

PLACRERO RLICGQ
HLT: High Level Term (M3.2865 . (M«2725)
T« Preferred Term n (ef a (%
Cardiac faillure acute ] 1 (2.0}
Laft ventricular faflures 1 (¢.1} [}
Left ventricular fatlure 1 (0.1} -3
Mitral valvular dlaorders Q 3 (6.1}
Nitral valve incompetence o 7 (e.1}
Mitral valve disease KOS o 1 (a.6)
Paricardial digorders NIC 1 (0.1} 1 {e.0}
Pericurdial effusloq 1 {(e.1) a
Pericaxdlal hasmorrbage Q 1 (e.0}
Rate and raythiz disordars KEC 3 (0.2} T (0.3}
Eradycardia KOS 3 (e.2) 1 (90.0)
Tachycardia KOS 1 {e.1) 1 (e.1)
Arrtythmia ®OS 3 3 {e.1)
fupraventriculax archytimias 11 {0.9} 33 (1.2
AtTiax tmrull@l&n g {0.6} 29 (1.1}
8inus bradycardia 2 (0.3} Q
Atrial rflutter ] 1 (0.0}
Sinus arrest [ 1 (0.9)
Sinus archytimis 1 (0.1} e
€inus tachycardia a i {0.0}
Supraventricylar tachycardia ¢ 1 (q.0}
Vaentricular arrhythxias and cardigc arrast 2 (0.2} 7 (0.3}
cardiac arreat 2 (0.2} 1 (0.0}
Cardio-respiratory acrast ° 2 (0.1}
Vantricular tachycardia ] 2 (6.1}
rlactromechanionl dissociation 4 1 (0.9}
Veantzricular fibrillation 1 (0.0}

Total
(M~4011}
n (%}

w w
T PR < I T - S VR

te.0
(o.0}
ta.6)
(6.1}
(o.03
(6.0
(0.0}
(e.0}
(e.a)
(a-2}

(0.1)
te.13
{1.1}
(0.9}
(0.0}
(o.0)
{¢.0)
{8.0)
{0.0}
{o.0}
(0.2}
(0.1}
9.}
{0.@)
(o.a}
(o.0r

a1y’

p-valuav

-417
216

-737

o
Program: RNP.B1390GFY.SASPGE{SPCT126) Inputs REP.ARS.HISN. MCEGTYSC{RVRNTE) Qutput « RNP.H3S0.GGIY. . FINAL(AET129}

+ Prequencies ara analyzed using a Fisher‘s Exact test.
XARS0021 NEDDBA VERSION: 6.Q

8ystem Organ Claas« Congenital. familial and gemetic disorders

PLACRRQ RLX060
HLT: High Leveal Taerm - (N=-1106) (M=2725)
PT1 Preferred Tarm n (%) n (%)
PATIENTE WITH >~ X EVENT o 1 (0.9)
PATIRNTE WITHE NO RVENTS 1386 (100) 2724 {10Q0)
Renal and urinary tract ¢isorders comgenital HEC ° 1 (0.%)
Uretiral intrinsic sphiacter deficlency 0 1 {0.0)

Total
(H-4011)
n (%)
i (0.0}
4010 (100)
1 (0.0)
1 (0.0}

Program: BMP.HISSCGJY.SAIPGN(SFCT129) Input: RMP.SAS.HISN.HCGGIYSC(KVENTS) Qutput « RMP.HISQ.GGJIY.PINAL(ARTL29)

* Fraquencies are analyzed using 4 Fisher‘s Exact test.
XARS0021 MEDDRA VERSION: 6.0

8yaten Organ Classs Ear and labyrintl disorders

PLACRBO REX060
HLTy High Leval Tem {H<1.286) {H=2726}
PT: Prererred Term n (% n (%)
PATIRNTS WITH >~ 1 EVENT . 3 {0.2) 1 (0.0}
PATIRNTS WITH NO EVENTS 1283 (99.€) 2724 (100)
Inner @ar signg and symptoms 3 {0.2) 1 {¢.0)
Vertigo 1 (0.2) 1 (6.0}

Total
(N-4011}
n (%}
1 {o.1)
4007 (99.9}
4 (0.1}
4 (0.1)

p-Value*

-100
-100

Program: BMP .HI18SGGJIY.SASEGH{SFCT129) Inpats REP.SAS.HISH.MCGEFYRC(LVENTS) Cutput « NMP.H3S0.GGIY.FINAL(ARTL29)

¢ Frequencles are analyzed using a ¥isher®s Exact test.
XAER80021 NWDDRA VRESIORK: 6.0
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.. . &
Clinical Review %

{Bhupinder S Mann MO}
{NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

System Orgun Class: Enfocrine dtsordars

PEACRBO REIOGQ Total p-Valua®

KLYy High Level Term {Me1286) (Hu2728} {Neg011}

PTs Pragarved Term . n (&f n (% n (%}
PATIRNTS WITH >« 1 KVENT . 3 (0.2} 2 {0.1) % {o.3} <3316
PATIENTS WITH NO EVERYS 1287 (99.8} 2711 (99.9} 440§ (99.%) 336
Eyparparathyroid disorders 1 (0.1} ¢ 1 (o.0}

yparp yroldism Y 1 t(o.1} o 1 (0.0}
Poaterior pituitary eisordars 2 {0.2% ] 2 (6.0

Inappropriate anti etic t1ion 2 (0.2} 0 2 {(g.af
Thyrotd hyperfunction disorders ] 1 {g.0} 1 (0.0}

Thyrotoxicosia -] 1 {6.0) 1 {c.o0}
Acute and chronic thyroiditis [} 1 (oc.6} 1 {g.0)

ThyTolditis WO§ : ] _ 1 (o.0} 1 {a.e) _

Progrum: VMNP .BE1996GJY.SASDON{SFCTLII9) Inputs RMD . 428 . D SK, MCQQIYRC(EVENTS) Qutput EMP . E360 .CQYY . FINAL {AET129}
* Frequencies are analyxed using a ¥isher‘s Exact test.
-XARS0421 NERDRA VRRSICN: 6.0

Syaten Orgun Clags« Eya dtsordexrs

PEACEHO RLIO€Q Total p-valua*

ELT: High Lavel Term (Me1286) (Ma2725) {N«£011)

PT: Preferred Term . n (% n (%) o (&}
PATYRNTS WITH >~ 1 EVENT 1 (0.2} 13 (0.5} X6 (0.4) .297
FATIRNTS NITH NO EVENTS 1283 {99.8) 2712 (99.8) 3995 {99.6¢} .297

3lindnesa (excl colour blindness) o 2 {e.1} 2 (0.0}
Apaurcsis fugax [:] 1 (0.0} 1 (0.0)
Blindness 13 1 (0.0} 1 (0.0)

Cataracta (axcl congenitai) 1 (0.1) 3 (a.1) 4 {o.1}
Cataract unitateral 1 (e.1) 2 (0.1 3 (0.1)
Catarsct ] 1 {(o.a) 1 (.0

Comneal atructural change, deposit and degeneration Q 1 {90.0) 1 (o.qg
Corneal dagenaration a 1 {(o.0) 1 (0.0)

a1 fexcl qenital) a 1 (o.®) 1 (0.9
Glaucoma KHog ] 1 (0.0} 1 {g.0)

Ocular blaeding amdi veacular disorders NEC Q 1 {o.4) 1 (0.0}

Ocular retrodbeldar haenorrhage ) 1 (9.0) 1 (0.0

Ocular dtsordera HEC 1 (0.1) [ 1 (0.0)
Retinal dtsordar 1 (9.1} g 1 (0.0}

Partial vision Ioss 1 (0.1) 0 1 (o.0
Vigual acuity reduced 1 {90.1) - Q 1 (6.0}

Retinal bleeding and vascular disordera {excl retinopathy) e 3 (0.1} 3 (0.1)
Retinal vein thrombosis Q9 2 {0.1} 2 (0.0)
Rétinal dartery embolism 0 i (0.0} 1 (¢.0)

Ratinal structural change, deposit and degeneration [} 1 (a.0) 1 (0.0}
Maculdr degeneraticn ] 1 {0.0) 1 (0.q)

Retinopathias NEC o 1 {S.0) 1 {0.0)
Retinopathy nypertqusive 0 1 {0.0) 1 (0.0}

Programe EMP.HISSGGTY.SASPGN{SPCT129) Input: R¥P.SAS.HISH. KCAGFYSC(LVRNTS) output : WNP.H3IS0.4GIY.FINAL(ARTL29)
* Prequenciles are analyzed uding a Fisher's Rxact test.
YARS0021 MEODRA VERIIONs 6.0
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Clinical Review
{Bhupinder S Mann MO}

i {NDA 22042}
. : ofa® - .
/ {Evista” (Raloxifene hydrochloride, 60 mg}
gysten Orgun Claas: G tinal o1
PLACREHO RLXB40 Total - p~Valua*
HLT« High Level Term {Me12086] - {M«2728} {Ne4011}
BT« Praferred Term o (% n (%) n {8}
= FATIENTS WITH >« 1 EVENT . 31 (1.6} 9 (3.5} 100 (2.9} <914
PFATIENTS WITH NO EVERTS 1285 (97.6) 2456 {97.5) 3911 (97.6} .14
Apcominal hemisa, site unspecifiad 2 (0.2} 1 (0.0} 1 (0.3}
Axdomingl strangulated bernta 1 {a.1} ] 1 (0.0}
Hernial eventration . 1 {o.1) [ 1 (o.q}
Ventral hernia Q 1 (e.m 1 (e.0}
Anal ang rectal digorders MRC 3 2 (8.1} 2 (0.0
Rectal prolupas R 4 2 (a.1) 2 (.0}
Colitis {axcl infectival [ 1 (o.o0} 1 (0.6}
Colitis ulcerative [ - 1- (0.0} 1 (0+0)- —
N eatat oty oA wxe o 1 1 tee
«Q poiyp - .
Diaphraguatic herntas o 1 {g¢.6} 1 (0.0}
Hiatus hemia o 1 {0.0} 1 (0.0}
Diarrhcea (excl infective) 2 (0.2} 3 (0.1} s (0.1}
Diarxhcea NO§ 2 (0. 1 {e.1) § (e.1}
Diverticula 2 (0.2) 1 (e.1) 5 (0.1
Divarticulum KNGS 2 {e.2} 2 (o.1) 4+ f{o.1)
Divarticulum intestinal ] 1 {9.0) 1 (9.0}
Biverticulum inflammsttons 1 (e.1) 4 (0.1} s (0.1)
Diverttoulitia ¥O8 1 {0.1) 4 {0.1) § (0.1}
Duocdenal and amall tntemtinal stenosix and obatruction ] 1 (e.9) 1 {g.9)
Swall intestinal obstruction NOS -] 1 (a.0} 1 (o.0}
Ducdenal ulcers and perforation [ 2 (0.1} 2 {o.0}
Duodenal ulcer ] 1 (e.0} 1 (0.0
1 ulcer p lom [ 1 {2.0) 1 (2.0}
Paecen abuormal [} 1 ¢9.0} 1 (4.0
Faecal abtmormality HOS -] 1 (0.0} 1 (0.0}

Program: WME E389GATY.SASPGN(IPCTL29) Input: RNDP.SAS.HISH. XCGRIYSC{EVRHTS) Ooutput « RMP.H3S0.CAIY.FINAL (ART129)
* Prequenciles are analyred uaing a Pisher's Bxact tast.
XAE8Q¢11 MRUTRA VERSICR: 6.0

Systez Organ Class: Gastrointestinal dfigordara

PLACEBO REX060 Total F-~Valua*

ELT: High Level Tem {H«1286) {N=2T725) {N-4011}

PT: Praferred Tearm o (&) o (%) n (%)

Penoral herntas 1 (9.1} [} 1 (0.0}
Femoral hernia KOS 1 (0.1) o 1 (0.0}

Gastric and cesophageal haemorrhages 2 (0.2) 2 (0.1 1 (0.5}
Gastric haemorrhage 1 {0.1) 2 (0.1 3 (0.1}

Gastric antrai vascular ectasia 1 (0.1 [ 1 ¢Q.0)

Gastric ulcers and perforation 1 (0.1) 5 0.2 6 (0.1 -671
Gaetric uicer ‘o 5 (0.2} s (0.1}
Gaatric erosicus 1 (0.1 9 . 1 (0.0)

Gastritis {excl infaective) [ 3 (0.1) 3 0.1
Gaatritls NOS Y 3 {0.1) 3 (0.3)

Gastrointeatinal inflammatory dtsorders KEC 1 {0.1) 9 1 (0.0}

Crom‘s disease 1L (0.1) Q 1 (0.0}

Gastrointestinal and abdominal pains (excl oral and throat) + {9.3) 8 (0.3) 12 (0.3) 1.00
Abxdominal pain KOS 1 (0.1} § (0.2) 7 (6.1 <441
Abdominal pain upper 1L {0.1) 2 (0.1} 1 (6.1
Abdominzl paio Iower 2 (0. Q 2 (0.0)

Gastrotntestinal atonic and hypomotility disorders NEC 1 (o.1) 3 (0.1% 4 (0.1}
Ceonstipation 1 (0.1) 1 (¢.0) 2 (0.0}

t I rerlux daf 0 2 {0.1) 2 (0.0
tinay as KEC 1 {¢.1) 1 {0.0} 2 (0.0}
Ga nal &2 "og 1 (9.1) 1 (0.0} 2 (e.0)

Non-aite spacific gastrointestinal haencorrhagas 2 (0.2} § (0.3) 7 (0.2} 1.00
Gagtrointestinal haemorrhage NoO§ Q 4 (0.1} 4+ (0.1)
BRaematemesls Q 1 (0.9} 1 (¢.q0)

Lower gastrointestinal hiemarrhage 1 (e.1) 9 1 (e.0)
Upper gastrointestinal haemarrhage 1 (0.1} 0 1 (0.0}

Gastrointestinal necrogis and gangrend (axcli gangrencusd hermia) 1 (0.1} 0 1 (0.90)

Intestinal gangrene NOS 1 {e.1) o 1 (0.0)

Program: PMP.B19SGGIY.SASPGM{SBCT129) Input: RHP.SAS.HISM.NCGGIYSC({LVENTS) Output« RMP.HISO.GGIY.PINAL{AETY29)
* Frequencids are analyred using a Fisher‘s Exact test.
XAR30021 MEDDPR VERSION: 6.0




Clinical Review S

{Bhupinder S Mann MO}
; {NDA 22042} )
/ {Evista® (Raloxifene hydrochloride, 60 mg}

Systen Organ Claas: Ga stinal 4t < ]

PLACEEQ RLXG60 Tatal p-Valua*

BLT« Higk Level Term (Me1186) . {K#2728} {Hed011)

PT« Preferrad Term o (&f n {%} n (%}
< Gastrointestinal mmu ccaluaton and infarction ¢ 2 {0.1} 2 (o.0}
Intaestinal infarction a 1 (8.0} 1 {o.Q)
llkumt:a:m artery emboltsn . 9 1 (ae.0} 1 (0.0}
tinal at. e and ohstruction NEC 2 (0.3} % (0.1) € (0.1} 1.00
Inteatinal obagtruction NOS 2 {o.ny 3 (0.1} 5 (o.y)
Subilleus o 1 (0.8} 1 (0.0

Gastrointeatinal ulcars and perforation, site uwnspecifiea o 1 {a.o} 1 ¢g.q)
Ropturead diverticulum XOF -2 1 (0.0} 1 (0.0}

Baaorrhoids and gastrointestinal varices (excl cesophageal) 1 (@.1} 1 {a.o} 2 (0.0}
Huexorrhoids 1 {a.1} 1 (0.0} 2 (4.9} _

Gastrointestinal vascular malfarcations o 1 (0.0} 1 (a@.q}
Splenic artery aneuryss [] 1 {oc.a} 1 (6.Q)

Intestinal haemorrhages 1 (0.1} 2 (g.1) 3 {o.%)

Reatal haemorrbage 1 (g.1} 2 {(a.1) 1 {o.%}

Abdoaiinal cavity hernilas NEC 2 (0.2} § (g.3) ¥ (0.2} 1.00
Rectocale 2 (0.2} & (0.2) e f(a.2} 1.60

Gastrointestinal signe and symptoms NEC 1 (0.1} 1 {0.0) 1 {g.0}
Dysplagia 1 (0.1} 1 (8.0} 2 (0.0)

Hausea and vemiting symptoms 2 (9.2} 6 (0.3) a (0.2} 1.G0
Voriting mwog 1 (8.1) § (o.2) 6 (0.1) -§T71
Mausea 2 (9.2} 3 {o.n 5 {o.1}

OQascphageal disorders NEC 1 (a.1} o 1 {v.0}
Osscphageal disordar KOS 1 (0.1} a 1 {a.0)

& ung t tion 1 (2.1) -3 1 (0.0}

0|uuphag¢al stencals aaquired 1 (0.1} o 1 (0.0)
oo-apnqnx ulcers and perforation 1 (0.1) -] 1 ¢o.q}
al per 1on 1 (0.1} ] 1 (0.0}

mtutxmn ulcers and perforation NEC ] 2 {0.1) 2 {0.0)

Program: BMP.HI18SGGJY.SASPCM(SPOT129) Input: RMP.SAS.HI9M. NCAQFYSC(KVENTSS Output: RMP.HISO.GOFY.PINAL{AETL29)
* Praquencies are analyred using a Fisher's Exact teat.
XAR30021 MEDDRA VERSIOK:« 6.0

8ystem Organ Class: Gastrointestinal disorders

PLACRRG  HLX0§0 Total p-Value+
HLT: High Level Temm (R-1186) (H+2725) (R<4011)
BT: Preferred Term 2 (%) (%) n (&}

Diverticular perforation HOS a 1 (0.0} i (0.0}
Intestinal perforation X¥OS ] 1 {e.0) 1 (0.0}
Acuta and chronic pancreatitis 4 (0.3 4 (0.1} & (0.2) -.178
Pancreatitis Xos 3 (0.3 1 (0.0) £ {2.1})
Pancreatitis acute 1 {o.1} 2 (4.1) 3 (.1}
Pangreatitis chronic 0 1 {¢.q} 1 (0.0)
Peritoneal and retroparitomeal disorders 1 (0.1) 1 (0.0} 2 (g.0)
Peritonitis 1 (0.1) 1 (0.90) 2 (0.9
Peritoneal and retroperitoneal ribrosis and adhesicns 0 1 (8.0) 1 (0.0}
Axiomipal adhesions Qe 1 (0.0} 1 (0.0}
Paritoneal and retroperitoneal haemorrhages 1 (0.1) ] 1 (0.0]
Paritoneal haemorrhaga 1 (0.1} o 1 (.0}
Rectal inflammations NEC o 1 (.0} 1 (0.0
Proctitis NOS o 1 {0.@) 1 ({¢.0)
Non-mechanical ileus - 1 (0.1} ] 1 (0.
Ileus paralytic 1 (0.1} 2 1 (0.0}
Gastrointeatinal micosal dyatrophies and searetion disorders 2 (¢.2) 2 (0.1) + (0.1)
Colontc polyp 2 {a.2) 1 (9.1} 4 (0.1)
Odrophagitis (excl infective) 1 (0.1} 2 {a.1} 3 (0.1)
Oegophagitis MeS q 2 {o0.1) X (0.0}
Oaeophagitis ulcerative 1 (0.1} [11 1 (0.0}
Pr RMP K. Y. {SFCT129) Input: REP.SAS.H3SK. KCGGFYIC(LVENTS) Output « BEMP.HIS0.GGFY.FPINAL(ARTI19)

- vraqmmcua are analyzed using a Fisher‘s Exact test.
XARE0021 MEDDRA VERSION: 6.0
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Clinical Review
{Bhupinder S Mann MO}
B {NDA 22042}
A {Evista® (Raloxifene hydrochloride, 60 mg}

System Organ Class: Genaral disorders ang administraticm site condittons

PLACRBO RLX060 Total p-Valua*

BLT: High Level Term . (me1286). (Ha2725) (MeeQ11}

PT: Prafsrred Term n (%) n (%} n (&)
= RPATIRNTE WITH >« 1 EVENT 12 (0.9} 39 {1.4) 1 (1.3 -227
PATIENTS WITH KO EVENXS 1274 (99.1} 2646 (98.6) 139sa {se.7) -227

Asthenic ccnditicus 2 (0.2} ‘3 {0.1¥ 5 (o.1)
Asthanta 1 {o.1} 1 {0.0} 2 (0.0}
Halaiga [ 2 {o0.1} 2 {0.0)
Fatigua 1 (0.1} 3 1 (0.0}

Death Ind sudden death 4 (0.3} e {0.3) 12 (0.3} 1.00
Daath ¥oB 3 (¢.2y 3 (0.1} 6 (0.1) 393
Sudden death 1 (8.1} 2 (0.1} 3 (0.1}

Death wnexplatned -3 - - (9.1} 2 {06} —
Lirain death e 1 (0.0} 1 (4.0}

Fedirila dtgarders 1 {(0.1) 1 (e.1) 4 (0.1}
PyTexias 1 (e.1} 3 (0.1 4 (o.1)

Qenarul signs and symptoms KRC o 4 to.i} 4 {0.1)"
Qenaral physical health detaricration ] 1 (0.0} 1 (o.a@)
Hobiltty decreased . ] 1 (9.0 1 (o.q)y
Partorated ulcer NoOs -] 1 (o.0} 1 (0.9
Tloar heemorrhige NO8 ] 1 (0.0} 1 {6.0)

Healing abnommal NEC [+ 1 {o.0} 1 (o.0}
Impaired healing o 1 (0.0) 1 (0.0}

Interactions 1 (0.1} L4 1 (0.9}

Drug tnteriction NoS 1 (0.1} o 1 (0.0}

Qedama NRC [ i {(¢.0} 1 (0.0}
gravitational ocedems ° 1 (0.0} 1 (0.0}

Paln an4a discomfort MRC 8 (0.4} 22 (0.9 17 {(o.T) 181
Chest pain 5 (0.4) 21 (o.€) 18 (0.6} <207
Chest discomfort [} 1 (0.0) 1 (0.0}

Program: WP .E1930GIY.SASPEA(SFCTILI) Inputs RXNP.SAS.HISN.MCQQIYSC({EVENTS) Output« RMP . H3180 .6GGTY.FINAL (AKT129)
¢ F¥requencies ard analyxed using a ¥isher's Exact test.
XARS0021 NEDDRA VEASION: 6.4

Systen Organ Class: Hepatobillary disorders

PLACREO RLX060 Total p-Value*
BLT: High Level Term {M-«1268) (H~2725) ({H«4011)
¥T: Preferred Térm B (%) o (%) n (%)
~  eemea e e e e e e e e e e e e e e eceh eccceammn mcmcmeme cmmmemmm——n e
‘} PATIENTS WITH >- 1 EVENT 9 {(a.7) p> 3 (O,EJ 3¢ (0.7) 1.00
7 PATIENTS WMITH RO RVERTS 1277 ¢99.3) 2704 {99.2) 3981 (99.1) 1.00
e Blle auct infactions and inflamationsa o 1 (0.Q) 1 (0.Q
Cholangitia NoO§ 9 1 (0.0} 1 (0.0}
Cholecystitls and cholelithiagie 9 (4.7) 1§ (0.6} 25 (0.6} -671
Cholelithizetis 5 (0.4) 12 (0.4) 17 {0.4) 1.00
Cholecystitis NOS 4 (0.3) 2 (0.1) 6 (6.1) .Qag
ctholecystitis acute NOS 1 (0.1) 2 (9.1 3 (0.1)
holecystitis chrontc HOg [} 3 (0.1} 3 {0.1)
Hepatic fallure and assoctatad disorders o 1 {9.9) 1 (0.0}
Hepatic fatlure o 1 (g¢.q) 1 (0.0}
Hepatic fibrosis and cirrhosis [} 1 {0.0) 1 (0.0}
Hepatic cixrhosis NOS 0 1 ({(0.a} 1 (0.0
Hapatobiliary neoplasms benign 0 1 (0.0) 1 (0.0)
Biliary cyst [ 1 (8.0) 1 {0.0)
Obstructive bils duct disordera (excl neoplaams} [] 1 (0.0} 1 (0.9)
BRi{le duct atone (] 1 (0.9) 1 (0.0}

Program: BMP.E1SIGCIY.SASPGM(SKCT1Z9)  Input: RMP.SAS.HISK.KCGGIYSC(LVENTS)  Output: RNP.HISO.GOJY.PINAL(ART129)
* Praquencies are analyxed using u Flsher's Exact teat.
XAES0021 KEDDRA VERSION: 6.0
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Clinical Review

. {Bhupinder S Mann MO}

{NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

8yaten Orgun Class« Infectiona and infeatations

HLT: High Leval Term
PT« Prafexred Term
T A N S AT v v . v —— o .
PATIENYS WITE >« I RVENT °
PATIENTS WITH NO EVENTS
Sacterial intecticns WEC
Pneumonia hacterial NoS
Sona and joint tnfaations
Oatecmyelitis ROS
Clostridia infections
Clostridium colitig
Ear intections
Ear intevtion KOS
Labyrinthitis »o3
Abdominal aud gastrointaestinal infections
Gagtroanteritis oS
Appanciticitis
Herpeg viral infactions
Herpea gzostar ophthalmic
Infections KEC
Postoparative infegtiom
Localised infection
Depyena KOS
Injection site infection
Regpiratory trict infection W03
Influenza viral infectiona
In€luanza
Lower raespiratory tract and leng infections
Pneumonia NO8
Lobar paeumonta Nog
Aronchitis acete Ros

Program: RMP .E38SGGTFY.SJASPGM{8FCT129) Input: RMP.EAS.HISN. SCAGTYEC{EVENTH)

* ¥yrequencies 8r4e andlyxed using a Fisher's Bxact test.
XAES0011 MEDDRR VERSICH(« 6.0

System Organ Class: Infections and inrestaticus

ELT: High Leéval Term
PT: Preferred Term
Bronchitis chromtc NOS
Rronchopneumonis NOS
Lung iofection WOS
Bronchiectasis NOS
Lowar respiratory tract infection NOS
_Mycoplasma infactions
Pneumania primary atypical
Pamale reprodictive trict infections
Pyometra
Uterine infection HOS
8apsie, bacteraemia and viraemiaz
Sepsis NOS
Bacteraemia
Yrosepsls
8kin structures and soft tissue infectionsa
Cailulitis
8kin and subcutanacus tissue abscess NOS
Streptacoccal infecticms
Erysipelas
m 1a strep 1
Upper respiratory trict infectioma - patbogen class unspecified
$1inusttis NOg
Fpiglottitis
Peritonaillar abscess
Pharyngitis
¥rinary tract infectioma
Pyelonephritis WOS
Urinary tract intecticm Nos -

Program: RMP.H3I8SGCIY.SASPGM(SPCT129) Inputs RMP.SAS.HISK.XCGGIYSC({EVENTS)

+ Prequenciea are analyzed using a Fisher's Rxact test.
XAES0021 MEDDRR VERSION: 6.0

PLACRRC
(Mel286)
n (%)
4 (3.3}
1344 (6.7}
1 (0.1}
1 (o.1}
o
L]
1 (o.1)
1 ¢o.1}
[}
° R
o
€ {o.s)
4 (0.3}
1 (0.2)
[
°
3 (a.2)
1 (.1}
¢
1 (0.1}
o
1 (0.1}
[
°
i (1.6)
15 (1.2}
1 (.1}
[

PLACREO
(M~3246)

o (%
2 0.2}
1 (o.1)
o
[
[
1 (0.1}
1 (e.1)
2 (0.2)
1 {0.1)
1 {6.1)
2 (0.2)
1 (0.1}
1 (0.1
[}
2 (0.2
2 (0.2}
[
3 {e.2)
3 (0.2
[
2 (0.2)
L {o.1)
0
[
1 (0.1)
3 (0.2}
1 (0.1}
2z (0.2}

RELXO&O
{Me2728)

(&}

(2]
2687

t

Ll
NN AW MNOMAOMNMUMINNNAOWWBMMKMNOGMMNOR

{2.8}
(97.5}

{a.0}
(.0}

{0.1}
(0.0}
{a.0}
{o.1)
to.1)

(.13
(0.1}
¢.2)
{0.1}
{0.1)

(5.0}

(e.11
(¢.1)
{e.9}
(0.6)
(0.1}
(o.1)

RLX06C
{H-2725)

n

B0 O M WM O HNLMMAD OO ODOMNHMNMO

(%

(e.0}
(0.1)
{g.0}
{0.0)

(0.3}
(9.2)
(0.0)
(0.0)
(0.1)
(0.1}
(0.9}
(0.2}
(e.1)
(9.1}
{9.1)
(0.0}
(¢.0}
(8.0}

{¢.3)
(g.2}
(a.1)

Total
{Muf0L1}

{s}

110
1901

»

Wy
Mo bl N MM N WD AN R N DM R R e e

{2.74
97.3)
{o.0}
{e.q}
(0.0}
to.0)
{a.q}
(0.0
(0.0}
0.0}
{0.0}
{a.1)
0.2}
(e.o)
{0.a}
(0.0}
{0.2}
{0.3}
(a.0)
{a.o0}
{0.0}
{e.0}
(0.0}
(0.0
{1.1}
{a.4}
(9.1}
{c.0}

Total
{X=4011)

-

[od
L R e R R T L )

(%}

Pp-Valua*

<178
178

.038
<331

<117

-18%9
111

Output « RKP.HI1SO.GGIT.FINAL{ART129])

.517
.441

1.00
-687

.762
6§71
1.00

Qutput « RMP.HISO.GGIY.PINAL(ART129)



Clinical Review %
{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

8yaten Qrgan Claas: Infectiocns and infestations

PLACREO RLXG6C Total p-vaiua¥

ELT: High Lavel Term (M«128§) {¥s2725} {Me4011)

PT« Praferred Term n (&) n (%} o (&
~ Viral infections NEC 1 (0.13 2 (a.1) 3 (e.1)
Qastrocanteritis viral NOE . 1 (0.1} 2 {0.1} 1 {6.)}

Campylobacter infections . a 1 (0.0} 1 (0.0}
Canpy 22 1tis <} 1 (c.0} 1 {(¢.0}

Prog. KM .H 4 taxcT129) Toputs RMF.SAS.H3ISM. MCGGIYSC{EVENTS) Cutput: FMR.HISO .GGIY.FIRAL(AET119)

¢ ¥raquencies are analyxed using a Fisher's Exact tast.

XAES0Q11 WEDDHA VERSIOH: §.0

Syatem Orgun Clases Injury, poiscning and procedural camplications

PLACRRO REXG60 Total p-Valua®

HLT' High Leval Term (M22486) (H«2728) (3.7 {.: 8 k)

PT:¢ Praferred Term (%) o {%) n (%}
FATIRNTS WITH >» 1 EVENT ¢4 (5.0} 124 (4.6} 188 (4.7} 5§75
PATIENTS WITH KO EVENTS 1222 (95.0) 2601 (95.4) 3IF23 (95.1) <578

Conditicos csnged by cold 1 (0.1} 1 {o.0} 2 (90.9)
Rypotharmia 1 {(a.1} 1 {0.0) 2 (¢.0)

Device fallure and malfunction [} 3 (0.1) 3 (0.1}
Diglocation of joint proatheuse [} 3 (o.1} 1 (0.1}

Lowaer limb fracturea and dislocatiocns 29 (2.3} 3e (1.4} €7 (1.7 -G64
Hip fracture 12 (0.9} 19 (9.7} 31 {o.w) 442
Anxie fracture 4 (0.3} 7 (0.3) 11 (0.3} <183
Femur fractura 3 (0.2) T (0.3} e {0.2) 1.00
Feporat neck rractura 5 {o.4} 2 (9.1} 7 (9.3} . 038
Patqlla rructure 3 {o.1} a 3 (0.1}

Lowar limb fracture NOS 2 (0.2) o 2 (0.0
Tibia fractura [ 2 {0.1) 2 (0.0}
¥ibgla fracture Q 1 (o.q) 1 (0.0}
Root fracture o 1 (0. 1 {0.Q)

Abdominal injurtes NEC 1 {(0.1) Q 1 (9.0
Gaatrointestinal injury KOS 1 {0.1) q 1 (0.0}

8pinal cord injuries KEC [ 1 (90.0) 1 (0.0}
8pindl cord imjuxy ) 1 {0.9) 1 (0.0}

R Chest and lung tujurfies ¥RC 1 {0.1) 0 1 (9.0)
} fterndal finjury 1 (9.1} ° 1 (0.0}

Fractures and dtslocaticns WEC 2 (0.2 1 (9.1 5 (0.1}
Joint distocation Q 2 (0.1} 2 (0.0)
Fracture displacement 1 (8.1} ] 1 (G.0)
¥racture ¥o§ 1 (0.1} 0 1 (0.0
Open fracture 0 1 (0.0) 1 (0.0}

Lind injuries KEC (tncl traumatic anputation) 1 (0.1} 6 (0.3) T (0.2} 441

Program: MR .HIFSGGIY.SASPGN(SFCT1IS) Input: RMP.SAS.HISK.MCGGIYSC{EVENTS) Qutput s KMP.HISO.GRJY.FINAL (ART129)
* Prequencies are analyezed using a Plghar‘a Exact test.
XAR80031 MEDDEA VERSIOR« 6.0
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Clinical Review ;

{Bhupinder S Mann MO}
{NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

Sydten Organ Class: Injury, poidoning and procedural campltcationa

. FLACERO NLIO6a Total p-Value*

ELT: High Leval Tarm ) {¥«1286) - (Hw2728}) {M«4011)

PT:1 Braferred Term n (ef n (%} n {%}

Joint sprain - a 3 {e.1} 3 (0.1}
Mantscus lesion -3 2 (0.1} 2z {o.0}
Elp dtslocation 1 (0.1} ] 1 {e.0}
Lind sfojury ROS ] 1 {o.u} 1 (0.0}

#xin tnjuries NEC 1 {80.1) ] 1 (o.@)
akia laceration 1 (0.1} o 1 (¢.0}

Muacle, tandon anda ligament Injuriea 1 (a.1} 1 (0.0 2 {(e.0}
Teadon injary 1 (e.1) Q 2 {e.a}

Tendon rupture o 1 {0.0} 1 (0.0}

Non-gite specific fnjuries NEC 34 (.6} . €0 (2.2} 84 (2.3} _ 434
Wall 3¢ (2.3} - 54 (2.) B4 (2.1} . .479
Rora traffic accident 1 (o.2y § (0.2} 8 - (0.2} 717
Arthropad bite [} 1 (0.0} 1 (0.0}
Polytraumiatiem 1 (e.1} Q 1 (0.0}

Non~site specific prodedural comnplicationa 2 (e.2) 4 (0.1} € (e.n) 1.00
Post p ral 1 (0.1} 2 {(e.1} 3 (0.1}

Post procedural ccmplication ] 1 (0.0} i (0.9}
Poat proceduril pain 0 1 (0.} i (c.0}
Procedural complicatica 1 (0.1} ] 1 (0.0)

Pelvic fractures and détslocations 3 (0.2} 10 (0.4} 13 {o.1 <569
Fractured pelvis Kos i (¢.2) 4 (o.1) T (0.2} -687
Pubic rami fracture 0o s (0.2} § (0.1}
Acetebulux fractare [ 1 (e.6} 1 (9.0}

Potsoning and toxiofty ] 1 (0.0} 1 (0.0}
Tharapeutic agent polsoning o 1 {a.0} 1 (0.0

Radiatton injurias o 1 (0.0} 1 (90.0)
Ruatation injury KOs < 1 (0.0} 1 (0.0}

Si1te apecific injurias NRC 4 (0.3} 2 (0.1} 6 (0.1} .age

Program: RMP.H218SGGYY.JASPOM(IPCTLI2Y) Input« RMP.SAS.HISK. MCGAIYSC{IVENTS) Cutput s RME.HIS0.GETY.PINAL (ARTI29)
¢ Rraqudncies are analyzed using a Pisher's Exact taest.
XARE0021 ¥EDDRA VERSIOM: 6.0

Syaten Orgewn Class: Injury, polsoning and procedural camplicatiocns

PLACRBO RLX060 Total p-Valua*

BLT: High Level Term {M-1206) {M-+2725) (H-4011)

BT Prafarred Term n (% n (%) n (%)

Read injury 1 (0.1} 2 (9.1} 3 (g.1}
Back ifojury ROS 2 (0.2) o 2 (0.0)
Face injury 1 (0.1) Q 1 .(0.0}

8kull fractures, facial bome fractures and dislocations 2 (0.2} 3 (0.1) 5 (0.1}
Factial bones fracture . 1 (4.1) 2 (0.1 3 (0.0}
8xull fracture HOS o 1 (9.0} 1 (0.0}
Skull fractured base 1 {(0.1) a 1 (0.0}

Spipal fractures and dislocaticns 3 {(0.2) 1 (0.@) 4 (0.6) 047
8pinal compression fracture 2 (0.2) 8 (0.3 10 {0.2) -517
Fractured aacrum 1 (0.1) 3 {0.1) 4 (0.1
Lundbay vértebrai rracture 1 (0.1) 3 {0.1} 4 {(0.1)
8ptnal fractura KOS [} 4 (0.1} 4 {0.1)
Thoracic vertebral fracture ] 3 (0.1} 3 (0.1)
Cervical vertebral fracture Q 1 {(0.0) 1 (0.0)

Thermal burna Q 1 {(0.0) 1 (0.0
Thermal burn o 1 (0.0} 1 (0.6

TROTEC1C cage [racturys and dislocaticus 3 0.3} 3 (0.1} 6 (0.1) L3923
Sternal fracture 2 {0.2) 2 (0.1} 4 (9.1)

Rib fracture 2 (0.2} 1 (0.0} 3 {o.1)

Upper limd fracteres and dislocaticus 1@ (1.4) 22 (6.®) 40 {(1.0) Q089
Wrist rracture 7 (0.s) 7 (0.1} 14 (9.3} -189
HRunerus fracturae & (0.%5) 7 (0.3} 13 (0.3) .371
1gdtus fracture 2 (0.2} 3 (0.1} s (0.1}

Upper limd fracture NOS 1 (0.1} 3 (9.1} 4 (0.1}
¥ina fracture 2 (0.2) 1 (0.0) 3 {o.1)
Rorearm tractare 1 (0.1} 1 {0.0) 2 (0.0)
Hand fracturs 1 (0.1} o 1 (.0}
&capula fracture - 0 1 (0.Q) 1 (6.0}

Program: W.EJSSGGJY.SASPGK(SFCTLZ9) Input: RMP.EAS.H3SNM. MCGGIYSC(KEVENTS) Cutput « EMP.HISO .GGIY.FINAL (ART129)
* PFraquencies are analyxed wging a Pisder's Exact test.
XARS0021 XEDDRA VERSICH: 6.0
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Clinical Review
{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

gyaten Organ Class« Injury, pot and pr

HIT1 High Laval Term
PFT: Preferred Term

Ceralirsl tnjuries NEC
Bubdinral haezatoms
Concusaion
Intracranial injury Nog
frain contusion

Program: RWP .E38SGGIY.SAIPAM(S¥CT129) Input: RNP.SAS.H3ISK.KCGATYSC(EVENTS)

+ Praquencies are analyzed using a Pisher's Exect tast.
KARE0021 MEDDRA: VERAXOW: 6.0

fysten Organ Class: Invaestigations

BLT: High Leval Texm
PT« Preferred Term

PATIENTE WITH >« 1 EVENT

PATIENTS WITH NO EVERTE

Zegpiratory tract and ti o g P a8
BrouchcecoRy

Cargiac imaging procedares
Catheterisation cardiac
Artertogram corouaxy

Gastrointestinal and 1 P ag
Colonosaopy
Endoscopy amall inteatins
Endoscopy upper gastrointestinal tract
Laparodcopy

Hepatoblltary hiatopathology procedures
Biopsy liver

Histopathology procedures MEC

Imaging procedures NEC
Pndoscopy NOS

Migculoskeletal and soft tisaue histopatiology procedures
Biopsy boue

Muaculoskeletal and soft tisgue imaging procedrres
ATERLaSCOPY

Physicd) examipation procadures
waignt dacreasea

Raproductive organ and breast hiatopathology procedures
310psy braast

Raproductive organ and breist imaging procedures

Program:« RMP.HIS9GGJY.SASPGM (SPCT129) Input: RMP.SAS.HISM.MCGGIYSC{EVENTS)

* Frequenciea are analyred using a Fisher‘s Exact test.
XARS0021 MEDDRA YERSION: 6.0

Systen Organ Clasa: Investigations

HLT:« High Level Taerm
PT: Preferrdd Term
Hyataeroscopy

Urinary tract imaging procedures
Cyatoacopy

Yascular iwaging procedures MRC
Angtogram NOS

Virus identification and serology
Hepatitis B virus

Heart rate and pulde investigaticms
Heart rate irregular

CG ilnvaestigations
Electrocardicgram change NOS

Program: BMP.H3ISSGGIY.SASFGA{SPCT12S) Input« RMP.SAS.HISN.MCGGIYAC(EVENTE}

* ¥requencies are analyzed using i Fisher's Exact test.
XARS00211L MRDDBA VERSION: 6.0

ax canpuqltloz;a
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PLACEEO

(Me1206)
o {&F
1 (0.2)
2 (0.2}
1 (g.1)
1 (e.1)
by !

PLACRR0

(M«1286)

{%)

PWWwOOOOHMMOBONNKQOODQHMMMMNDGG

{1.0}
(99.0}

{0.2)
{C¢.1)
(0.1}
{¢.1)
(0.1}

(0.3)
(0.2}
{0.2)

{@.1}

(0.1}

(0.2)
(6.2}

PLACEBO
(N-1286)
n (%)
L
1 (e.1)
1 (0.1)
1 (0.1}
1 (0.1)
[

0
Q
[
1 (0.1}
1 (0.1)

REXQ60

(Ha2728}
B (&
f (9.3}
6§ {0.2}
2 {(o.1}
1 (o.0)
1 {o.0)

RLX0GO

(H~2725)

n

H AR b OO O WW b ow e e e

(%)

RLX060

(H+2725)

C O MM H

()]

Total

(B~40113
a (&)

11 (0.3}

e (e.1)

3 (0.1}

z {8.0)

1 (8.9

Total

{M4011}

n

L R R N T T L L N X

(%)

Total

(K-4011)
n (%)
1 (e.0)
2 (0.0
2 (0.0}
2 (0.0}
2 {0.0)
1 (0.0}
1 (0.0)
1 (e.0)
1 (0.0}
1 (0.0}
1 (0.0}

cutput « RMP.HIS0.COJY.FINAL (ART129}

p-Valua*

€71

-221

Qutput « RMP.HIS0.GCTY.PINAL (ARTL29)

p-Value*

Output : BRKP.H380.GGIY.FINAL(AETLI29)



Clinical Review b
_ {Bhupinder S Mann MO}
N {NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

#yaten Orgen Class: Matetolism and mtrition disoxders -

PLACRBO RLXD6Q Taotal p-Valua*
BLY« High Leval Tem {N=1206) {¥«2725) {4011}
PT: Preferred Term n (%} n (% B (%)
. PATIENTS NITH >s» 1 EVENT R ’ 11 (0.9} 1 {0.4} iz {g.s) 106
h PATIENTS WITE RO EVERTS 1275 (99.1} 2714 (99.6) 1949 (99.%) 106
Appatite aisorders 1 {e.1} ¢ 1 o.0}
Anorexia i {e.1) L} 1 (a.0}
Cazelum increaged disorders 1 {o.1) o 1 {e.0)
Bypercalcaemia 1 (g.1) ] i . (o.q
Disbetes mallitus (incl subtyped) o 2 (o.1) 2 {o.0}
Diapetes mellitus insdequate control ¢ 1 {0.0% 1 (&.0)
Plabetaes meliitus KOS -3 1 (6.0} 1 (0.0}
Disbetic complicaticns KEC 0 1 (0.0) 1 (6.0}
Diabetic katoacidosia 4] - r (8.m) 1 (o.0y —
General nutritional discordars NRC 1 (0.1} 1 (2.0} 2 {(o.0}
Cachexta o 1 (0.0} 1 {(c.Q
Naimatrition Ho8 1 {0.1) a 1 (o.0}
Byperglycaemic comditions HEC 1 {0.1} 2 (e.1) 3 (0.1}
Eyperglycaemiz 5OS 1 {e.1) 2 {o.1) 3 (0.1}
Bypoglycsamic conditions NRC [} 1 (0.0} 1 (9.0
Hypaglycaemia ROS [ 1 {(0.0) 1 (c.a}
Iron dericiencies 1 (0.1} o 1 (e.0)
Iron deficilency 1 (0.1} ] 1 (0.0}
Potasmiun imbalance 1 (0.1) 21 (0.1} 3 {o.1)
Bypotmlaemia 1 (0.1) 2 (o.1) 1 (8.1}
Sodiun imbalance 3 {¢.2) 1 (c.) 4 (0.1}
HByponatraemia 3 (0.2} 1 {o.0) £ {0.1}
Total flutd volume daecrezsad 2 {(0.a2) & {o0.2) e {e¢.1}) 1.00
Dehyaration 2 (0.2) & (0.2) a8 (o.21 1.00

Programs« RMP .E383GAJY.SRASPGN(SPCT1I29) Input: RMP.JAS.HISK, MCGGITSC(EVENTSH) Cutput « BNP.HI160.GGTY. FINAL(ARTI29)
% Frequencies are analyzed using a Pishar's Exact teat.
XARS0021 ¥RDDRR VERSION: &.0

8ysten Organ Class:s Mugculogkeldtal and comective tissue d1SOrders

PLACEEBO RLX360 Total p-Valuae*
BLT: High Leval Term {K+1266) (N-2728) {N-4011}
PT« Preferrad Term n (¥ o (%) B {%&}

Y PATIRKTS WITH >~ 1 EVENT 7 (2.1 85 (3.1) 132 (2.8} . 080
! PATIRNTS WITH NO EVENTS 1289 (97.9) 2640 (96.8) 31899 (97.2) -gao
. Arthropathiaes HEC 1 (6.1 T . {0.3} 8 (a.2 - 449
Arthritis NOS 1 (9.1 5§ (0.2) § (0.1} €71
Monoarthrifis o % (0.1} 2 (0.0}
Bond ralated signs and synptoms ] 1 (0.0} 1 (6.9}
Pain in Jaor 0 1 (0.0} 1 (0.0)
Cartilage disorders Qe 1 (0.Q) 1 (0.0)
Costochonaritis Qo 1 (e.0) 1 (0.0}
Comuéctive tissue diasorders (excl LE) Q 1 (0.9) 1 (0.0)
Polymydlgia rheumstica 0 1 (0.0) 1 (0.0)
Cryatal arthropathic disordars 0 2 {0.1) 2 (0.0
Chiondrocalcinogts pyrophcsphate [ 1 (0.0} 1 (9.0
Gouty arthritis Q 1 {¢.0) 1 (0.0}
8pinae and neck deforwmitlies Q 1 (0.0) 1 (0.0}
Spondylolisthasis acquirad o L (0.0} 1 (o.q)
Bursal disorders ] 1 (e.0) 1 (0.}
Bursitia 4] 1 (0.0} 1 (0.0)
Intervertebral Alsc ¢isorders NEC 2 (0.2} a2 (0.1} 4 (0.1}
Intervertabral disc hermlation 2 (0.2) 2 {¢.1) 4 (9.1}
Joint related signs and symptoms 6 (0.%) 8 (0.3) 14 (0.3} .398
Arthraigia 5 (o) 8 (¢.3) 13 (¢.3) <767
Joint swelling 1 {0.1) ) 1 {0.0)
Metabolic bome disorders o 1 (0.0) 1 (0.0}
Ostecporosis NO§ L] 1 (9.9) 1 {(a.o0}
Bone disordeara KREC 1 (0.1) T (0.1} 8 (0.2) 449
Aseptic meécroisis boma N [} 3 (0.1} 3 (e.1)
Pgeudarthrostis -3 2 {0.1) 2 (0.0)

Program: RMP .HIBSGGTY.SASFGH {SPCT129) Inputs REP.SAS.HISN.HCGGIYSC{EVENTS) Output: EMP.HISQ.GGJY.FINAL(ART129}
* Frequencies are analyzed using a Fisher's Exact test.
EARS0021 MEDDRA VERSION: 6.0
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Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

fystem Organ Class: Musculoskeletal and comnective tisave dlsorders

PLACRHEO NLXG6Q Total p-Valua*®

HLY: High Levael Term {Mw12106) {M«2726} (Me4011}

PY: Praferred Term o (%) n (% n (&

Osteitis deformans - ] 1 {o.0) 1 (0.0}
Osteonscrosld ] 1 (0.0} 1 {o.o0}
Spinal Gigorder MOS 1 (9.1} 0 1 {0.0}

Jotnt ralated disorcers ¥EC 4 7 {6.3} 7 (0.2}  .108
Ratator cuff ayndrame o . 7 {0.3) T (0.3} <108

Musculoskeldtal and counqctiva tisque signs and dymptoms WEC 1¢  {c.8) 10 (0.€) 20 (0.5} .05
Back pain 8 (0.4} ¥ (2.3} 1§ (0.4} 096
Pain in sxtremity 1 {e.1} 3 (0.1} 4 (0.1}
Dupuytren's contracture 1 (0.1} o 1 (0.0}

Mugcle related gigns and symptoms FRC o _ 1 {(0.0) 1 (0.0} _
WisGle cramp -] 1 {0.0} 1 (e.g}

Myoputhiss [} 1 (6.0} 1 (o.a}

Hugcle necrosis g T (0.0} 1 (o.of

Pathologfical fractures and complicaticns 1 (6.1) 2 {0.1) 3 (0.1}
Osteoporotic fracture 1 {(e0.1) 1 {o.e} 1 {g.0)
Fructure nonunton a 1 {o.a} 1 (o.q)

i aa hias o 3 (e.1) 1 (0.1}
Iheuwatold arthritis -] 1 (e.l) 3 (e.1)

8oft tisaue disordere KEC [ 1 (0.1} 2 (¢.9)
Fistula XO8 o 1 (0.0} 1 (e.q}

Groin pain [ 1 {e.o0} 1 (0.0}

Tendon d&tsordera L] 2 (0.1) 2 {(a.0f
Gangliom -] 1 {e.0) 1 {(a.0)
Tendonttia Q 1 (0.0} 1 (0.0}

Spondyloarthropathies 1 (6.1} 1 (0.9} 2 (0.0}
8pinal fusicn acquired 1 {0.1) 1T (0.0} 2 {0.0)

Ostecarturopathias 5 {(0.4) 30 (1.1 3% (0.9} <027
Localiged ostecarthritis 4 {0.3% 22 (0.8} 26 (0.€} .aso

Rrogram: HMP .HISSCQIY.SASYOM(YFCT129) Input« RMP.SAS.HVYN.MCQGITSC{IVENTS) Cutput: REMP.HI180.0GUY.FINAL(ARTI29)

* Prequencies are anslyzed using 4 Fishar's BExact test.
XARS0021 MEDDRA YEESION: 6.0

Systen Orgun Classs Musculoskeletal and copnactiva tisgueé disorders

PEACEHO RLX0S0 Total p-Value*
HLT: High Level Term (N=1286) (M~2725} (N.4011}
PT: Praterred Term o (¥ n (% n (%
Ostecarthritia FOS 2 (9.2) 8 (0.3 10 (6.2} .s17

Program: BMP .HISSGGTY.SASPGA(SFCT129) Input: RMP.SAS.HI8M.CAGQFYSC{EVRHTS) Output« R¥P.HIS0.CGJIY.FINAL (ART129)

* PFrequencies are acalyxzed using 2 Fisher’'s Exact teat.
YXAE80021 MRODRA VERSION: 6.0

Systen Organ Class: Neoplasms banign, malignant and unspecified (incl cysts and polyps)

PLACEDO RLX0GO Total p-Value*

HLT« High Leval Term {N-12@6) {H-2725) {K=4011)

PT: Preferred Term B o (% o (% o (%)
PATIRNTS WITH >» 1 EVENT a3 (6.8) 120 (4.4} 208 (5.2) .002
PATIRNTS WITH NO RVERTS 1199 (93.2) 2605 (95.6} 1803 (94.R) .002
B-call lymphomaa NEC ] 2 (0.1} 2 (.0}
B-cell iymphoma staga I 0 1 (0.0) 1 (0.0
B-cell lyzphoma NO8 Q 1 {0.0) 1 (0.0}
Bladder neoplasps malignant 1 (0.1} o 1 (0.0)
. Blaader cancer recurrdant 1 (e.1) o 1 (0.0
Rone neoplagus pecified mali Y 1 (0.1} 0 1 (0.0}
Bore naoplass NOS 1 {0.1) ] 1 (0.0}

Breast and nipple meoplasms malignant 23 (1.8 24 (0.9) 47 (1.23  .017
freast cancer invasive KOS 11 {0.9) 12 (0.4) 23 (0.6} -118
Breast cancer NOS §  {0.5) 3 (0.1 9 fo.2 .Q38
Breast cancer in situ - 2 (0.2} 5 (0.2) T (0.2} 1.00
Breast cancer stage I 3 (0.2) 2 (0.1} 5 (0.1}

Breast cancer stage II 1 (0.1) 2 (0.1 3 (0.1}
Breast. cancer atage IIY 1 (0.1} 0 1 (0.0}

Cardlovagscular pecplagms mnaligoant smd unapecifled 1 (o.1) [ 1 (0.0}
Angicaarcoma NO8 1 {0.1) 0 i to.0}

C6rvix necplasms malignant 1 {0.1) 1 (0.0} 2 (8.0)
Carvical carcinoma atage 0 1 (0.1 1L (0.0) 2 (0.)

Colonic necplasmns maliguant 3 (0.2 13 {0.%9) 16 (0.4) .297
Colon cancer HOS8 1 (0.3} 7 (0.3) 10 (6.3 1.00
Colon camcer stage FIX 0 3 (0.1 3 (0.1
CoXon cancer metastatic Q 2 (0.1 3 (0.0}
colon cancer stage Il [} 1 {0.0) 1 {0.9)

Coloractal and apil peoplasms maligpancy uuspacitlied 1 {o.1) 1] 1 (0.0}

Colon necplaem KOS - 1 {o.1) o 1 (0.0}

Diffuge large B-call lymphomas i (0.1} [+] 1 (0.0}

Program: RMP.HJISSCGIY.SASPGE(SPCT1IIY) Ioputs m.SISAHJSK.!CGGIYSC‘(E‘-"ENTS) Cutput: RMP.HIS0.GGJY.PINAL(ARTL29)

* Praquencies are analyzed using a Flaher‘s Exact test.
XAR3D021 MEDDRR VRESION: 6.4
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Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Systen Organ Clasas. KHaoplasms benign., nalignant and tnepecified {incl cysts and palyps)

PLACEAQ ~ RLINGO Tokal: p-Valua*
BLT« High Leval Ye¢rm . {Me1286) (¥»2725} (Mg011}
- PT: Freferred Term - n (%) n (&} o (%)
Diffuge large B-cell lymphcma NOS 1 ¢e.1) [ 1 {o.op
Endocrine necplasws xalignant and unapecified SRC [} 1 {0.0) 1 (Q.0}
ina a 1 (o0.q) 1 (8.0}
Rodometrinl neoplisms malignant 2 (9.2 4 (0.1} 6§ {6.1) 1.00
Poxiometrial cancer atage I 1 f{o.1i} 3 {0.1) 4 {0.1}
Endomstrial cancer Nof 1 {e.1} 1 {o.0) 2 (g.0}
Fenale reprocuctive ndoplasms unspedifiad maltgnancy 1 (0.1} Q 1 {9.0}
Ovarian necplass NOd 1 (e.1) [ 1 (0.0}
Gastric necpiasms nalignant a § (ov.2} LT 7%
Qastric cancer W08 a € {o.1} 4 (0.2}
Qastric cancer stege IX -3 1 (8.0} 1 (6.0}
Gastraintestinil necplasms henign NEC [} 2 (0.1) 2 (0.0}
Benign small intestinal neoplasm NoS [ 1 {o.0} 1 (@.0}
Salivary gland necplasm benign RO8 -3 1 {e.0) 1 (0.0
Qastrosntaestinal neoplaama maltgnant WEC 2 (0.2} 2 (0.1) 4 (0.3}
t nal tract Nog 2 (0.2} 1 (0.0) 3 (e.1)
dastrointestinel cancer mataatatic a 1 (0.9} 1 (0.0}
Gastrointeatinal neoplasws malignancy unspecified NEC 2 {e.2} [] 2 (8.0}
dast t oat Y 2 (0.2} [ 2 (0.}
Glial tuscurs malignent o 1 (&.6} 1 (0.0}
Glichiastoma o 1 (0.0) 1 (6.0}
Bepatic necplasns malignant 1 (0.1} 2 {e.1) 1 (0.4}
Hspatic neoplism malignant NOS 1 (0.1} 1 {o.a} 2 (0.q}
Hapatic cancer matastatic . -] 1 (¢.0) 1 {(g.0}
Hapatodiliary neoplasms maliguancy unspacifled 0 1 (0.0) 1 (9.0}
Bepatic neoplasm NOS a 1 (0.0) 1 (0.0}
Laryngeal neoplasms malignant 1 (0.1) "] 1 (0.9)
Laryngeal cancer NO§ 1 (0.1) [ 1 (0.0}

Program: BMR .H3IKIGGIY.SASPCGHM(IRCTL29) Inputs RXP.EAS. H)SN. MCQQATFYSC(LVENTS) cutput : RMP.HIS0.GGIY . PINAL (ARTL29)
* FPrequencles are analyzed using a Piabaer's Exact test.
XAEEQ021 ERDDRR VERSION: 6.0

8Systen Organ Class: Naoplasms benign, malignant and unspecified (incl cysts aond polyps)

i PLACEEO RLXG6Q Total p-Valua®
i HELT: High Level Term {N~1286) (¥«2725) (Ha4011}
+ PT: Praferrad Term n (& o (%) n (%)
Le10myOsarconay Q 1 (0.0) 1 (0.0}
Lefomycsarccma NOS ] 1 (0.0) 1 {6.0}
Laukaemias acute lymphocytic 1 (0.1 [ 1 (0.0}
Acute Iymphocytic leukaemta 1 (0.1) a 1 (0.0)
Leukaamias chronic¢ lymphocytic 1] 1 .(c.0} 1 (0.0}
Chrontc lympnocytic leuXaamia NOS o 1 (0.0) 1 (0.0}
Leukaemizs chromic myelold 1 (0.1} [ 1 (0.0}
Chront¢ myelofd leukaenta 1 (0.1) [} 1 (0.0}
Lip and oral cavity neoplasme malignant 1 (0.1) Q 1 (0.0)
Lip and/or oral cavity cancer NOS 1 (0.1 4 1 (0.0}
Lip and oral cavity neoplasms benign a 1 (0.0) 1 (0.0}
8alivary gland adenoma o 1 (0.0) 1 (0.0)
Lower gastrointestinal neoplasms benign [} 1 (0.0) 1 (0.0)
Colan adenoma ] 1 (0.0 1 (0.0}
Lyupnomae unspecified NEC o 2 (0.1} 2 {o0.0)
Lynphoma KOS o 2 (8.1 2 (o.q}
8Kin nelanomas (excl ocular) 1 (0.1) 4 (0.1} § (0.1}
KWslignant melanoma 1 (0.1} 1 (0.1} 4 (0.1}
Malignant melanoma stage IV o 1 (0.6) 1 (0.0}
Matastases to gpacified sitea 3 (0.1) 3 (o.1) € (0.1) .393
Hetaatiaaes to bome 1 (0.1) 1 {6.0) 2 (0.0
Metastases to central nervous aysten 1 (e.1) 1 (6.0} 2 (0.0}
' Metastases to lung a 2 (e.1) 2 (e.o
Mataatases to liver 0 1 (9.0} 1 (0.0}
Matastasee to lymph nodes 1 (0.1} o 1 (0.0}
Matastaseés to unknowm and unepecified sttes - Q 1 {0.9) 1 (0.9}
Hetastases HOS [] 1 {0.0) 1 (0.0}
Mysloproliferative disorders f{excl leukaemias) 1 {0.1) 0 1 (0.9

Bragram: M.B3S_SGGJY.SASPGK(SEC1129) Inputs: RMP.SAS.HISN.NCGGIYSC({LVENTS) Cutputs EMP.HISO.GGJIY.FIMAL(ARTL29)
* Prequencies dre analyzad using a Pisher‘*s Bxact test.
YXAESGO21 ¥EDDRA VEBRIIOR: 6.0
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{Bhupinder S Mann MO} ' -
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

8yatea Orgun Class« Necplaams benign, malignant ang unspacified (inei cyats and polypa)

PLACREHO REX0S&0 Total p-Value®
HLT« High Leval Teérm (H«1206) {N-2725) {dH=4011}
FT: Praferred Term o (& n {% n  {e)
Mysloprolifsrative disorder WOS - 1 {o.1} -3 1 (¢.0%
Fecplasms malignant site unapecified HEC 5 (0.4} 12 (0.4} 1T (G.4} 1.00
Squamigs Cell carcinoma 4 (6.3} 8 (0.3} 12 (9.3} 1.00
Adenocarcinons ROS g 1 {g.1} 3 (0.1}
Metastatic nacplasm NO4, prisary site unknoun 1 (0.1} 1 (0.0} 2 (0.0
Carcinoma NO§ [} 1 (0.0} 1 (e.0)
Metastatic carcinoma o 1 (0.0} 1 {o.0}
¥aoplasme benign svite unspecified KEC 1T (0.1} 1 (0.0} 2 {0.0)
Adencma benign NO8 -3 1 {0.0) 1 (¢.9)
¥ihromg ROS : 1 (@.1) 3 1 (0.0
Y P unspacified mallgnancy HEC 1 (e.1) 27 {0.1) E RS- § S
Mentngioma 1 {(0.1) 1 {o.e} 2 ({o.o}
Erain naoplaem KOS a 1 (6.0} 1 (0.0}
Hoo-apsll cell necpldsms maliguant of the respiratory tract cell typ 1 (0.1} 1 {¢.0} 2 (o.m
Lung squamous cell caroincma atage IV 1 {o.1) ¢ 1 (0.0)
Non-smzll cell lung cancer stage IIIB o 1 (0.0} 1 (e.0)
OGesoplageal necplasms malignant 1 {o.1) 1 (0.0} 2 (0.0}
Osgophagedl adenccarciocma NOS 1 {0.1) a 1 (0.0}
Qescphageal carcinama KO& -4 1 (0.03 1 (0.0}
Ovarian neoplases nalignant {excl germ ceall) 2 (0.2) 2 (0.1} 4 (a.1)
QvEarian cancer ROS 1 (0.1} 1 (0.0} 2 (0.0
Ovarian adenocarcinoma 1 {0.1) e 1 {o.0}
Qvarian csmcer metastatic ] 1 (0.4} 1 {¢.0}
. Ovarian epitheliil cancer recurrant [ 1 (0.0} 1 (¢.®)
Pancreatic necplasns maligmant (axcl islet cell and carcinoid) 2 {e.1) 1 {¢.1) § (0.1}
Pancreatic carcinoma KOS 2 {0.2) 2 (0.1) € {0.1}
A cinoma p a 1 (0.0) 1 (0.0}
Ractal neoplasma matignant 3 {0.2} 2 {0.1) § (0.1}

Prugram: RWP.E1BSGGIY.SASPGM(SRCT129) Input: RMP.SAS.HI19M.KCEAYYSC{EVENTS) Output « RMP.H3I80.GGTY.FPINAL (AET119)
* ¥requancles are analyzed using a Fisher's Exact test.
XAR80021 MZODRR VHRSIOR: 6.0

System Organ Class: Neoplasms benign, malignant and unspecified {inci cyats and polyps)

PLACRBO RLX06§0 Total . p-valuae*
HLT: Wigh Level Term (N-1166) {X+2728) {¥<4011)
PT: Prefarred Term n (% n (%) n (¥
Ractal cancer matastatic 1 (0.1} 1 (0.0) 2 (o.0)
Rectal cancer stage ITT 1 (0.1} Q 1 {(¢.0
Rectal cancer NOS 1 1 (0.0} 1 (9.0;
Ractosigmoid cancer NO§ 1 (o.1) 4] 1 (0.0)
Renzl ceall carcinomas 2 {0.2) 4 (0.1) § (0.1} 1.0Q
C€lear cell carciuoma of tha xtidnaey o 2 (0.1) 2 (0.9)
Renal cell caxclnoma stage unspacified i (0.1) 1 (0.0} 2 (0.0}
Renal cancer metaatatic 1 {0.1) ] 1 (0.0}
Ranal cell carcincma stage IT Q 1 {0.0) 1 (0.0)
R6SPLIACOTY tract and pleuril neoplasms malignint cail type unspecift 4 (0.3 6 10.2) 10 (0.2) .138
Lung cancer stage unspecirfied (excl metastatic tumours to lung) 2 0.2} 2 (0.1) 4 (0.1)
Lung cancer metastatic 9 3 (9.1) 3 (9.1)
Bronchial carcinoma 1 (0.1} Q 1 (0.0)
Lung carcinoma cell type unspecifled recurrent 1 {o.n) ] 1 (0.0)
Throat cancer KOS 0 i {(0.0) 1 (0.9}
Skin neoplasns benign 1 (6.1) 1 (0.0} 2 (0.0}
Bentign skin necplaam NOS o 1 (0.0) 1 (0.Q)
Pyogenic granuloma 1 (0.1} [ 1 (0.0)
8kin necplasms nazligunant and ungpecified {excl melanoma) 1 (1.65) 20 {Q.7) 41 (1.0} .011
Basal cell carcinoma & (1.4) 17 (0.6} s (0.9} .qa18
Squamoua cell carcinoma of akfn 2 (8.2) 3 (0.11 § (0.1}
Bowen's disease 2 (0.2) 1 {o.g} 3 (0.1}
8kin carcinomna NOS 1 {o.1) 1 (9.0} 2 (0.0}
Regplratory tract small cell carcinomas o 1 (0.0 1 (0.0}
Smail call lung cancer metaatatic 0 1 (0.0} 1 (0.Q)
Small intestinal neoplisms maligomant 2 (9.2 o 2 (0.0}
Malignant neoplasm of appendix vermtformis i (6.1} g *1 (0.0)
Small intestine carcinoma metastatic - 1 (0.1} Q 1 (o.o}

Program: FMP.H199GGIY.SASPEN{SFCT12S) Imput: RMP.SAS.HISM. KCGGIYSC{EVENTS) Qutput s RMP.H2180.GGJY.PINAL (ARTL29)
* ¥Prequencias are analyzed using a Flsherts Exact test.
XAR30031 MEDDRA VERSION: 6.0
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Clinical Review b
{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Systen Organ Class« Neoplasms benign, nalignant and unspecifiesd (incl cysta and palypa)

BLT« High Leval Term
PT1 Erafexxred Term

Thyrold necplagzs banign
Thyroid adencma NOS

Thyroid Dacplasna malignent
Kedullary thyroid cancer

- Rapillary thyroid cancer

Tterine necplasns benign
Uterine ridbroida

Tterine neoplasns maligaant REQ
Uterine cancer NOS

Frogram: UMP .BIF3CGIY.SARPGE(SPCTLI9) Input: RED,AKS.HISK. KCGGFISC(RVENTE)

* Nrequencies ire analyxed using a Fiahaer‘s Bxact test.
XARE0021 UXDDRA VRUSIOR: €.0

Syatem Organ Clagss Nervous gyetam disordars

BUT« High Leval Term
FTs Prarerred Tarm

PATIRNTS MITH >« 1 EVENT
PATIRNTS NITH RO EVENTS
Alzshetmar's disease (inal gubtypes)
Degantia of the Alzheimer's type NOS
Central nervous system anewrysms
Cerabral arterial aneurysm
Central mervous system haemorriages and cerebrovascular accidents
Cerehrovaacular accident
Cerebzral infargtion
Ischaemic stroka NOS
Cerebral hiaemorrhage
Cerebral thrombosgis NOS
Haemorrkagic stroke
Intracranial haemorrhage NC& R
Brain ater haemorrbhage
[ 1 artery 18
Ruptured cerebral aneuryasn
Central narvous System Vagcular discrders NEC
Carotid artery stenosis -
Cerebral haenatoma
Lacunar infarction
Cerebellar coordination amd balance dlaturbances
Ataxia |
Cortical dysfunction NRC
Aphasia
Dementia {excl Alzheimer‘'sg type)
Denantia 0§ .
Disturbances in consciousnaess NEC

Programs: BMP.H3ISSGATY.SASPGH (SFCT129) Input:s RNP.SAS.HISH. NCGGTYSC{EVENTS)

* ¥requencies are analyzed using a Fisher's Exact test.
XARS0021 XRODRA VERSIOR: 6.0

PLACEBO
(Ne1286)

o )
1 (8.1}
1 {e.1)
[
[
[}
1 (0.1}
1 {o.1}
1 {o.1}
1 (e.1}

PLACERO
(M~1268}
o (%)
34 (2.8)
1252 (97.4)

b

OHHMHHNOOODOMHOBOHMNMONWWLbLWAD G OO

(0.1
{0.1)
(e.1)
(0.1}
(0.5}

731

RLIOEO
(Ne27253
n (%}
o
o
2 (9.1t
1 (o.0}
1 (0.0}
1 (0.0}
.1 (0.0}
Q
[

RLI06Q
{2725}
n (&)
101 (1.7}
2624 (96.3)
1 (0.0}
1 {6.0)
1 {6.0)
1 (0.0}
40 (1.5)
20 (0.7}
7 (0.3}
§ (6.2)
3 (0.1}
2 {e.1)
1 (0.0}
1 (0.0}
1 (0.0)
1 (0.0}
1 (6.0}
6§ (0.2}
4 (0.1)
1 {2.0)
1 (0.0)
1 (0.0}
1 (0.0}
°
0
1 (0.0}
1 (o.m
8 (0.7}

Output ¢ EME.HISO .GATY.F

Total

{Na4011}

MHNN MMM

(%}

IRAL(AXTR 29}

Total
(N+4011}

w

L N L T

(%}

(0.0}
{0.86)

.300
-126
1.00
1.00

441

.519

Qutgut + RMP.HISO .GGIY.FINAL(ART129}



Clinical Review
K {Bhupinder S Mann MO}
{NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

Syatem Organ Class« Nexrvoua system disorders

PLACRHO RLXGG0 Total P-Vilua*
ELT( High Laval Term {M<1206} (He2728) (Hes012)
PT1 Preferred Term . . o (%) n (% o (%}

= ayncope 4 {0.3} 14 (0.9} 1 (o.4) <456
Loss of congciousness 1 (9.1} 2 (0.1} 3 {o.n
Syncope 1 (a.1} 2 (o.1) 1 (0.1}
Dyskineaias and povament diserders HLC 1 {(@.1} o 1 (o.0)
Movamant aisarder ¥o3 1 (0.1} -] 1 {9.0)
Enceplalopethies toxic and metabolic o 1 (0.9} 1 (o.o0)
Hepatic encephaXopatiy o 1 {a.0) 1 (e.0}
Encephalopathies WEC o 2 (e.1} 2 (0.0}
Apoxic engephalopathy ] 2 (0.1} 2 (0.0)
Eypoxic eacephalopatiy 0 1~ (0.0} 1 (oTey —
Headzches NEC [} 1 (0.1} 3 {(o.1)
Headache a 2 (0.1} 2 (9.0)
Cluster hieadache -] 1 {0.0} 1 (g6.0)
HEydrocephalic copditions Q 1 (g.0) 1 (0.0}
Normal pressure hydrocephalus ) ¢ 1 (0.0} 1 (e.®
Menory loas (excl dementia) ] 1 (0.0} 1 (9.0}
Global ammesia o 1 (e.0} 1 “(o.0}
Mantal impairment (excl damentia and maNory lasg) [ 1 (8.0} 1 (e.a}
Cognitive disorder o 1 {0.®} 1 (0.0)
Migraine haesdachas a 1 (0.0} 1 {(e.0)
Migraine NOS -3 1 (0.0) 1 {0.0}
Mononeuxopatihtes 3 (0.2} 3 (0.1) € (a.1) 383
scilatsca 2 {e.1} 3 (0.1} § (0.1}
Radtax nerve palsy 1 (0.1} o 1 (o.9)
Motor neurcne diseasas [ 2 (o.1) 2 (o.0y -
Amyotrophic latersl sclercais ] 2 (0.1} 2 (0.0)
Neuralogic visual problems WEC g 1 (0.9} 1 (0.0
Haetanopia ¥o3 ] 1 (0.e} 1 {o.0)

Program« BMP .HISIGGIY.IASPAX(SFCT129) Input: RMP.SAS.HISN. MCGGIYSC{LVENTS) Qutput « RMP.HI80.GGIY.FINAL (ARTLI29}
» Prequencies are analysed using 2 Fianar's Bxact teast.
XARR0QGZ1 MEDDRA VYEREIOR( €.6

Systemn Orgen Class: Nervous systam didorders

PLACRBO RLIQ6Q Total p-Valua®*
N HLT: High Level Term {N21186) {N~2725) {¥=4011)
é PT: Prafarred Term n (% n (%} n (%
i Neurciogical sigus anda synptoms NEC 1 (0.1 4 (0.1 5 (G.1)
Dixziness 1 (6.1 4 (0.1 § (o.1)
Paraegthedias and dysaasthesias 1 (0.1) § (0.2) € (0.1} -671
Hypoaesthasia 0 4 (0.1} 4 (0.1)
Paraeathesia 1 (0.1 1 (0.0} 2 (0.0)
Paralysia and paresis (excl congenital and cranial merve) 2 (0.2) 3 (o.1) 5 (0.1}
Henlparesis 2 (0.2) 2 {0.1) 4 (0.1)
Hamiplegia ° 1 (0.0) 1 (0.9
Seizures and saizure disorders NERC o 4 (0.1) 4 (0.1)
Convutsiocns HOS /] 3 (0.1} 3 (0.1
Epllepsy NOg 0 1 (9.0} 1 (0.0
8peach and language abmornalities [} 1 (0.0} 1 (0.0)
Dysphonta ] 1 (0.9) 1 (0.0}
Spinal cord aad nerve root disorders REC 2 (0.2) 3 (0.1} 5 (0.1}
Spinal stfmosxs o8 3 (0.2) 1 (0.0} 4 {0.1)
Nerve roof compression HOS 0 1 (0.0} 1 (0.0}
Radiculopathy FOS <] 1 (0.0} 1 {¢.0}
Structural brain dlsorders NEC L] 1 (0.0) 1 (0.0]
Cerebral atrophy [} 1 (0.0} 1 (0.0}
Tramsient ceredravascular eventsa 8 (0.6} 12 {(0.4) 26 {0.5) <474
Tranaient ischdemic attack a (0.6} 12 (0.4} 0 (0.5) 474
Vagus nerve disorders o 1 (0.0) 1 (9.0) !
Vocal cord paralyals Q 1 (0.0} 1 ¢0.0
Coma atates ] ER { D% §) 3 (0.1}
Comna o 1 (0.0) 1 (0.0}
Diapetic coma NOS Q9 1 {(0.0) 1 (0.0}
Diabetic hyperglycaemic coma [} 1 (0.0} 1 (0.0
Cervical spilmal cord and naerve root digorders " Q9 1 (0.0} 1 {(0.0)

Program: AP .H28SCATY . SASPGK{ SFCT129) Input« RXP.9AS . H3SN. MCCGIYSC{ EVENTS) Output « EMP.H2$0.GGJY.PINAL(AET129)
* Prequencies ard analy¥ed USIDG a Fleher's Exact test.
EAES0021 MEDDRA VERSICH: 6.0




Clinical Review b,
_ {Bhupinder S Mann MO}
o {NDA 22042}
{Evista® (Raloxifene hydrochloride, 60 mg}

System Organ Clasg: Nervous syetem disorderae

PLACERO RLICES Total p-Vilua*
BLT« High Laval Term {M~1286) (Me2725) {Mwg011}
PYs Praferred Term o (%) o (%) n (%}

Cervical spinal steoosmia o 1 (0.0} 1 (g.0)
® Lusbar spinal cord and Derve roct SiEOrAers 1 (0.1} 3 (0.1 £ (0.1}
Lunbar spinal stenocsis 1 ta.1} 3 (0.1} 4 (0.%)
Mexrvous system disarders REC ] 2 {¢.1} 2 (0.0}
Cexabral disordax Q 1 {o.0% 1 {(a.0}
Neurological disardear KOS 0 1 {o.0} i (0.0)
. g -] (AFCT129) Input« RED. BAS.MITE, NCAGTYSC(EVENTS) Output: WNP.HIS0.GQJIY.FINAL(ART129)
* Frequencies are analyx4d using a Fisher‘s Exact tast. )
XARSGQ11 MRDDRA VERSION: €.0 - N - ~— =
fSystes Organ Class: Paychlatric disorders
PLACERRO RLXO&0 Totsl : p-Valua*
HLT: High Level Term (NM~1186) {M~2728)} {N+4011}
PT: Prafaerred Texm n (¥ n {%) n (&}
RATIRNTS WITH >~ 1 EVENT 5 {0.4€} T (0.3} 12 (0.3} .538
FATIRNTE NITH NO RVENTS 1281 (99.6) 2718 (99.7F 3995 (99.T) .S38
Anxiety symptoms ¢ 1 {0.0} 1 (0.0
Agitation ° 1 {0.0} 1 (0.0}
Coufusicn and atsortentatica 0 2 {o.1} 2 (0.0
Confustonal statae ° z (o.1) 2 (0.0}
Depressiva daisordsrs 4 (c.) 2 (0.1} & (8.1 -08¢
Dapression 1 (0.1} 2 (a.1} 3 (0.1}
Major depressive disorder KOS 3 (6.2} -4 3 (e.1)
Meptal afsorders HEC g 1 (9.9 1 (0.0}
Mental status changes Q 1 (0.0 1 (oc.c)
Schizoparenia NEC 1 (0.1) 1 (0.0} 2 (g.q)
8chiropirenis KOS a 1 (c.0) 1 ¢ae.0}
Schtxophreania, piaranocid type 1T (0.1} o i (0.0}
Suicidal and self-injuriocus behaviour o 1 (0.0} 1T {0.0}
Sutcidal fdeation [ 1 (9.0 1 (0.@)
=, Programs RMP .HISSGGIY.SASPGM(SFCT129) Inputs: RMP.SAS.HISN. MCGGFYRC{EVENRTS) output « RNP.HISO.CGTY.PINAL(RRT119)
. \% * Frequencies are analyzed using a Fisher's Exact tasat.
}t XARS0Q21 MEDDRA VERSIOH: 6.0
Syeten Organ Class: Renal and urinary Alsordears
. PLACRBO RLX060 Total p-Value*
BLT: High Lavel Texon {N-1286) {W=~2725) {N«4011)
PT« Prafexred Tarm n (% B (%) o (%)
PATIENTS WITH »>- 1 EVENT 11 {0.9) 26 (o.M 31 (0.8} 701
PATIRNTS WITK HO EVENTS 1278 (99.1) 2708 (99.3) 3980 (99.2} .Tal
Urinary abnormaiities 1 (0.1} Q 1 (0.0}
Prateimria 1 (0.1} Q 1 (4.9}
Bladder and urathral symptoms + (0.3) 7 {2.3) i1 (0.3) .753
Urinary incontinenca X (0.1} 3 (0.1} 4 {0.1)
8tresa incomtinence 1 {o.1} 3 (4.1) 3 (0.1)
Dysuria 1 {g.1) [ 1 (0.0
Porlakiuxia [ 1 (0.0} 1 (6.0
Urge incontinemnce 1 (0.1} o 1 (0.0)
Urioary retantion [+] 1T (0.0} 1T (0.0}
1ladder disordars NEC 31 (0.2) e {0.3} 11 (0.3 1.00
Cystocela 3 (6.3} 4 (0.1} 7 {0.2) -£87
Rladader prolapse 0 i ‘(o1 4 (0.1}
Bladder infections and inflammationsa [} 1 (0.1 1 (o.1)
Cystitis KOS Q 2 {a.1) 2 (0.0)
Cystitis tnterstitial . a 1 {(g.0) 1 (0.0}
Rladder neoplasng [} 1 (0.0} 1 {0.0}
Urtnery bladder polyp o 1 (0.0} 1 (0.0}
Renal fatlure and impairment . 4 (0.3} Q0 4 (0.1)
Renal faiture acute 3 (0.2} o 1 (o.1)
oli{guria 1 (0.1} 9 1 (0.0}
Rapal failure KOS 1 (0.1} Q 1 {0.9)
Ranal lithiasis ] 1 {(o.0) 1 {(0.0)
Nephrolithiasts o 1 (0.0} 1 (0.0}
kenal obsatructive disorders 4] 1 (0.0} 1 (0.0}
Hydronepnrosis g 1 (0.0} . 1 (0.0}
lanal vaacular and ischaenic cocnditions 0 1 (0.0} 1 (0.0

Program« RMP .BISSGGIY.SASPGM{SPCT129} Inputs: RMP.SAS.HISN. MCGGIYSC{EVENTS) Cutput: BMR.H3S0.GGIY.FIWAL (ARTLI29)
¢ Frequeuciea ara analyzed using a Fisher‘'s Bxact test.
XAR20021 MRDDRA VERSIOH: 6.0




Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

System Orgun Clasec Ienkl and urinary disorders

PLACESO RLX0SG Total p-Vaiva®
BLT: High Lavel Term (He1286) (Ma2725} (Met011}
PTs Prafexved Term . n (% n (%) B {&)
Renal artery atemosis ’ ° 1 (6.0 1 (g.0p
Urinary tract lithiasis (excX remal o 1 (o.0} 1 {g¢.9

Calculus urstaric o 1 (e.0} 1 {g.o}

Progrems BHP .H1SSGGTY. SAVGK (SFCT129) Inputs m.m.msu.mamsc(mn's) output, R . H3S0 .GGTY . FINAL (ART1 29)
* Frequencles are analyzed using a ¥Yiaher‘s Rxact tast.
XARSG021 EEODRA VERSIOR: 6.0

Systen Orgun Classs Reproductive aysten and breast disorders

PEACERC REX060 Total . p-Valuae*
ELT: High Leval Term {H»1.296) {¥~+2725} {¥ad4011)
PT« Praferred Term o (% n  {&j n (&}
PATIRNTS WITH >- 1 RVENT i0 (0.9) e (0.7 30 (0.7} 847
PATIENTS NITE MO EVEKES 1276 (99.2) 2705 (99.3) 23981 £{89.3) -847
Pelvis and broad ligament disordars NEC a 1 (0.0) 1 {o.0}
Pelvic peritonsal sdhesicns Q 1 (0.0} 1 {0.0§
Ttexrine disorcers FEC 1 {0.1) 2 (0.1} 3 (e.1}
Endemetrial hyperplasia 1 {9.1) 1 {6.0) 2 (0.4}
Eodometricsie -3 1 {0.0} 1 {0.0)
MWenopausal effects on the genttoerinery tract o 3 (9.1} 31 (0.1}
Postx P al kb hage Q 2 (¢.1) 2 (0.0}
Vagqinttis atrophic 9 1 {(0.0) 1 (0.0)
Ovariun ang falloptan tuba cyats and neoplasme 1 {e.n € (0.2) 7 (0.2) 441
Ovarian cyst i (0.1} 6 (0.2} T (0.2} 441
Pelvic prolapae § (0.5) & (6.2) 12 (0.3} 217
Uterine prolapae 1 (0.2) 2 (0.1} § (0.1)
Vaginat prolapaee 1 (0.1) 2 (0.1) 3 (o.1)
Uteroviginal prolapde 2 (0.2) g 2 (0.0
Ganttax Prolapse Nos ) 1 (0.0} 1 (0.0}
Pelvic muscles inagequate 0 1 (0.0) 1 {(¢.0)
Reproductive tract signs and aynptoms NRC ¢ 1 {a.0) 1 (9.0]
Pelvic pain ROS Q 1 (¢.0} 1 {0.0}
Bredst dtaordara RRC 2 (0.3) 1 (@.0) 3 {(o.1)
ireast mase ROS 2 (0.2) 1 (0.0) 3 {o.1)
Uterine neoplasna Q 1 (0.9} 1 (0.0
Uterine polyp ROS 0 1 (0.0} 1 (6.0}
Vulvovaginal dlsorders NEC [} 1 (0.0} 1 {0.0)
Vaginal haemorrhaga Q 1 (0.0) 1 (¢.0)
Breast aigna and symptoms o 1 {0.0) 1 (0.0}
Breast pain 3 1 (0.0} 1 (0.0

Programe m.n;ssc@n.mmx(smug) Inputs m.us.msx.n‘cwzsc(mm‘s) Sutput « Rl@.HJSO.GGJY.qu(lRT119)
* Frequanciea are apalyzed using a Fisher's Exact test.
XARS0021 MEDDRR VERSION: §.0
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Clinical Review N
{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Systes Orgun Class: Respirutory, thoracic and madfastinal disardars

PLACRBO
HLF« Hign Leval Temm (X«1266)
PTs Praferrad Term o (%
PATIRNTS WITH >« 1 EVENT - 19 (1.8}
REATIRNTS WITH KO EVERYS 1267 (98.5)
Areathing ebnorpilities 1 {9.1}
. Dydpncea 1 (6.1}
Respiratory arrest [}
Dyspnoea exicerbatea o
ironchial conditiona NZC a
Eronchitia ROS @
Aronchospasn and chastruction 8 (0.6}
Asthma HOS -1
Chronic chatructive airwiys discase 4 (6.3}
Chronic obatructive airvays disease axacarbatad 3 (0.3}
Coughing and asgcoclated sysptoms 1 {0.1)
Heemoptysis 1 (0.1}
. Cougn . Q
Dlaphraguatic dtsorders (excl cougenital) [}
Dlaphragmatic herniz ¥o9 o
Laryngedl and adjacent sitaes dtecrdera HEC (excl infecticume and neop 9
Laryngitis NOS a
¥ocal cord polyp 3
Lower respiratory tract infismmatory and immmnologic conditions 2 (0.2}
Pneumonia agpiration 2 (0.2}
Lowdr respiratory tract signs and symptoms 2 (9.2}
Pleuritic pain 2 (0.2
NManal dilgorders KeC 1 (0.1}
epiataxis 1 (¢.1}
Pharyngesl dtsorders (excl infectiona and necplasms) °
Fharyngeal pouch ]

RLXQ60
{Mw2725}

n

(&}

MHOOMMEHMEELMINNANMA AN

(1.6}
(98.4)
(@.5)
{a.4}
(6.1
te.0}
{o.1}
(e.1}
(0.3}
to.1)
(Q.o}
(0.1}
{0.1}
(0.1}
{e.1}
{¢.1}
(0.1}
{o.1}
{0.0}
(0.0}
(¢.0}
{o.0}
{e.0t
{c.0y

{a.0}
{0.0)

Total

(N~€Q11}

n

(&}

I

PR e W s e DR MR WM Oy A e

1.6
(s8._4)
(9.3}
{e.n)
(0.6}
(9.0}
{e.1}
(6.1}
(0.4}
(0.1}

p-Valua*

747
787
- 047
-118

0946
1.q0

L2

{g.1}
{8.1)
{0.1}
{a.0}
(0.0}
(0.0}
{o.0}
(e.0}
{e.q
{o.1)
{e.1}

{¢.1) -

{e.1}
(0.0}
{e.0)
{0.0)
(8.0}

Program: HMP.HI89GGJTY.SASPGM (SPCT129) Ioputs RNP.SAS.HISM. NCGGTYSC({EVENTS) Cutput 1 BMF.HIS0.6GTY.VINAL (ARTI29)

4 Freguencles are analyzed using a ¥isber's Exact teat.
XAESCO21 MEDDRA VERSICH: 6.0

8ystan Organ Classs Respiratory, thoracic and mediastinal digorders

. PLACEBO
BLT« High Level Term {¥«1286%
PT: Prefarred Term n (%)
Pnsumcthorax ang pleural effusionas NUC 2 (0.2)
Pleural afrfusaion 1 (0.1}
Pneumwthorax KOS 1 (0.1}
Pulmonary oedemas 1 (9.1)
Acute pulmonary cedema 1 {(o.1)
Pulmonary cedema NOS 0
Pulmoniry thrombotic and embolic conditions [
Pulmonary embolism a
Respiratory failurag {(excl necpatal) 3 (0.1
Regpiratory failure 3 (0.2}

REX060

{K-2725)
o (%
€ (0.1}
§ (6.2}
1 (0.0}
1 (0.0}
o
1 (0.0}
9 {(0.3)
s (0.3}
2 (0.1}
2 (0.1}

Total

(H-4011}

n

(%)

LRI X W RIS U o)

(a.2)
(0.1}
(0.0}
{¢c.qQ)
{c.0)
(9.9)
{G.2)
(0.2}
(9.3}
(0.3)

p-Valua*®

. 066
. 068

Program: RMP.HISSGGIY.SASPGM(SFCT129) Input: RXP.SAS.HISK.XCGGIYSC(XVENTS) output 1 RMP.E380.GGJY.FIRAL(ARTI29}

* Frequenclas are analyzed using a Fisher‘'s Exact teat.
XAR30011 MEODRA YERSION: 6.0

gystem Organ Class: Skin and subcutaneous tlssue dlsorders

PEACERO
HLT« High Level Term (H+1246)
PT: Ffreferraed Tarm n (%)
PATIENTS WITH >= 1 EVENT 1 (0.1)
PATIENTS WITE KO RVENTS 1285 (99.9}
Dermal and epidermal conditions NEC ]
Skin lesiom KOS . 0
Demmatitis ascribed to spacific agent [}
Dammatitis medicamentosa o
Pammiculitides a
Panniculitis o
dxin injuries anod maechanical dearmatoads ¢
Contugion ¢
Skin and subcutansous conditionr NEC i (0.1)
kin noduie 1 {9.1)

RLXC§0
(H~2728)
n (%}
€ {o.1)
2721 {$9.9)
1 (0.0}
1 (0.0]
1 (0.0)
1 (9.0)
1 {0.9)
i {0.9)
1 (0.0}
1 {0.0)
Q
]

Total
{H«4011}

(%)

s
4006

FE e e

(0.1}
99.9)
{¢.0)
{¢.0}
(0.0}
to.o}
(0.0}
{8.0)
{9.q}
(6.0}
(0.0}
(0.0

p-Value*

1.00
1.00

Programs BMP .HISSCGTY.SASPGX(SPCT129) Input: RXP.SAS.IIgH. NCGGTYSC(IVENTS) Outputs EMP.H3IS0.GGJY.FINAL{ARTL29]

* Frequencles are analyzed uding a Fisher's Exact test.
KARA0021 - MEDDRA VERSION: $.0
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Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg} .

Systen Organ Class: Surgical and medical proceduras

HLT: High Level Term
BT« Preferred Terxm

PATIENTS WITE >e 1 RVENT
PATIENTS NITE RO EVERTS
Anorectal therapeutic procedures
Haemarrhofd operation
Rectal prolapsa Tepair
Resection of rectum
Artarfal

P G pr xes {aXcl aortic}
artecy asurgery
Arteriil bypass operation
Artarial stent tasertion NO8
Coronary angloplasty
Endarterectony
Corcnary arterial stent insartion
Iriple vessel Dypass graft
Billary tract and gallbludder therapeutic p
holecystectomy
Rladder tharapeutic procedures
Bladder operation KOS
fladder repair
Rone therupeutic procadures WEC
Osteqsynthasis
Rcne operatica KOS

cardlac pacenaker tharupeutic procedires
Cardiac pacenskaer insertion

Cirdizc valve therapeutic proceduras
Rortic valve raplacement

P BMP .B3 ) 8 {8PCT129} Input: RIP.SAS.HISN. NCAQAIYSC{EVENTH)

¢ Nreéquencies are analyzed using a Filsher's Exact test.
XARZ0021 MEDDRA VEISIOH: 6.0

8ydten Organ Class: Surgical and mediczl proceduras

HLT: High Level Tarm
PT: Praterrad Term

Nitral valve raepair NOS
Facilal therspeutic procedures
Plagtic surgery to the face
Fallopian tube therapeutic procadures
8alpingn-oophorectany bilateral
Fascial end burail therapeutic procedures
Dupuytren's contracture oparation
Gastric theraspeutlc procsdures
Gastrectomy NOS
Qastric operdtion KOS
Gastrointestinal therapeutic procedures NEC
Intestinal operatiocn NOS
Inteatinal stoma
Hemmia repaira
Pemoral hermta repatr
Inguinal hernta repair
Joint therapeutic procedures
Bip artiroplasty
Hip opaeration NOS
EKnde arthroplasty
Jotnt arthroplasty
Ankle operation
Jotnt operation NOS
Knee neniscectomy
Knee operation
Rotator quif repair
Repzl therapeutic procedures
Nephrectomy

Program: RMP.HISSGGIY.SASPGM(SRCT129) Inputs RMP.SAS.HISH.MCGGFYSC(EVRNTS)

* Prequenciea are analyxed using a ¥isher‘a Exact teat.
KAR30021 MEDDRA VERSIOR:s 6.0

736

DPLACREC
(Ne1286)-
n {%
&9 (6.8}
1198 {531.2}
1 (e.1
3
]
1 (0.1}
6 (0.5}
1 {o.1)
1 (0.1}
1 {o:1)
2 (0.2}
1 {o.1}
o
a
§ (0.4}
§ (0.€)
o
o
3
1 (9.1}
[}
°
a
1 (0.1}
3 .
3 (0.2)
o
[

PLACEHO
{1206}

PVl
ODDOQHQOGUNMD‘HNOOOOOOFHOQQOQ

%}

{0.1)
{0.1)

(0.3}
(0.1)
(¢.1]
{1.2)
(0.9}
(0.2)

{0.1)

RLXO&O0

{N=2725}

{%)

166

(6.1}

2589 (93.9}

I}
M oW M.

NWwwwOoOrNLEON WS N O M

RLXG60

(0.1}
{e.0}
{e.0}

(6.5}
{0.3}
{e.a}
(0.0}

{o.0
(0.0}
{g¢.0}
(6.2}
(0.2}
(0.3}
{0.1)
{0.1)
(0.2}
(0.1}
(o.1}
(e.0}

(0.1
(0.1)
(0.1}
(a.1)

(N-27258}

W
R MO MbORWOOD O MMNMWHRRNO OMEMMMR

(&)

Total

(Mef011}

n

ol g W
Nw Ao NN EMCENWLNOO MMM NAS

Total
Bt

Wy
PO P g et e e e OV N AR U0 B e R R R R B R R b e e

(L

o11)
(%)

(0.2}
{0.1}
{0.1}
(0.0
{6.0)
{0.0)
{0.0)
(0.0}
{c.0)
(0.0

1.00
147

-307
-307

441

-3193
-3932

OQutput « ¥MP.HIF0.GCGIY.FINAL (ART1 9]

P-Value*

771
856
-€87
.186

Cutput : ¥MP.H3ISO.GGIY.FINAL (AET129)



Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

gystem Orgen Class: Surgical and madical proceduras

LT High Leval Term
PT¢ Preferred Térm

Calon gperatton NOS
Colem polypectamy
Large intestine anastomosis
yng tn B icp ag
Laxyngeal aperation WOS
Laryngeal polypectamy
Lens therapeutic proceanres
cataract extraction
Lens tmplemt .
Lisb therapeutic procedursea
Liab dperaticn NOS
Lyup & tigsue th P ic p ras
Lyuphadenectomy
Magteatomtes
Mastectomy X0§
Partial mastactomy
Radfcal mastectomy
1 therapeutic p: a8 NEC
Andominal cperation WOS
Abdomingl sinus repair
Block dissectlion groin
Breast therapeutic procadures NEC

Ta

Programu RNP .EI85GGTY.SASPOE(SRCT129)

¢ ¥Prequencies are analyred using a Fieher's Exact test.

XARSQ021 MEDDRA VHESION: 6.0

dystem Organ Classs Surgical and medical proceduras

HUTt High Level Tem
PT: Preferred Term

Breast lump removal NOg
Rreast operation NUS
8reast recometruction
Cardiac tharapeutic procedures NEC
Implantable defibrillator insertiom
EFye thermpeutic procedurea WRC
Vitrectomy
Therapeut. tc procedures NRC
Operation NOS
Lump excision
Malignant tumour excisiocn KOS
Tumoux exciston MO8
Drug delivery device fmplantation
Medtcal davice removal
Plastic gsurgery NOS
Polypectomy
Prolapse repalr NOS
Stent ivgertion KOg
Wound closure
Nagal therapeutic procedures
8eptoplasty
Ovarfan therapeutlc procedures
Oophorectomy bilateral
0ophorectomy KOS
gvarian cystectomy
Parzthyroid glsnd therapeutlc procedures
Parathyrotd gland oparation
Parathyrotdectony

-Program: EMP .HISSGGJIY.SASPGM(SIFCT129)

* Frequancies are analyzaed using a Pisher’a Exact test.

XAESQQ21 KRODRA VERSION: 6.0

7

7

PLACREO
{MeI286)
n

NHOOHOWMBOOMMOMNMONMNOOO O HNOAO MM

Input: RNEP.SAS.HISH.MCGGIYSC(EVENTS)

{ef

{o.2}
{0.1)

{e.1)

(6.1
(0.1

{e.1}
(a.1)

{0.1}
{o.1}

(6.3}
(0.2}
(0.2}

{0.1}

(0.1}
{0.2}

PLACREQ
{H=1206)
n {%)
3 (0.2)
0
[}

]
o
1 (0.1)
1 (0.1
18 (1.5}
10 {(0.9)
3 (0.2)
z (0.2}
1 (0.1
[}
1 {0.1)
1 (o.1)
Q
1 (0.1}
o
a
0
0
Q
a
o
9
1 (6.1)
0
1 {a.1)

Input: RMP.SAS.HISK.MCIGIYSC{EVENTS)

RLXO6Q

(w3725}

. -
u-or-nnuoOanuuunupo!wuﬂnuanumn

RLX0&O

(%}

{H«2728)

n

[

O pd bk M e M O OO R R RN AD O e B

[0

(0.1}
(0.m
(0.0}
(0.0}
(0.0)

(0.8}
{0.6)
(0.1}
(4.0)
(0.1)
{¢.0)

{0.90)

(@.0)
{c.0)
(8.0}
(0.9)
(a.1)
{0.03
{0.0}
(0.0}
{0.93
{0.0)

Total

(a-f011}

R
L I T O~ P VU USRI 4

Total

(%}

te.31
(@.1}
(0.0}
(@.0}
{o.o}
{o.0}
(a.0y
(e.a)
(6.0}

(9.0

(2.0}
(¢.0)
0.1y
(0.1}
(0.0}
(e.2)
(e.1)
(6.0
(0.0}
te. 8
(0.3}
(e.1)
(o0.0)
(e.1)
ta.0)
(.0
(0.0}
(9.1)

(H<4011)

oo

L N L N N Tl Tl VWU VU O VRO

{%)

746
820

1.080

Qutput ¢ HNP.HI1§0.GGIY.FINAL{ARTI29)

Cutput: FMP.HISO.GGJY.FINAL (ART129)
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Syaten Organ Clusd: Surgical and medical procadures -

PLACKHO
BLTy High Leval Temm {H»1286)
PT: Praferred Term o (N
Ennphnm nerve therapeutic procedurss 1 {o.1)
1 (o.1)
Retinal therapesutica pzvclama 2 (0.2},
Setinax operation %08 2 (2%
Salivary gland ¢ peutic p 4
Parotidectomy 0
f8Kin gratts [+
siin grart RC3 ¢
8kin lesion excisions 1 {(9.1)
skin pneoplasn exalsion 1 (0.1
Skin lesion excialcu Ko§ [ -

1 ink e therap c p 1 (e.1)
Tleal cperation NOS 1 {c¢.1}
Ileostomy 1 {(0.1)

Spine and spindl cord t tic 1 ¢e.1y
£pinal larinectomy ]
$pinal operxation NOJ 1 (o.1}
Spinal decompression ]

Tendon tharapeutic procedures 1 (0.1}
Tendon -luath l.utm excilsion 1 (¢.1)

a . 1 (G.1}
myroxd.nctmy m 1 {o.1}

Tonsirlar therapeutic proceduras 1 (e.1}
Tonsillactomy 1 (6.1}

Fracture treatments (excl skull and apine} 13 (1.0}
¥racture treatment ¥o§ § (0.%)
Opsn reducticn of fractura 3 (0.2
Internal fixation of fracture 3 (0.2)

N . E3 Y. {3PCT129) Input: RAP.SAS.HISK. NCGGIYSC(RVENTS)

* n’aquam:u- are analyxed uaing @ ¥isher's Rxact test.
XARE0021 MRDDRA YRESION: 6.0

8ysten Orgar Class« Surgical and msdical proceduras

BLT: High Level Term
PT: Preferred Term
Clased fracture manipulation
Fracture debridement
Removal of internal fixatiom

Uterina therapeutic proceduras
Hystaeractony
Hystercsalpingo-oophorectomy
Uterine atlatiom and curettage
vagina: hysterectomy

Vaginal therapeutic procedures
Palvic floor raepairc .
¥aginal operation KOs

Vagcular therapeutic procedures HEC
Angioplasty
Vascular cparationm

Venous tharapeutic procedures
Varicose veiln cperation KOs
Vaena cava fifter inserticu

Program: BMP.H3ISSGGIY. SASPGA(IPCTL29) Imput: RMP.EAS.HISK. MCGATYSC{KVENTS)

+ Fraquencies are analyred using a Fishar's Rxact test.
XARS0021 MEDDRA VERSIOH: 6.0

PLRCRRO
(N-1286}

n (%)
1 (0.1
¢
1 ¢0.1)
8 (0.6)
6 (0.5)
2 (0.2)
1 (0.1
[y
1 (0.1
0
1 (0.1)
1 (0.1)
1 (0.1
o
1 (9.1}
1 (0.1}
°

RLX360

{Me2725)
n ' {%}

2
HUNMOHMEOHMHNNMOOAM MM MNM RN O

(@.0}
(0.0}
{a.9)
(0.0}
(0.0}
{0.0)
(0.2)
(0.1}
(e.0y

{Q.3)
(9.2)
(0.1}
(0.0)
{0.9)
(a.0}

(.0
(a.01
(0.4)
(8.1
(0.1)
(0.9}

Total

{H-£011}
n

o
L R e T L L R T vaw

(%)

(0.0}
{9.0r
(0.1}
(0.1}
£0.9)
{¢.0)

“(o.0}

(0.0}
(e.31)
(¢.1}

(U.oF —

(8.0}
{¢.0}
(e.0p
(0.3}
(0.1}
(0.1)
(o.a}
(e.0)
(0.0}
(6.0}
te.q)
(0.0}
(0.0
(0.6)
(0.2)
(0.
to.1}

p-Value*

6€F1

449

.022
<307
<393

Output« BWP.HISO.GGFY. FINAL (AETL19)

REX060
{H-2728)
n (%
0
L (0.0}
0
7 (0.3
5 (0.2)
1 {0.0)
1 {0.0)
1 (0.0}
1 (0.0}
1 (0.0)
9
3 (0.1
1 (0.0)
2 (0.1
1 (6.0}
[
1 (0.0}

Total

(N=40G1l)
n (¥
1 (9.0
1 (0.0)
1 (0.0)
15 (0.4
X1 (0.1
3 (o.n)
2 (0.0}
1 (0.9}
2 (0.0)
1 (0.0)
1 (0.0}
4 (0.1}
2 (0.0§
2 (0.0}
2 (0.0}
1 @.9
1 (0.0)

p-Value*

Output: FMP.HISO.GGJIY.FINAL (ART129)




Clinical Review
{Bhupinder S Mann MO}
{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Systen Orgen ClES@: Vascular disorders

f PLACRRO RLX06Q Total p-Valua*
BLT: High Laval Term (Mx106) {¥«2725} (Mego11}
PT: Praferred Term n el o (& n (&
- PATIRNTS WITH >« 1 EVENT - 23 {(1.m} 37 (1.4) fe (1.8} 329
PATIENTE WITH RO EVENTS 12463 (98.2} 26u8 (98.6} 1951 (94.S) «339
Accalerated ané maliguant hypertension 1 (0.1} 3 1 {g.o}
Hypertensive crisls 1 (0.1} [ 1 (c.0)
Anqurysms and d&tsgaections non-site specific a 1 (0.6} 1 {0.0}
Aneurysm o . 1 (0.0 1 (0.0)
Xortic aneurysms and &fissacticns -] 3 (o.1} 3 {o.1}
Aortic aneurysm ¢ 3 (0.1} 3 {e.)
AoTtIC RECKOSLls And viscular inavfiiclency 1 (0.1} 1 (e.1) 4 (0.1}
Aortic stencais 1 (9.1} 2 (6.11 3 (8.3}
Rortic Goclusion [} 1 {(o.@} 1 (0.0}
Circulatory collapse and shock 21 (0.1j -4 2 {c.0)
Circmlatory coliapsa 1 (0.1} o 1 (0.0}
gnock 1 {6.1) -] 1 €o0.q)
Haemorrhugas HEC 2 {g.2) 1 (0.9} 3 {(o.1}
Haemagtoma Hod 2 (0.2) 1 (o.g} 3 (o.n
Vascular uypertensive disorders NEC 1 (0.1} 3 {(e.1) € (0.1)
Hypartenston Nog 1 te.1l 1 (0.1 4 (0.1)
Lywphangtopathiea 1 (9.1} o 1 (8.0}
Lyuphangitis 1 {0.1) a 1 {g.0)
Non-#1té specific nacrosis and vascular insufficiency NEC 1 (0.1} 2 (a.1) 3 (0.1}
Attaroscleronig 1 (e.1) 1 (0.0) 2 (o.q
Arterial occlusion o 1 (o.0) 1 {(o.0)
Arterial atenoais ROS ] 1. (0.0) 1 (0.0}
Paripheral embolism and thrcmbosis 7 (0.%) 17 (0.6} 4 (0.6} .830
Desp vein thrombosis 5 (0.4} 14 (0.5) 19 {o0.%) . 806
Vencud thrombosis NOS Ximb [ 2 (0.1 2 (0.0t
Iltac artery thrombosis 1 (0.1) a 1 (9.0}

Program: RMP .BEI8SGAJIY.SASPCH(SFCT129}) Inmputs RMP.BAS.HISK.NCGGIYSC{EVENTSE) Output: KHP.HIS0.GAJY.PINAL(ART119)
*+ Frequencies are analyzed using a Pileher‘s Rxact taat.
XARSGQ21 MEDDRA VERSICR: 6.0

8ysten Organ Class: Vascular disorders

PLACREQ RLX06Q Total p-Valua*
HLT: High Level Term {N~1186) (H«2725) (N«4011)

BTt Prelerred Term n (%) o (%} o (%)

Subclavian vein thromboals 0 1 (0.0} 1 (6.0}
Thrombophlebitis 1 (0.1 ? 1 (0.0)
Peripheral vascular disordera NEC 1 (0.2) 2 (0.1 4 (o.1)
Peripheral vascular disorder NOS 2 (0.2} 2 (0.1 4 (0.1
Periphezral vasoconstriction, necrosis and vascular 1nsufficlency 3 (e.2) 2 (0.1) 5 (g.n)
Interntttent claudication 2 {(0.2) 1 (6.0) 3 (0.1)
Peripharal ischaewmia 1 {a.1 1 {9.9} 2 {0.0)
varicose veins non-Jite speciriic 1 (0.1} 0 1 {Q.0y
Varicoge velns NOS 1 (0.1} [ 1 (6.0}
Nou-s1té specific vascular disordera NEC 1 {0.1} 1 (0.0) 2 (0.0)
Vascukar digordger NOS 1 (0.1) o 1 (g.0r
¥agcular paewdoaneurysn 0 1 (0.0) 1 (0.0}
Vasculitides NEC 0 1 (0.0 1 (9.0)
Vasculitis NOS 0 1 (0.0} 1 (0.0}
Pnlebitis NBC 2 (0.2) o 2 (0.0
Phlabitis superficilal 2 (0.2} o 2 (0.0)
8ite specific ndecrosls and vadcular lnauffiglency NEC T (0.1} 1 (0.4} 2 {(0.m
Aorto-1113c arterial stenosis 0 1 (o.0) 1 (.0
Tiiac artery stenosis 1 (0.1 0 1 (9.0
Lymphoadamag 1 (e.1} a 1 (0.0)
Lymphcedena NOS 1 (0.1 ¢ 1 (a.9)
Vascular hypatensive dtsordars 0 2 {0.1) 2 [e.0)
orthostatic hypotensiom @ 2 (0.1} 2 (0.0}

Program: RMpP .E38IGGIY.SASPGH(SFCT129) Input: RNP.SAS.HISH.NCGGIYSC{EVENTS) Output « FMP.H3IS0.GATY.FINAL(ART12S}
* TPrequencles are analyzad uging a ¥isher's Exact test.
XAES80021 MEDDRA VERSION: 6.0
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Clinically Significant Adverse Events (12.3.3)

12.3.3.1. Adverse Events Leading to Discontinuation

Table GGJY.12.9 is divided into three parts to summarize: 1) patients who completed the
protocol but had an adverse event, 2) patients who discontinued due to an adverse event, and 3)
deaths, in the order of decreasing frequency. Section 12.3.1 provides further information
regarding deaths during Study GGJY. - o

Discontinuations due to an adverse event were similar between the two treatment groups

(31 patients [2.4%] in the placebo group and 53 patients [1.9%] in the raloxifene group;
p=0.336). Also, therc were no statistically significant between-group differences for any adverse
event leading to discontinuation. The most common adverse events that lead to discontinuation
for both groups were “dementia of the Alzheimer’s type NOS” (6 patients), “death NOS” (6
patients), “dementia NOS” (5 patients), “memory impairment” (4 patients), “myocardial
infarction” (4 patients), and “respiratory failure” (4 patients).

Table GGJY.12.9. Summary of Adverse Events Leading to Discontinuation by Preferred
Term during Study GGJY (All Patients Enrolled in Study GGJY)

Raason for Discomt.: Patient completed the protocol, but had an adverse event

PLACEHO ELX060 Total p-value*
{Ra1206) (H=2725) (K+4011)
Preferred Yerm n (% n (%) o (%)
PATIENTS DISCORTINUED 2 {0.2) 5 {0.2) 7T (0.2) 943
Breast cancer invaeive NOS 1 (Q.1) 1 {0.0) 2 (0.0)
Deep veiln thrombosis 9 2 (0.1} 2 to.9)
Breast cancer KOS ° 1 (2.0} i (0.0}
Pemantia ¥OS 0 1 (o.0) 1 (0.0}
Plushing 1 (0.1) ] 1 ¢o.0)

80URCR I8 RMP . HASP . SASMACRO (ARSIA) AROOL 000

DATA FROM XMP.SAS.HISK.MCGAJYSC.RINAL

* Frequencies are amalyzed using a Chi-Square teat.
XARS0003 MEDDRA VERSION: 6.0

740
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Reason for Discout.: Adverse avent

Prefarred Term

PATIRNTE DISCONTINUED
Denentia of the Xlznaimer's type Nos
Demantia NOS
MNemary impairment
Cerebrovascular accident
uugcle cramp
Sreast camcer invisive NO&
areast cancer stage XI
Ischaemia stroke NOS
Localiaad cetecarthritis .
Lung cancer stuge unspacified f{excl metastatic tumours tc Iung)
Macular degeseration
Major deprasaive Gisordar NOS
Pancreatic carcincma KOS
Senile Gamentia ¥O3
8pinal fructure A0S
Tramsient lschaemia attack
Acute myocardial infarction
Amyotrophic lateral aclercaie
Augina pectoris
Arzhytimia WOS
Arthralgta
Asthenta
Asthima NOS
Aack pain
irain neoplasm KOS

SOURCE X8 iNP.E19P.SASMACRO(AR33A) APOOX 000

DATA FROM RNMP.SAY.HISM .NOIGIYSC.FINAL

* FErequencies are analyied using a Cht-Sqeare test.
XAE30003 NEDDRA VERSION: 6.0

Reason for Discont.: Adverse event

Preferred Teru
Breast cancer in sttu

ireast cancer NOS

Bronchiat carcinoma

Cerebral aisoxrder

Cerebrdl haencrrhige

Cerabral infarction

Carebral thrombogis NOS

Chronic obstructive alrways diseasa

Colom cancar atags III

Cough

Diffuge lrarge B-cell lymphoma MOS8

Dyepepsia

Fmphyaema

Racial paray

Famir fracture

Lelomyosarconn NOS

Lung cidrcinona cell type ungpecifled recurrean
Mastectomy K08 .-

Mental status changes

Megentaric artery embolisn

Haetagtases to bone

Matastatic neoplaan NOS, primary site unkmown
Misculoskeletal patn )

Oasophagaeal carcinoma NOS

Parxingon's disease NOS

Parxinsontam

SOURCE IS NMP.H3SP.SASMACRO (AES3A) AFOOL1 000

DATA FROM RNP.SAS.HI3X.MOGQJIYSC.FIKAL

* Prequencies are analyzed using 4 Chi-Square tast.
KARS0002 ¥RDDBA VERSION: 6.0

741

PLACERO
{R«1286)

n

31

DOoODHODOOOMMOONNOMNOMONMMNMNOMENN

(%}

{i.4)
(0.2}
{6.2)
(L. %3]

(0.2}
(a.1)

te.1)
(a.1)
t0.2)
(0.1)

(0.1}
(0.1}

(9.1}

PLACERO
(R=1286)

n

OHOOFMMHOMOMODHMHMRMOONOMMOWMA

(%)

£0.1)
{0.1)

(0.1)
{0.1)

£0.1)
(0.1)
€0.1)
{0.1)
{0.X}
£0.1)
{0.1})
§0.1)
{0.1)

£0.1)

RLXUEC
{Kw1728)

n

53

-

Prbt bt QM MM QM NNMO N MMM N MM W

{%)

€2.99
(0.1)
(0.24
(a.1)
(0.1)
(0.9)
{0.0)
f0.1}
(0.a}
~go.1}
(0.0}
(0.1}

{a.a9)
(0.1}
ta.1y
to.0)

tg.q)
{a.0)
(0.9)
(a.0}

€0.0)
(0.0}
(9.0}

BRLX060
{H«2T725}

a

(%)

{0.0}

{0.0)
(0.0}

(0.0)
{0.0)

{0.0)
£0.0})
{0.90)
(0.0}

(0.0)

Tatal

{But011)

8

(%)

“"
§

bt ok b MMM R M M NN N NN R NN WWE SRR

Totax

(2.1
(0.1}
{a.1)
{e.1j
(9.1}
t0.1}
{a.0)
0.a
{9.90§

{0

(0.8}
(o.0)
(0.0)
(0.9
(9.0}
(0.0}
{0.0}
(0.9
{2.0)
(0.0)
(0.9)
(a.90)
(0.q}
{0.9)
(0.0}
(0.0}

{K«4011)

e R S e ol N I N N S VI S VR Oy PR ORI N

%)

p-vaiue*

«33€
947
704

p-Value*
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leascn for Discont.: Adverse avent:

Preferred Terd

&enal cell carcxnma stage nnapqcxned
Retinal artery embolism

Retinal vain thromhosis

Retinitis pigeentosa

8pindl compression rracture

Tibia fracture

SOURCE IS m.msr.ﬂmcxo(msn) AFOQl go0

DATA FROE REF.SAY.HISE . NOIGITAC. PINAL

* Frequencies are sneiyxed using a Chi-Bquare teat.
XAES0403 EEDOEA VERSION: 6.0

Reascn for Discont.: Daath

Freferred Tem

PATIRNTS DISCGHTINUXD
Death NoS
Myocardial jofarction
Respiratory faillure

Sudgen death

Carqilac arrest

Cardiac failure KOS
Cardio-reapiratory arrest
Peatnh unexplained
Haemorrhagic stroke

Lung cancer matastatic
Pancreatitis Nog
legpiratory arresat

Acute lymphocytic leukaemia
Anyotrophtc Isteral sclaerosis
Anglosarcoma NOg

knoxic encephalopathy
Rortic aneurysm

Bone peoplasn NOJ

Cerebiral artery thrombosia
Cerebral infarcticn
Cerebravascular accident
Chronic myeloid leuKaeamia
Colon: cancer NOS
Disbetic coma KOS
Tlectromechanical disgociation

SOURCE IS8 RMP.H3ISP . SASMACRO (ARSIR) APOOl 0QO

DATA FROM ID¥P.gAS.HISM.MOGGIYSC.FINAL

* Frequenciea are analyzed using a Chi-square tast.
Y¥AZ30003 NEDDRA VERESICH: 6.0

PLACERG
(Rel2d6) .
o (%)

PLACERO
(Hw1286)

a

(%)

vy w

OOPPOQOHOOHO#ONOMOONHMNHM

{2.3)
(0.2

(0.1}
(0.1)

HEOQMHHMROKMMOHONONMMHNNOMNNMW

BLXOSO
{Re2725)

o (%)

o
b4
X
1
X
X

n

L)
~

(0.0)
(0.0}
{o.0)
(0.0}
(0.0}

RLXQ§g
{M=2725}

(%)

(.7
(6.1)
(0.1
{0.3)
(0.1)
to.0)

(Q.1)
{0.1)
(0.0}
(0.1}

(0.1)
{0.0)

{0.0)
(0.0)

{0.0)
(0.0)
(0.0)

(0.0)
{0.0)

Total

{Ra4011)

n

LA N

Total

(L1}

(0.09
0. 04
0.0

TS

¢a.o}
(0.

(H=4011}

o

(%)

76
€

HHERMR SRR R B SLMNRMNNNNNG &S

(1.9}
{0.1)
{a.1}
(0.1)
(0.1
(0.0}
{a.0)
$0.0y
(0.0)
{0.0)
13}
(6.0
(0.0)
(0.0)
(0.0
€0.0}
€0.0)
(0.0)
(0.0)
(0.0)
{c.0)
€0.0)
(0.0)
€0.0)
(0.0)
(0.0}

p-Value*

p-Valua*

280
<346
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Reason for Discont.: Daath

PLACERQ RLEGSQ Tatal p-Value¢

{Rul28€} . ° (R«2725) {Fn4011)
Prefarred Term o (%) (%) a  {%}
Gastria cancer HOS§ . ] 1 (0.0} i (9.0

tinal tract s 1 (0.1} a 1 (0.9}
Bepatic cancer mataatatic g 1 {0.0) 1 {0.%)
Rapatic encephalopathy ] X {¢.0j 1 (0.0%
Eypotharuta Q 1 {0.qi 1 to.a
Intaestingl infarcticn ] 1 {0.0) 1 {(0.0)
Intaestinal perforation NOS a 1 (0.0) 1 {0.0)
Intracranigl haemorrhage KOS q 1 {0.00 1 (0.4}
Lip and/for oral cavity cancer NOS 1 (0.1} I X ¢0.0) _
Lung cancer stege unspecified {(excl metastatic tumours to lung) 1 (0.1 -] 1 ta.9)
lung squamous cell cercinoma atauge IV 1 {(a.1) Q 1 (o.oy
Lywphomd NOS Q T {0.q} 1 (0.0}
Matastases to lymph nodes 1 {0.1} (-] 1 (0.0}
Matastatic necplasn ROS, prinary site unkmown (] 3 (e.q) 1 (6.®
Nsuroendocorine caroinand ] X {9.0) 1 (0.9
Oesophageal adenccarcincma KOS 1 (e.1) Q 1 (0.4
ovarian cincer NOg a T (0.0 1 {6.0)
Pancreatic carcinoma KOS 1 to.%) Q 1 {o.®
Paneumnnia aspiration X (0.1) a 1 (0.0)
Poeumnia NOS Q0 X (0.0} 1 (6.}
Pulmonary embolism [] 1 {a.0) 1 (0.9)
Iectal cancer metastatic Q 1T {(0.9) 1 (0.9)
Eectal cancer ¥og Q 1 (0.0} 1 {9.00
Rectosignoid cancer NOS 1 (0.1} ] 1 (0.0
Renal cancer metastatic 1 (o.x1) ] 1 t9.9)
fuptured cerebral aneurysn o 1 {0.0) 1 (0.@)
SOURCE I8 LNP.HISP.SASMACRO (ARS3IA) ARGOL 000
DATA VECK RMP.SAS.HISE.NOSGIYSC.FPINAL
* ¥Frequencies are analyred uging a Chi-Square teat.
XARS00032 ¥XDDBA VERSION: 6.0
leason for Discont.s Death
PLACERO RLXO€Q Tatat p-~Value+*

{H+1286) {H-2725) {H=4011})
Pretferred Term n (%) o (%) o (%)
8apais NOS [} 1 t0.0) 1 (0.0)
8mall i{ntestine carcinomz matastatic 1 (e.1) 0 1 (0.0}
Subduril haematoma 0 1 (0.0} 1 {0.0)
Throat cancer KOS [} 1 (0.0) 1 (9.0}

SOURCR IS RMP.HISP.SASMACRO (AES3A) APOO1 800

DATA FROM 2MP.SAS.HISH.MOGGIYSC.PINAL

¢ Frequanciesa are analyzed using a Chi-square taat.
XAE80003 NEDDRA VERSIOR: 6.0

12.3.3.2. Adverse Events of Interest from Prior Experience

Several adverse events were identified as adverse events of interest from prior data obtained in
Study GGGK. These include endometrial cancer, ovarian cancer, and VTE.

Endometrial cancer and VTEs were both solicited during Study GGJY. The incidence of these:
events in the Study GGJY cohort is reported for two periods of observations:

1) During Study GGJY (see Table GGJY.12.10), and

2) From Study GGGK baseline through Study GGJY termination (see Table GGJY.12.11).

Table GGJY.14.27 is a listing of endometrial and ovarian cancers and Table GGJY14.28 is a
listing of VTESs for all Study GGJY patients who reported one of these events at any time from
the end of their participation in Study GGGK through the end of Study GGJY.

Section 14.3.3 presents these patient narratives.
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12.3.3.2.1. Endometrial Cancer

Endometrial cancer was assessed only in patients with an intact uterus at baseline (3146 patienfs
at Study GGJY baseline and 3193 patients at Study GGGK baseline).

Seven cases (0.3% of placebo-treated patients and 0.2% of raloxifene-treated patients) of
endometrial cancer were reported during Study GGJY. When the Study GGJY cohort is observed
from Study GGGK baseline through Study GGJY termination, 14 cases (0.4%-of placebo-treated
patients and 0.3% of raloxifene-treated patients) were reported. For both observation periods,
there was a non statistically significant reduction in the relative risk of endometrial cancer among
raloxifene patients compared with placebo patients.

These data are consistent with the findings in Study GGGK (relative risk = 0.81; 95% CI [0.27,
2.47]; see Study H3S-MC-GGGK 4-Year Study Report) and support the safety of raloxifene in
the endometrium during long-term administration.

12.3.3.2.2. Ovarian Cancer

Ovarian cancer was reported in 4 patients during Study GGJY. When the Study GGJY cohort
was observed from Study GGGK baseline through Study GGJY termination, 5 cases of ovarian
cancer were reported. For both observation periods, there was a non-statistically significant
reduction in the relative risk of ovarian cancer among raloxifene patients compared with placebo
patients. These data are consistent with the findings in Study GGGK, during which there were 6
reported cases of ovarian cancer in the placebo group and 6 cases in the pooled raloxifene group
(p=0.223; see Study H3SMC- GGGK 4-Year Study Report). :

12.3.3.2.3. Venous Thromboembolism Events
Venous thromboembolism (VTE) was defined as follows:

1) Any acute venous thrombosis (clot) involving a deep peripheral vein (commonly known as
deep vein thrombosis [DVT])

2) Acute pulmonary embolism (PE)

3) Other acute serious vein thromboses, including mesenteric and intracerebral vein thromboses
(of these "other" thromboses, only retinal vein thrombosis [RVT] was actually reported).

All reported cases of DVT, PE, and other serious vein thromboses were included in the primary
analyses without regard to likelihood of diagnostic accuracy, presence of known risk factor(s)
preceding the event (that is, non idiopathic included), or likelihood of causal relationship to study
drug. Excluded from this analysis are superficial vein thromboses and arterial thromboses. Table
GGJY.14.28 lists all patients who experienced a VTE after Study GGGK termination.

Venous thrombotic events (VTE), including deep vein thromboses, pulmonary embolism, and
retinal vein thrombosis, were solicited events in Study GGJY. Any probable VTE was coded as
an event, regardless of documentation to support a diagnosis or whether an investigator deemed
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the event related to study drug. All VTEs were éonsidered serious adverse events (SAEs) by the
sponsor, regardless of the investigator’s designation.

Although additional clinical information was not collected as part of Study GGJY, through the
sponsor’s safety surveillance process, the investigative site was asked to provide documentation
to support the diagnosis of VTE (for example, Doppler studies or pulmonary angiogram). In
addition, in most cases, additional information on the clinical history was provided. The clinical
information on each event is described in the one page patient summaries (see Section 14.3.3).

- Each of these cases was reviewed internally by an unblinded physician; the findings are '
summarized in the following text.

A VTE event was reported in 28 patients during Study GGJY (Table GGJY.12. 10).

When the Study GGJY cohort was observed from Study GGGK baseline through Study

GGJY termination, 62 patients had a VTE event (Table GGJY.12.11); 10 of these patients (12
events) occurred during the time interval between Study GGGK termination and Study GGJY
enrollment when patients were not receiving study drug. There were no statistically significant
between-group differences for VTEs overall or for any specific category of VIE (DVT, PE, or
RVT) during either observation period. However, numerical increases in the raloxifene group
compared with the placebo group were seen for VTEs overall and for each category during both
observation periods.

To determine whether resuming raloxifene therapy in Study GGJY resulted in an increased VTE
risk similar to that seen during the first 4 months of Study GGGK, VTE events were categorized
by visit (corresponding approximately to yearly intervals; see Table GGJY.12. 12). Note that
events that occurred during Visits 2 and 3 are combined due to the short duration of time
between Visits 1 and 2 and the fact that approximately half of Study GGJY patients did not have
a Visit 2'(see Section 9.1); the combined Visit 2/3 period represents approximately the first 12 to
18 months of exposure in Study GGJY.

The event rates for each time interval were too small, especially in the placebo group, to allow
meaningful risk ratios to be calculated. ‘

Figure GGJY.12.1 depicts VTE event rates as the number of women experiencing a VTE in the
visit per 1000 women on study (with Visits 2 and 3 combined), with reference lines designating
+ 2 standard deviations for each therapy-group.

From the graph, the average event rate per visit is 3.0 events per 1000 women for raloxifene-
treated patients and 1.6 events per 1000 women for placebo-treated patients. For both placebo-
and raloxifene-treated patients, all observations are within 2 standard deviations of their
respective mean and are consistent with each other across all visits.

Additionally, the day of each VTE event that occurred in Study GGJY relative to enrollment in

Study GGJY (using the Visit | date as the enrollment date) were calculated, and no VTE was
reported during the first 4 months of study drug (see Table GGJY.14.29).
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(In [Table GGJY.14.29], a negative number for the relative date of therapy onset represents a
VTE that occurred before Study GGJY baseline, when patients were not receiving study drug.)

Thus, the available data from Study GGJY do not indicate that the highest risk for VTE occurs
during the first 4 months after resuming therapy, such as was seen upon therapy initiation in
Study GGGK.

In conclusion, raloxifene therapy confers a small but clinically important excess risk of VTE.
VTE data from Study GGJY do not alter the previously known effects of raloxifene on the
incidence rate of these events. Also, while somewhat limited, Study GGJY data do not indicate a
peak in VTE risk during the first 4 months of re-challenging a patient with raloxifene therapy.

12.3.3.2.3.1. Description of VTE Cases

Twenty-eight patients experienced 34 VTE events after study drug was resumed in Study GGJY.

An additional 10 patients experienced a VTE prior to study drug resumption-in Study GGJY: that
is, during the interval between Study GGGK termination and Study GGJY baseline. Six patients
who received study drug'in Study GGJY experienced more than one VTE event (for example, a
DVT and PE). The following information provides a brief summary of the cases by visit.

Visit 1: [n total, 10 patients (3 placebo-treated patients and 7 raloxifene-treated patients)
experienced a VTE during the interval between Study GGGK termination and Study GGJY
baseline. Due to the timing of these events, none of the patients was receiving study drug at this
time. Two patients experienced a combined DVT and PE event. Of these 10 patients, 2 were
already accounted for and included in the Study GGGK VTE analyses (Patient 850-7091 and
Patient 058 5384; see Study H3SMC-GGGK 4-Year Study Report).

Visit 2: No VTE events were reported.

Visit 3: In total, 11 patients (0 placebo-treated patients and 11 raloxifene-treated patients)
experienced a VTE. Study drug had not been dispensed to 3 of these patients for at least 58 days
prior to their event; of these 3 patients, 1 patient was immobilized at the time of her reported
event (ankle fracture) and 1 patient had a past medical history of VTE. An additional 2 patients
were immobilized at the time of the event (1 patient was bedridden and 1 patient was in the post-
operative recovery phase from a laminectomy).

For the remaining 6 patients, no precipitating conditions were noted at the time of the VTE
report.

Visit 4: In total, 9 patients (4 placebo-treated patients and 5 raloxifene-treated patients)
experienced a VTE. One of these patients (in the placebo group) had never resumed study drug
in Study GGJY due to the use of open-label hormone replacement therapy.

Two patients (1 in each treatment group) had experienced a VTE earlier in the study (at Visits 1
or 3) and had not received study drug since the prior VTE. One patient (in the placebo group)
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experienced her event following immobilization (hemiparesis following prolonged
hospitalization for bilateral carotid endarterectomy) and had been off study drug for 48 days. For
the remaining 5 patients (1 placebo-treated patient and 4 raloxifene-treated patients), no
precipitating conditions were noted at the time of the VTE report.

Visit 5: In total, 9 patients (1 placebo-treated patient and 8 raloxifene-treated patients)
experienced a VTE. Three of these patients (all in the raloxifene group) had been off study drug
> 58 days prior to their event, with 2 patients receiving chemotherapy for metastatic cancer and
the 3rd patient being immobilized due to ankle fracture. Additional 2 patients (1 patient in each
treatment group) had experienced immobilization at the time of the report due to hip fracture or
femoral-popliteal bypass surgery. For the remaining 4 patients (all in the raloxifene group), no
precipitating conditions were noted at the time of the VTE report. One of these patients died of a
massive pulmonary embolism (raloxifene Patient 742-3887).

In summary, while it is clear that raloxifene is associated with an increased risk of VTE, review
of individual cases reveals several important features. Notably, several of the VTE cases
occurred in patients who were either not on study drug in Study GGJY, or who had discontinued
several months prior to the event. Many of the cases had secondary conditions or risk factors,
such as prolonged immobilization, hospitalization, surgery, or fracture. This finding reinforces
the importance of discontinuing raloxifene therapy when these conditions arise. In conclusion,
the increased risk of VTE associated with raloxifene does not appear to differ from that
previously reported in Study GGGK (Study H3S-MC-GGGK 4-Year Study Report).
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Table GGJY.12.10. Adverse Events of Intereét during Study GGJY (All Patients Enrolled
in Study GGJY)

PLACERD -RMaxox

/N (%) n/K {%) Zelative H1ak(95% CI) P -VALURE
Eodomatrial cencer* 3/100@ (0.30) 4/2139 (0.19) 0.63{0.14, 2.00) 8.687
Ovartan cancect*® 271286 {0.16} 2/avas {e.02) 0.47{0.07, 31.38} a.557
Venous thromdoambollsm §/1286 (0.19) 23/2715 (0.14) 2.17(0.93, S§.70} 0.153
lleap vein thrombophlebliis §71284 (0.39) 17/2725 (0.62} 1.60¢0.59, £.34} q.492
Pelmonary emboXism 0/1286 (0.00) 9/271% (.33} 77 S - 0065 —
Ratinal vein thrambosis a/13e6 (0.00) 2/2715 (0.07} .77 3 1.000
A1l events of interast 10/128€ (0.78) 28/2715 (1.03) 1.32¢0.64, 2.71) C.490

¢ Exoludes hysterectanpized patiente at basalins. .

*¢ Ovarian cancar wus not a solicited adversa event. All others were sclicited at each vistit.

# P-value from Pisher axmct test

Abbreviaticna: CORE-Coutimiing Outcomes Relevant to Rvistay Raloxwralcxifenay Cleconfidence inteérval.

Program: EMP.HISSGGIY.RASPON (SPCTLIL1} OUTPUT: HEMP.EI80.GGJY.FINAL(ART1211)
PLACIEO Ralox N
o/ (%) /N {%) Relative Riax(95% CI) P-VALURS
Bndometrial cancer* 4/1026 (0.19) T/2167 (0.32} 0.83(0.24, 2.62) Q.753
Ovarfan cancer 271296 {0.16) 3/272§ {0.1L) 0.71(0.12, £.21) 0.688
Vanous thromboembal Lam 18/1286 (1.17) 47/2725 (1.72) 1.48(0.93, 2.63) 0.217
Deep veiln thrombophlebitis 11/1286 {0.04) 11/2718 (1.14) 1.33{0.67, 2.64) 0.507
Pulncnary embolism 3/1286 (0.231) 1772715 (0.62) 2.67(0.79, 9.11) 0.147
Ratinal vein thuxrauboais 271286 (0.1¢) 6/1729 (Q.21) 1.42(0.29, 7.00) 1.000
A1l evants of interast 21/1286 (1.63) S8/1725 (2.0%) 1.24(0.75, 2.03) 0.487

* Excludes hysterectamized patients at baseline.
§ P-value from Pleher exact test

Abbraviations: CI.confidence intervaly CORE-Contimiing Outcomd Relavant to Bvistay XORE.Multipla Outcomas Of Raloxtfene Evaluations
Ralox-raloxifens.

Program: RNDP.H19SGGTY.SASPGH (SFCI12137) OUTFUT: TMP.H180.GGJY.PIRAL{ARTIZ12)

Table GGJY.12.12. By-Visit Summary of Patients with VTE Events during Study GGJY (All
4011 Study GGJY Patients)

Eveat Visit 1& Visit 2¢ Visit 3 Visit 4 Visit 3
Phe Rk Pbo Rk Pbo Rk Pho Rix Poo Rix
o=1286 | 0=2725 | =648 | n=1363 | n=1281 | 0=2688 | n=1225 | n=2572 | o=1160 | s=2413

VIE 3 7 0 0 0 i1 4 5 1 8

DVT 3 2 [ 0 0 8 4 3 i 6

PE 1 4 0 0 0 2 0 3 0 4

RVT 0 2 0 0 0 2 0 0 0 0
Abbreviations: DVT = deep vein thrombosis; n = number; Pbo = placebo; PE = pul y entbolismg; Rix = raloxifene hydrochleride 60 mg/day, RVT = retinal

wein thrombosis; VTE = venous firomboembolism.

A patiest msay be counted at more than one Visit.

b Visit | events occurred during the fime interval afier Study GGGK termination 2nd priot to Study GGIY enrcllment, when patients were not receiving study
drug.

¢ Visit ) was timed to camespond to the 3-year anniversary of enrollment in Study GGGE, respectively. If the date a paiient enrolled in Stady GGIY (Visit 1)
was sufficiently near the S-year anniversary of their enrollment in Study GGGK, the patient would not have a Visit 2 iu Study GGJY. Approximately balf of
the Study GGIY patients did pot have a Visit 2.
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Figure GGJY.12.1. VTEs since the end of participation in Study GGGK.
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12.3.3.3. Uterine Safety

In the Study GGJY cohort from Study GGGK baseline through Study GGJY termination,
“uterine neoplasms”, “reproductive tract disorders NEC (excluding neoplasms)”, and “uterine
polyp NOS”, were all statistically significantly increased in the raloxifene group compared with
the placebo group. Similar results were observed during Study GGGK, in which a prospective
uterine surveillance plan was in place. These events were not prospectively surveyed in Study
GGJY, and no increase in raloxifene-treated patients was detected. To summarize, there was no
statistically significant increase in the raloxifene group in benign uterine findings during Study
GGJY, and the increased reporting of these events seen in the Study GGJY cohort from Study
GGGK baseline through Study GGJY termination is probably reflective of findings in Study

GGGK during uterine surveillance.

Importantly, no increase in any malignancy of the female reproductive tract was increased in
either Study GGGK or Study GGJY (see also Section 12.3.3.2.1 and Section 12.3.3.2.2).

12.3.3.3.1. Uterine Disorder and Endometrial Fluid

During Study GGGK, statistically significantly more patients in the raloxifene group reported
“endometrial disorder” compared with the placebo group. Further investigation of this term
revealed that the most commonly reported actual term comprising endometrial disorder was
endometrial fluid diagnosed during the prospectively-defined transvaginal ultrasounds in Study
GGGK. No endometrial carcinomas were reported among the cases of endometrial fluid, and
there were no clinical symptoms related to the presence of endometrial fluid (specifically, there
was no evidence that patients with reported endometrial fluid experienced vaginal discharge or
urinary loss more frequently than the rest of the patient population in any of the three treatment
groups). For the Study GGJY cohort observed from Study GGGK baseline through Study GGJY
termination, no increase in endometrial disorder was observed; however, the incidence of the
related term “uterine disorder NOS™ was statistically significantly increased among raloxifene
patients compared with placebo patients. Both “endometrial disorder” and “uterine disorder
NOS” are preferred terms that are categorized under the same high-level term, “uterine disorders
NEC”. ’

The incidence of “uterine disorder” was significantly increased at both the 36-month and
48-month visits of Study GGGK for both raloxifene doses (60 and 120 mg/day).

However, the most common actual term for uterine disorder was “endometrial fluid”, which was
detected during routine uterine monitoring during the study and is considered a minor adverse
effect of raloxifene therapy. The increase in endometrial fluid was not associated with discharge
as observed with tamoxifen (Fisher et al. 1998). Given that there is no MedDRA term for
endometrial fluid, an extensive search of actual terms was conducted to identify these cases in
Study GGJY. Only three cases of endometrial fluid (1 patient in the placebo group and 2 patients
in the raloxifene group) were identified. )
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Study GGJY more accurately reflects the true clinical setting in which uterine investigation is the
result of a gynecologic event such as vaginal bleeding and is not done as routine monitoring.
Thus, the endometrial fluid findings of Study GGGK probably detected as a result of i mtensnve
uterme surveillance during the study. ~

12.3.3.4. Flushing

Although flushing, or hot flushes, was not increased among raloxifene users during Study GGJY,
it is still considered to be one of the few adverse events associated with raloxifene therapy. In
Study GGGK, flushing was a common (315 patients [11.6%)] of 7705 patients) and statistically
significantly increased event among raloxifene patients; however, it was neither common (41
patients [1.0%] of 4011 patients) nor statistically significantly increased in raloxifene patients
during Study GGJY. When the Study GGJY cohort was analyzed from Study GGGK baseline
through Study GGJY termination, the event was again common (431 patients [10.7%] of 4011
patients) and statistically significantly greater in the raloxifene group compared with the placebo
group. Thus, data from both Study GGGK and Study GGJY support that the increased risk of
flushing due to raloxifene therapy occurs early in the treatment regimen (typically within the first

~ 6 months of therapy).

12.3.3.5. Muscle Cramps

Although reporting of muscle cramps was not statistically significantly increased during Study
GGJY, it is still considered to be one of the few adverse events associated with raloxifene
therapy. The increased reporting of muscle cramps in raloxifene patients during Study GGGK
was most pronounced during the first 2 years of therapy and diminished thereafter. Compared
with placebo, patients on raloxifene continuing into the 3rd and 4th years of Study GGGK did
not have a statistically significantly increased incidence of leg cramps de novo. The increase in
muscle cramps was also observed in the Study GGJY cohort from Study GGGK baseline through
Study GGJY termination.

Compared with placebo, patients on raloxifene continuing into the 3rd and 4th years of the study
did not have a statistically significantly increased incidence of leg cramps de novo. A mechanism
for raloxifene-associated muscle cramps is not known (that is, they appear to be of the idiopathic
variety and do not appear to be caused by muscle damage, hypocalcemia, or vascular
insufficiency). However, data from both Study GGGK and Study GGJY support that they are -
only relevant relatively early during the faloxifene treatment regimen.

12.3.3.6. Depression

The preferred term “depression” was reported more frequently in raloxifene patients than in
placebo patients during Study GGJY (p=0.015) (see Section 12.2.2.1 and Table GGJY.12.4).
Depression was not a solicited adverse event during this study, and no supporting documentation
was obtained by the sites to allow for validation of depression events.

Several preferred terms can be used to indicate a diagnosis of depression, including “major
depressive disorder NOS”, “dysthymic disorder”, and “depressed mood”. One of these events,
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“depressed mood”, was statistically significantly lower among raloxifene treated patients. In
addition, there are several clinical manifestations that may have been reported as an adverse
event due to an underlying depression (for example, idiopathic pain, sleep disorders, difficulty
concentrating, etcetera). Because many adverse events could have been, but were not necessarily,

_ used to describe depression, it is not possible to accurately analyze the effect of raloxifene on

depression using the unsolicited adverse event data.

A lack of a raloxifene effect on depression is further emphasized by other Study GGJY data. One
high-level term, “mood alterations with depressive symptoms”, was statistically significantly
lower among raloxifene patients in Study GGJY (p=0.038; Table GGJY.12.5) and for the period
from Study GGGK baseline through Study GGJY termination (p=0.045; Table GGJY.14.22).
Also, a preferred term under the high-level term “depressed mood” was statistically significantly
decreased in raloxifene-treated patients compared with placebo-treated patients in the Study
GGIJY cohort observed from Study GGGK baseline through Study GGJY termination (p=0.035)
(see Table GGJY.12.6). Neither of these events was common and is probably not indicative of a
treatment effect of raloxifene on depression.

The finding of increased depression among raloxifene users in Study GGJY is inconsistent with
prospectively collected data from Study GGGK and other smaller raloxifene studies. As assessed
by the Affective Rating Scale in Study GGGK, patients who received either raloxifene 60 or 120
mg/day were similar to placebo patients with regard to depressive symptoms after 3 years of
treatment (Study H3S-MC-GGJY 3-Year Study Report). A small study (N=36) of non-depressed
postmenopausal women also showed no difference between raloxifene and placebo after 3 and
12 months of treatment using the Hamilton Depression Rating Scale (Jarkova et al. 2002).
Similarly, a Phase 2 study of postmenopausal women with osteoporosis (N=143) evaluated mood
endpoints using the Geriatric Depression Scale and found no difference between raloxifene 60-
or 120-mg/day and placebo at any timepoint tested (1, 6, and 12 months) (Nickelsen et al. 1998).

In conclusion, depression was not prospectively assessed in Study GGJY, and the reporting of
depression as a single preferred term is not a reliable indicator of a treatment effect of raloxifene.
Likewise, the presence of other depression-related terms that favored raloxifene is not sufficient
to conclude a protective effect. Previous studies have investigated the effects of raloxifene on
mood and all have concluded a neutral effect of raloxifene with respect to depressive symptoms.

12.3.3.7. Cardiovascular (Coronary and Cerebrovascular) Events

Coronary heart disease and cerebrovascular events, in particular myocardial infarction

(MlI) and stroke, have been associated with the use of hormone therapy in clinical trials such as
the Heart and Estrogen/Progestin Replacement Study (HERS; Hulley et al. 1998) and the
Women’s Health Initiative (WHI; Rossouw et al. 2002).

Cerebrovascular events were also increased with tamoxifen treatment in the Breast Cancer
Prevention Trial, although this increase did not reach statistical significance (Fisher et al. 1998).
Because of the results from these studies, the unsolicited cardiovascular events during Study
GGJY were further evaluated, despite the lack of statistical significance.
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There were no statistically significant increases between treatment groups for either MI or
cerebrovascular accident (stroke) during Study GGJY. However, the numeric increases in the
raloxifene group compared with the placebo group for these events, in concert with the known
effects of estrogen on risk of cardiovascular events, warrant further investigation.

12.3.3.7.1. Assessment of Cardiovascular Events

There are several important limitations to the cardiovascular (CV) safety data collected in
Study GGJY. Unlike Study GGGK, CV events were not solicited in Study GGJY and no .
additional clinical information was specifically collected to properly ascertain that an event had
occurred.

Another limitation concerns the investigator’s assessment of a CV event as serious. Investigators
were asked to evaluate each TEAE as serious according to the following criteria: death,
disability, hospitalization, cancer, or other reason for serious. Many of the CV events in Studies
GGGK and GGJY, for example, 42% of the MI events and 27% of the stroke events, did not
meet the criteria for being serious, and as such, no additional data were received by Lilly
pharmacovigilance on these cases. In addition, lipid-lowering medication use was higher in the
placebo group than the raloxifene group at Study GGJY baseline.

The cardiovascular data are further complicated due to significant differences in baseline CV risk
factors between the patients who enrolled in Study GGJY and those who chose not to enroll.
Tables GGJY.14.13 and GGJY.14.14 compare multiple baseline characteristics that are relevant
to CV risk between the two populations. To summarize the demographic differences, the patients
who did not enter Study GGJY were more often diabetic and were more likely to take CV
medications (including lipid-lowering agents, anti-hypertensives; B blocking agents, diuretics,
and aspirin). This point is further illustrated in Figures GGJY.12.2 and GGJY.12.3, which show
the incidence rates of MI and stroke in the two populations. The rates of MI and stroke are
significantly higher (1.9-fold, p<0.001 for MI and 2.7-fold, p<0.001 for stroke) among patients
who chose not to enter Study GGJY compared with patients who did enroll.
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Figure GGJY.12.2. Incidence of myocardial infarction in the Study GGJY cohort from
Study GGGK baseline through Study GGJY termination.
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Figure GGJY.12.3. Incidence of stroke in the Study GGJY cohort from Study GGGK
baseline through Study GGJY termination.
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12.3.3.7.2. Serious and Non-serious Myoéardial Infarction Events

In Study GGJY, the MedDRA preferred term “myocardial infarction” was reported as a TEAE in
5 patients (0.4%) in the placebo group compared with 20 patients (0.7%) in the raloxifene group
(p=0.282; see Table GGJY.14.21). Myocardial infarction falls under the high-level term
“ischemic coronary artery disorders™, which was a common (2.8%) TEAE in Study GGJY (30
patients [2.3%)] in the placebo group and 81 patients [3. O%] in the raloxifene group, p=0.302; see

‘Table GGJY.14.21 or Table GGJY.12.5). -

Although “myocardial infarction” is a specific term in the MedDRA dictionary, various other
terms are available and may have been used by investigators to indicate myocardial infarction in
a patient. Other preferred terms that likely indicate an MI diagnosis include “acute MI”,

“myocardial ischemia”, “age indeterminate MI”, “coronary artery occlusion”, and “coronary
artery thrombosis”. (These terms, combined with myocardial infarction, are hereaﬁer referred to
as the myocardial infarction search category.)

Considering all events in the myocardial infarction search category, 13 patients (1.01%) in the
placebo group and 34 patients (1.25%) in the raloxifene group experienced an MI during the 4
years of Study GGJY (RR 1.23, 95% CI [0.65, 2.33]) (see Table GGJY.12.13). When the
myocardial infarction search category is analyzed for the Study GGJY cohort (N=4011) from
baseline of Study GGGK through Study GGJY termination, 34 patients (2.64%) in the placebo
group and 74 patients (2.72%) in the raloxifene group experienced an MI (RR 1.03, CI

[0.69,1.53]).

Table GGJY.12.13. Myocardial Infarction (Treatment-Emergent Adverse Events, All 4011
GGJY (CORE) Patients)

Placebo Raloxifene
(N=1286) (N =27123) Relative Risk P
Time Period % (n) % (n) {95% Conf. Int.)2 | Valueb
Study GAIY 1.01(13) 12539 1.23 (0.65, 233) 0.638
Study GGGK baseline through 26434 272 (74) 1.03 (0.69, 1.53) 1.000
Sindy GGIY termination

Nate: Myocardial Infarction determined using the M search category.
2 95% confidence mterval based on Mantel-Haenszel method.
b Fisher's exact test.

12.3.3.7.2.1. Serious Myocardial Infarction Events
In Study GGJY, 35 events in the MI search category were identified as serious (10 patients
[0.78%] in the placebo group and 25 patients [0.92%] in the raloxifene group (RR 1.18, 95% CI

[0.57, 2.45]; see Table GGJY.12.14). Considering-the Study GGJY cohort (N=4011) from Study
GGGK baseline through Study GGJY termination, 63 serious TEAEs were reported in the MI
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search category (18 patients [1.40%)] in the placebo group and 45 patients [1.65%] in the
raloxifene group; RR 1.18, 95% CI [0.69, 2.03]) (see Table GGJY.12.13).

Table GGJY.12.14. Serious Myocardial Infarction (Treatment-Emergent Adverse Events,
All 4011 GGJY (CORE) Patients) :

Placebo | Ralaxifene
®=1286) | (=2725) | Relative Risk
Time Periad - % (a) % (@) | (95% Conf.Tnt)r | pValueh
Study GGIY , 078Q0) | 09205 | LI8@57.245) | 070
Study GGOK bascline Girough 14008 | 165@5) | 118(069,203) | 0589
Study GGIY termination

Note: Myocardial Infarction determined using the MI gearch category:
i 95% comfidence mterval based on Mantel-Haenszel method.
b Fisher’s exact test.

12.3.3.7.2.2. Myocardial Infarction in Patients Who Received at Least One Dose of Study
Drug

As described in Section 11.3, approximately 20% of the patients enrolled in Study GGJY never
resumed study drug; that is, they did not take a single dose of study drug during Study GGJY.
Assuming a true drug effect, exclusion of these non-treated patients from the analysis would be
expected to increase any observed treatment effect. Using the myocardial infarction search
category and including only Study GGJY patients who received at least one dose of study drug
(n=3200), 39 Ml events were identified during Study GGJY (12 patients [1.18%] in the placebo
group and 27 patients [1.24%] in the raloxifene group; RR 1.05, 95% CI [0.53, 2.06]) (see Table
GGJY.12.15). Thus, although there is not a statistically significant increase in Ml in the entire
Study GGJY cohort, the numeric increase that is observed in raloxifene-treated patients is not
present when only drug-treated patients are included in the analysis.

Table GGJY.12.15. Myocardial Infarction (Treatment-Ehergent Adverse Events
All 3200 GGJY (CORE) Patients who resumed Study Drug in GGJY)

Placebo Raloxifene
{N = 1018) N=2182) Relative Risk
Time Peried % (u) % (u) (95% Conf. Int)r | p-Valuet

Study GGFY 11812 124 Q7 1.05 (0.53,2.06) 1000

Note: Myocardial Infarction determmed using the MI search category:
2 95% confidence mterval based on Mantel-Haenszel method
b Fisher’s exact test

12.3.3.7.2.3. Discontinuations and Deaths Due to MI

Discontinuations and deaths due to MI were investigated using the myocardial infarction search
category applied to Table GGJY.12.9. In Study GGJY, there was 1 patient (0.1%) in the placebo
group who discontinued due to the adverse event of M1, compared with 0 patients in the
raloxifene group. There were 4 patients (0.1%) who discontinued Study GGJY due to death from
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MI (1 patient [0.1%] in the placebo group versus 3 patients [0.1%] in the raloxifene group).
Thus, discontinuations due to the adverse event of MI and deaths from MI were rare events in
Study GGJY and did not differ between the two groups.

12.3.3.7.3. Serious and Non-serious Stroke (Cerebrovascular Accident) Events

In Study GGJY, the preferred term “cerebrovascular accident” was reported as a TEAE in 5
patients (0.4%) in the placebo group and 26 patients (1.0%) in the raloxifene-group (p=0.080)
from Study GGJY baseline to termination (Table GGJY.14.21). Other preferred terms that are
consistent with a diagnosis of stroke are all preferred terms under the high-level term “central
nervous system haemorrhages and cerebrovascular accidents”, in addition to the preferred terms
“lacunar infarction” and “cerebral haematoma” (hereafter referred to-as the stroke search
category). In Study GGJY, events in the stroke search category were reported in 14 patients.
[1.09%] in the placebo group and 49 patients [1.80%)] in the raloxifene group (RR 1.65, 95% CI
[0.92,2.98]) (see Table GGJY.12.16). When the stroke search category is analyzed for TEAEs
for the Study GGJY cohort (N=4011) from baseline of Study GGGK through Study GGJY
termination, 32 patients (2.49%) in the placebo group and 78 patients (2.86%) in the raloxifene
group reported a stroke event (RR 1.15, 95% CI [0.77, 1.73]) (see Table GGJY.12.15).

Table GGJY.12.16. Stroke (Treatment-Emergent Adverse Events, All 4011 GGJY (CORE)
Patients)

Placebo Raloxifene
(N =1286) N=2723) Relative Risk
Time Period % (m) % () {95% Conf. Int.)* | p-Value?
Study GGIY 1.09(14) 1.80 (49) 1.65 (092, 298) 0.163
Study GGGK baseline through 2493 286 (78) LE5¢0.77,1.73) 0.336
Study GGIY ternxination

Note: Stroke determined using the stroke search category.
2 95% confidence mterval based on Mantel-Haenszel method.
b Fisher's exact test.

12.3.3.7.3.1. Serious Stroke Events

In Study GGJY, 53 events in the stroke search category were identified as serious (13 patients.
[1.01%] in the placebo group and 40 patients [1.47%) in the raloxifene group (RR 1.45, 95% CI
[0.78, 2.71]) (see Table GGJY.12.17). Considering the Study GGJY cohort (N=4011) from
Study GGGK baseline through Study GGJY termination, 80 serious TEAEs were reported in the
stroke search category (23 patients [1.79%)] in the placebo group and 57 patients [2.09%] in the
raloxifene group (RR 1.17, 95% CI [0.72, 1.89], Table GGJY.12.16).
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Table GGJY.12.17. Serious Stroke (Treatment-Emergent Adverse Events, All 4011 GGJY
(CORE) Patients)

Macebo Raloxifene
M=1286) | N=2715) Relative Risk :
Time Period ] % (n) % (m) €95% Conf. Int® | p-Valued
Study GGIY LO1(13) 1.47 (40) 145¢0.78,2.71) 0300
Study GGGK bazeline thraugh 1L.79Q3) 200067 1.17¢0.72, 1.8%) 0629 -
Study GGIY ternunation

Note: Stroke determined using the stroke search categary.
" & 95% confidence interval based on Mantel-Haenszel method.

b Fisher’s exact test.
12.3.3.7.3.2. Stroke in Patients Who Received at Least One Dose of Study Drug

As described in Section 11.3, approximately 20% of the patients enrolled in Study GGJY never
resumed study drug; that is, they did not take a single dose of raloxifene during Study GGJY.
Assuming a true drug effect, exclusion of these non-treated patients from the analysis might be
expected to increase the observed treatment effect. Using the stroke search category, and
including only Study GGJY patients who received at least one dose of study drug (n=3200), 50
stroke events were identified during Study GGJY (11 patients [1.08%)] in the placebo group and
39 patients [1.79%] in the raloxifene group) (RR 1.65, 95% CI [0.85, 3.22]) (sce Table
GGJY.12.18).

Table GGJY.12.18. Stroke (Treatment-Emergent Adverse Events, All 3200 GGJY (CORE)
Patients who Resumed Study Drug in GGJY)

Placebo Raloxifene
N =1013) {(N=2182) Relafive Risk
Time Period % (n} % (n) (95% Conf. Int.)a | p-Valueb

Study GGFY 1.08(11) 179 39%) 1.65(0.85,3.22) 0.168

Note: Stroke determined using the stroke search category.
1 95% comfidence interval based on Mantel-Haenszel method.
b Fisher’s exact test.

12.3.3.7.3.3. Discontinuations and Deaths Due to Stroke

In Study GGJY, there were 3 patients (0.2%) in the placebo group who discontinued due to the
adverse event of stroke, compared with 5 patients (0.2%) in the raloxifene group (p=0.717,
Fisher’s exact test). There were 6 patients (0.2%) who discontinued Study GGJY due to death
from stroke (1 patient [0.1%] in the placebo group versus 5 patients [0.2%] in the raloxifene
group {p=0.671, Fisher’s exact test]). Thus, discortinuations due to the adverse event of stroke
and deaths from stroke were rare events in Study GGJY and did not differ between the two

groups.
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12.3.3.7.3.4. Atrial Fibrillation and Stroke

Given the known association of atrial fibrillation and stroke and the numerical increase in these
adverse events in raloxifene-treated patients during Study GGJY, an analysis was undertaken to
evaluate a possible association with raloxifene. Table GGJY.12.19 shows the number of patients
in the Study GGJY cohort who did or did not have atrial fibrillation versus those who did or did
not experience a stroke from Study GGGK baseline through Study GGJY termination. Eight
percent of the patients in Study GGJY with atrial fibrillation also experienced a stroke. With
respect to treatment, 10% of patients in the placebo arm versus 7% in the raloxifene arm
experienced both atrial fibrillation and stroke. While these data support an increased risk of
stroke in patients with atrial fibrillation, there is no evidence of a treatment effect.

Table GGJY.12.19. Relation between Treatment Emergent Atrial Fibrillation and
Stroke [GGGK (MORE) Baseline through GGJY (CORE) Termination, All 4011 Patients
Enrolled in GGJY (CORE)]

Atrial Fibrillation
Streke Yes Ne Tatal
Yes 9 101 110
No 109 3792 3901
Tatal 118 3893 4011

Note: Ten percent of the placebo patients with atrisl fibrillation and 7% of the raloxifene patients had a
stroke. Overall, 8% of the pafients with atrial fibrillation had a stroke.

12.3.3.7.4. Atrial Fibrillation

In Study GGGK, there was an increased incidence of “arrhythmia” deemed serious by the
investigators in the raloxifene arms (7 patients [0.3%] in the raloxifene 60-mg/day group and 5
patients [0.2%] in the raloxifene 120-mg/day group) compared with placebo (1 patient [<0.1%])
(overall p=0.113, pooled raloxifene group versus placebo, p=0.049).

A TEAE related to arrhythmia, “atrial fibrillation” was numerically increased in Study GGGK in
the combined raloxifene arms compared with the placebo arm (33 patients [1.3%)] in the placebo
group, 35 patients [1.4%] in the raloxifene 60-mg/day group, and 52 patients [2.0%] in the
raloxifene 120-mg/day group; p=0.064). At the interim analysis of Study GGJY, conducted 3
December 2001, serious cases of atrial fibrillation were statistically significantly increased in the
raloxifene group, though this finding was not considered clinically important by the members of
the Data and Safety Monitoring Board, and no comments were made to the Sponsor. Given the
heterogeneous nature of the term “arrhythmia” and the lack of biological plausibility, this result
was not felt to be clinically significant. :

In Study GGJY, 59 cases of atrial fibrillation were reported with no statistically significant
between-group difference, though a larger proportion of raloxifene patients did report this event
compared with placebo patients (15 patients [1.2%] in the placebo group versus 44 patients
[1.6%] in the raloxifene group; p=0.326) (see Table GGJY.14.21). Analyzing the Study GGJY
cohort from Study GGGK baseline through Study GGJY, 118 patients reported atrial fibrillation
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(29 patients [2.3%] in the placebo group versus 89 patients {3.3%] in the raloxifene group;
p=0.088) (see Table GGJY.14.22). Importantly, there was no between-group difference in the
high level term “supraventricular arrhythmias” in the Study GGJY cohort over 8 years of
observation (p=0.597), in part reflecting reductions in the incidence of other atrial arrhythmias in
the raloxifene arm, such as “sinus bradycardia” (p=0.045) and “atrial flutter” (p=0.088) (see
Table GGJY.14.22).

12.3.3.7.5. Cardiovascular Discussion and Conclusions -

Raloxifene has not been associated with an increased risk of MI or stroke (Ettinger et al. 1999,
Delmas et al. 2002). Cardiovascular events were collected as a secondary endpoint in Study
GGGK (MORE), and the protocol specified the collection of a physician’s written report
whenever possible for the following adverse events: myocardial infarction, sudden cardiac death,
stroke, coronary bypass surgery, and percutaneous transluminal coronary angioplasty. Further,
serial 12-lead electrocardiograms (ECGs) were prespecified and centrally evaluated to detect
sub-clinical Mls. After 4 years of study drug, there was no statistically significant difference
between either raloxifene treatment group (60 and 120 mg/day) and the placebo group or
between the pooled raloxifene groups and placebo for any of the identified cardiovascular events.
Also, ECG analysis did not indicate any statistically significant difference between the treatment
groups in the incidence of ECG-diagnosed MI. However, when the raloxifene data were pooled,
there was a non-statistically significant trend toward a decrease in ECG- -diagnosed MI (RR
0.812, 95% CI 0.644, 1.025) (Study H3S-MC-GGGK 4-Year Study Report).

Post-hoc analyses of the effects of raloxifene on cardiovascular events in Study GGGK have
been published (Barrett-Connor et al. 2002). Briefly, following 4 years of therapy, the incidence
of any adjudicated coronary event in Study GGGK was similar across the three treatment groups

(2.1% in the placebo group, 1.8% in the raloxifene 60-mg/day group, and 2.2% in the raloxifene
© 120-mg/day group [overall p=0.51]). Cerebrovascular events were also reported similarly among
the three treatment groups (1.6% in the placebo group, 1.4% in the raloxifene 60-mg/day group,
and 1.5% in the raloxifene 120-mg/day group [overall p=0.91]). However, in an analysis of a
subgroup of women considered to be at increased risk of cardiovascular disease (based on
modified criteria from Mosca et al. 2001), there was a statistically significant reduction in
cardiovascular disease (RR 0.60, 95% C10.38 - 0. 96) and stroke (RR 0.38, 95% CI 0.15- 0. 94) in
pooled raloxifene-treated women compared with placebo-treated women.

As in Study GGGK, data from Study GGJY do not support an association between raloxifene
and myocardial infarction, stroke, or atrial fibrillation. Secondary analyses of these
cardiovascular events that included only patients who received study drug do not result in an
increased risk for any of these events. The ongoing randomized clinical trial, Study GGIO, is
specifically designed to evaluate the effects of raloxifene on cardiovascular endpoints.
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12.4. Clinical Laboratory Evaluation

Extensive laboratory evaluations were conducted during Study GGGK and have been presented
in all clinical study reports pertaining to Study GGGK. No further laboratory evaluations were
conducted during Study GGJY.

12.5. Vital Signs, Physical Findings, and Other Observations
Related to Safety | S -

12.5.1. Vital Signs

Table GGJY.12.17 summarizes the change of weight, height, and body mass index (BMI) from
Study GGJY baseline for all enrolled Study GGJY patients. No statistically significant
differences between treatment groups were observed for any of the three variables (see Table
GGJY.12.20). However, there were statistically significant within group decreases from baseline
through study termination for both weight and height (p<0.1 for all comparisons). Also, there
were very small, but statistically significant, within-group increases in BMI from baseline
through study termination (p=0.021 and p<0.001 for the placebo and raloxifene groups,
respectively).

Table GGJY.12.20. Vital Signs Change from CORE Baseline (All Patients Enrolled in
Study GGJY)

variable analyzed:s Weighte Kg (CHGTENNG)

Baselina Endpoint Change

No. Therapy =& Mean Medlan &D MNaany Madian 8D Mean Madtan pi o]
1) PLACRBO 1246 63.89 §31.00 10.47 63.52 62.63 10.7§ .38 0.00 3.72
2} RLX060 2640 64.2§6 63.30 10.40 63.97 63.00 10.97 -0.29 Q.00 1.02

--------- p-values -------

Pairwise*s

within
No. Therapy Group*l Overall*2z va. (1)
1} PLACEBO a0 925 91%
2} RLXo0§0 <.Q01

“l The aignificance of a location sShift from zero of tha change frowm baseline within a treatment group 18 testad by the Wilcoxon
81gned Rank procedure.

*3 Type II1 Sums of Squares from an analysis Of vartance (ANOVA)} on the ranka: PFROC GLX modelwtreatment.

*3 Least-squares mean option in PYOC GEM from the ANOVA on the ranks using the mean equare for error.

BOURCE IS RMRP,H3ISP.IASMACKO {LASIN} VI0O62 000

DATA FROM RMP.SAI.HISH .MOGGIYSC. PINAL

XLAS0003
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Variabia analyxed: Waight: Ky (GWQTRENO)

Baseline Mintsun changé
Ho. Therspy Hadian 8D Nezm Kedian 8D
N 1} FMI‘E) X246 €3.99 63.00 10.47 §2.15 . 51-.10 10.44 ~1.78 ~1l.10 3.12
1} RLXO€G 2649 64.2¢ €3.30 10.40 42.59 sl.e0 10.¢€9 ~-1.68 -1.1Q .16
mrvrrrvs P-VAlOEE o=
Prtzwisa*l
within
No. Tharapy Group*l Ovarall®*2 ws.(2)
1} PLAEEBO <.041 -130 <3130

1}  RLXOEO <.001

*1 The significance of & location ghift from zero Of the change from baeeline within a treatment group 14 tested by tha Wilcoxom
Sigued Zank procedura. .

“2 Type IIX Sums of Squarss CICM an angdlysis of variance (ANOVA) an the ranks: PROC GLN moddletreatment.

*7 Least-SqUATes mean opticn in PROC GLK from the ANOVA on the ganke usiny the medn square £or Qrror.

SOTRCE IS RNP.HISF.SASMACKC (LKSIN) VIQ02 GO0

DATA FROX RMP.S8i8.EISN.NOGAIYSC.FPINAL

XLAS0001

Variable analyzeds Waight: kg (CWGTENMNO)

Baselina Maxizun Change

Theripy n

1) TDLACEBO 1246

€3.00

2) RLX04O 2648 €31.30 l1a.40 6€5.50 64.92 11.34 1.64 1.14 3.92
--------- p-Valued -------
Patrwisa*l
within
Na. Group*l Overali*2 vs. (1)
1) PLACEBO <.001 .15¢ . 154
2) mxeso <.001
} “1 The algnificance of 3 location shift Lrom 1erc of the chsnge from baselime within a treatment group 18 tested by the Wilcoxon
i Signed Raok proceduce.

“2 Type III Sums of Squares Lron an apalysis of variance (ANOVA) on tha ranka: PROC GLM modeletreatment.
*3 Least-squares mean option in PROC OLM Lrom tha ANOVA cn the ranks using the mean square for error.
S8OURCR I§ RMP.H3SP.JASMACRO{LAS1M) ¥VI002 000

DATA PROX RND.SAS.HISH.NOSGIYSC.RINAL

XLAS0G02

Variable analyzech Heighte« cn (CHGTENNC)

Baseline
No. Therapy n Maan Median
1} PLACEBO 1243 158.24 1§9.10 6.67 157.65% 157.50 €.71 -0.%88 -0.50 1.24
2) BRLKO6O 2646 158.29 156.45 6.67 157.66 187.7¢ 6.7 -0.64 -9.50 1.39
--------- p-¥alued -------
Patrwise*l
Witntn
¥o. Graup*l Overatl®*2 vs.{2)
1) 176 .27¢
2

“1 The significance of a Xocation shift from xero of the change from baseltpe within a treatment group ta tastsd by the Wilcoxom
+8igned RanX procedura.

“2 Type IXI Sums of Squares Irow an analysis of varlance (ANOVA} on the ranks: PROC GLM modela-treatment.

*3 Least-squares mean optiocn in PROC GLM from the ANOYA on the ranks using the mean square LOr error. .

S8OURCR IE€ RXP.HISP.SASMACRO(LASIK} VI00Z 000 . )

DATA FROM RMP.SAS.EISK.MOGGIYSC.FINAL

XLAS0003
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varigble analyzed: Haeight:« cm {CHITRMNG)

Wo. Therspy n
1} PLACERRO 1243 15€.24 18€.10 6.67 157.41. 157.30 ~a.7e i.09
2) RIXO¢0 ki1 158.28 150.45 6.67 167.40 187 .49 -0.Y0 3.34
~ pr¥alues -=~>---
Patrwise*l
Withtn
No. "Therapy aroug*l Overall*l va. (2)
1) PLACERQ <.9G1 135 .21%
2} RLXO40 <.001 R i _ e

*1 The significance of & locution shift from zera of the cbange frow baseline within a treatment group ia tested by the ¥ilcoxon
Signed Rank prodedurd.

*2 Typa IIX Sums of Squares Lrom an ADAlyals ©of varianca (ANOVA} on the ranks: FROC GLK model-tredtment.

*1 Least-squures mean option in PROC GLM from the ANOVA on the xanxs using the mean square £Or arroex.

BOURCE IS RMP.H3ISP.JASNACRO{LASIN} VIOOZ 0QD

DATA FPROM RNP. SAS.HI8M.MOGGIYSC.VIVAL ’

XLASTO0I

variable analyred: Height: am (CHITENNO)

Bageline Maximus . Change
Fo. Tuerapy n Wazn 8D
1} PLACEBO 1243 15€.24 159.10 §.€7 158.18 .11 c.00 1.01
1} RLX060 2646 158.29 T OXISA.45 6.67 164.37 0.08 g.00 0.98
-~ P-Values -------
Fairwisa*3

within
No. Therapy €roup*l Overail®2? w4. (1)
1) PLACERO <.001 .321 .323
4) ERLX060 <.001

“1 The significance Of a locatlon shift from xeroc Of tha change from bagaline within a treatment group 18 tested by the Wilcoxom
81igned Rapk procedura.

“2 Type IXI Sums of Squares from an analysis of varfance (ANOVA) on tha raoks: EROC GLN model«treatment.

*3 Least-squares mean option 1n PROC GLM from the ANOVA on the ranxs using tle mean Square LOT error.

80URCR IS UMP.HISP.9JASMACRO (LAS3IN) YI002 000

DATA FROE INP.SAS.HISK.MORGJIYSC.FINAL

XLAS0003

Variable analyred: HMY: kg/m"2 {8MI)

Baseline Radpoint Change

No. Therapy n

1) 1241 15.82 25.15 4.01 25.55 25,18 4.1 0.02 Q.15 1.62
2} 2645 15.6¢ 25.3¢ 4.00 25.78 25.31 4.16 0.09 0.12 1.7¢
R p-Values -~------
Patrwise*l
wWithin
No. Therapy SToup*l Overall*l vwa. (2)
1) PLACEBO 021 .911 911
2} HLXO06O <.001

*1 The significance of a location shift from xero of the change from baseline within a treatment group le tested by the ¥ilcoxon
Signed Raok procedure. .

“2 Type IIY Sums of Squares Lrom an analysis of vartance (ANOVA) on the ranks: PROC GLN model-treatment.

"3 Least-squares mean option In PROC GLN from the AROVA on the ranks using the mean aquare for error.

BOURCR I8 RMP.H1ISP.SASMACRO(LASIM) VI002 060

DATA PROM KNP, $AS. DI8K.MCGGIYSC.FINAL

XLA30003
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variable analyxede BMY: kg/m"2 (ENI} -

Baaaline
Ko. Tharipy N Waedian
1} !ucilo 1241 28.52 aA8.1§
2} ELX040 264§ 2S.66 . 25.30
~=eseesas D-VALUGR «v---ve
fatrvise*l
within
No. Tharapy droup*l Overall+*l
1} <.001 -28a
2) <.001

41 The stguificance of & Jocatlion shift from zero of tha change from baselina within a traatment group is tested hy the Wilcoxon
Signed Rank procedurd.

%2 Type III Sums of SquUarea £rcm an analysis of variance (ANOVA) on the ranxs: PROC GLK modeletreatment.
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12.6. Safety Conclusions

Study GGJY (N=4011) was an approximately 3.5-year study in postmenopausal women with
osteoporosis who were previously enrolled in Study GGGK (N=7705). The primary objective of
Study GGJY was to assess the efficacy of raloxifene to reduce the risk of invasive breast cancer
in postmenopausal women with osteoporosis. Study GGJY also provides long-term safety data
for raloxifene. Generally, safety data observed during Study GGJY were consistent with the
known safety profile of raloxifene and support that raloxifene is well-tolerated through 8 years of
treatment. The adverse events considered to be associated with raloxifene treatment are muscle
cramps (especially leg cramps) and flushing (hot flushes). Edema may also be a minor adverse
event of raloxifene therapy, but it is not considered clinically relevant.

An increase in benign uterine findings was observed during Study GGGK and in the Study
GGJY cohort observed from Study GGGK baseline through Study GGJY termination. The
clinical significance of this finding is unclear given that neither vaginal bleeding nor endometrial
cancer was increased among raloxifene users during the approximately 8 years of follow-up.
These events are likely related to prospectively defined uterine surveillance procedures
conducted during Study GGGK.

The only serious adverse event associated with raloxifene treatment is venous thromboembolism
(VTE), with an approximately 2-fold overall increase in risk that was observed throughout all 8
years of follow-up. VTE data from Study GGJY do not alter the previously known effects of
raloxifene on the incidence rate of these events.

12.6.1. Exposure

Mean exposure to study drug was 2.66 patient-years, and exposure was similar between the two
treatment groups in Study GGJY.

Approximately 20% of patients did not elect to resume study drug during Study GGJY.

For all Study GGJY patients, there was a delay between Study GGGK termination and Study
GGJY enrollment. The gap between studies was at least 2.6 months for.all patients who
participated in Study GGJY. The mean time between studies for all Study GGJY participants
was 11.9 months and was similar between treatment groups. Whether the interruption in study’
drug had any effect on the safety profile observed during Study GGJY is difficult to ascertain.

12.6.2. Treatment-Emergent Adverse Events

Two TEAEs were common (> 2%) and statistically significantly different between treatment
groups: “pneumonia NOS” and “depression”. “Pneumonia NOS” were reported less frequently in
raloxifene-treated patients than in placebo-treated patients during the study. Pneumonia is
unlikely to be a clinically relevant finding due to the lack of a plausible biological mechanism of
raloxifene to elicit the event. “Depression” was reported more frequently in raloxifene-treated
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patients compared with placebo-treated patients. The increased reporting of depression is
inconsistent with raloxifene data from other studies, including Study GGGK, in which
depression was prospectively assessed (Study H3S-MC-GGJY 3-Year Study Report; Nickelsen
et al. 1998; Jarkova et al. 2002). '

Furthermore, depression was not prospectively assessed in Study GGJY and it is difficult to
analyze depression based on adverse event reporting because many adverse events could have
_been, but were not necessarily, used to describe depression. Given these facts, the increased
reporting of depression is probably not related to raloxifene treatment.

Three other TEAEs were statistically significantly increased with raloxifene treatment: “allergies
to foods, food additives, drugs and other chemicals”; “drug hypersensitivity”; and “post-
procedural pain”. Review of the actual terms for these events did not suggest any pattern. The
increased reporting of these events is probably due to multiple statistical comparisons to
determine significance.

TEAESs were also analyzed for the Study GGJY cohort from Study GGGK baseline through
Study GGJY termination. During this observation period, the events increased by raloxifene
corresponded well with the safety profile observed during Study GGGK.

Influenza-like illness, muscle cramp, and flushing (hot flushes) were all statistically significantly
increased with raloxifene use. Because neither muscle cramp nor flushing were increased during
Study GGJY, these two events are considered to be associated with raloxifene treatment
primarily during the early part of the treatment regimen, with rates similar to placebo after the
first 2 years of treatment. :

Edema was increased in Study GGGK and in the Study GGJY cohort observed from Study
GGGK baseline through Study GGJY termination. In Study GGGK, a statistically significant
increase in the reporting of peripheral edema was observed in the raloxifene 120 mg/day group
compared with the placebo group. Though there was no statistically significantly increase in the
raloxifene 60 mg/day group compared with placebo, the incidence of peripheral edema appeared
to be dose-related. The increase in edema among raloxifene patients seen in the Study GGJY .
cohort from Study GGGK baseline through Study GGJY termination is the result of increased
reporting of the event during Study GGGK. While there is no clear biological mechanism to
explain the increase in peripheral edema seen in Study GGGK, edema (in particular, peripheral
edema) may be an adverse event associated with raloxifene administration.

Benign uterine events were observed more frequently in raloxifene-treated patients compared
with placebo-treated patients in the Study GGJY cohort from Study GGGK baseline through
Study GGJY termination. Specifically, “uterine neoplasms”, “reproductive tract disorders NEC
(excluding neoplasms)”, “biopsy endometrium”, “uterine polyp NOS”, “uterine disorder NOS?”,
and “ultrasound scan vagina” were all statistically significantly increased among raloxifene
patients. Two of these terms, “biopsy endometrium” and “ultrasound scan vagina”, are
procedures, not adverse events. '
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Importantly, this increase in uterine investigations did not result in an increased reporting of any
malignancies. The high level term “uterine neoplasms” contained only the preferred terms of
“uterine polyp NOS” and “uterine cyst” and did not contain any malignancies. Benign uterine
findings (for example, endometrial fluid and polyps) were observed in Study GGGK, though
there were no statistically significant between-group differences during Study GGJY for any
uterus-related adverse event. The clinical relevance of these events is uncertain. Vaginal
bleeding, which is the most common clinical symptom of these events that would lead to uterine
assessment and/or imaging, was never increased among raloxifene patients during the 8 years of
follow-up. Thus, most of these abnormalities would not have been identified in a normal clinical
setting, but were found primarily as a result of the uterine surveillance plan in place during Study
GGGK.

There were statistically significant decreases in two skin-cancer related events during Study
GGJY (“skin lesion excisions” and “skin neoplasms malignant and unspecified [excluding
melanoma]”) and in one skin cancer-related event in the Study GGJY cohort from Study GGGK
baseline through Study GGJY termination (“Bowen’s disease”). A protective effect of raloxifene
on skin cancer has not been previously observed in clinical trials; however, an effect of
raloxifene on the development of various skin malignancies cannot be ruled out.

12.6.3. Deaths and SAEs

Seventy-six deaths were reported during Study GGJY (CORE), and the number of deaths was
similar between the placebo and raloxifene treatment groups. As previously observed through 4
years of treatment in Study GGGK (MORE), there were proportionately fewer deaths in the
raloxifene group compared with the placebo group.

Two deaths of raloxifene-treated patients were considered to be possibly related to study drug.
The cause of death for these two patients was “ovarian cancer NOS” and “sudden death”.

Safety data from both Study GGGK and Study GGJY have shown that raloxifene does not
increase the incidence of ovarian cancer, and this death was not likely to have been caused by
raloxifene treatment. The sudden death was deemed by a coroner to be “accidental”, but not
enough information is available to rule out a causal relationship of raloxifene for this death.

Overall, serious adverse events (SAEs) were reported similarly between the two treatment
groups. Only three SAEs were reported statistically significantly more often in raloxifene
patients than placebo patients: “spinal fractures and dislocations”, “osteoarthropathies”, and
“breathing abnormalities”.

Spinal fractures and dislocations is unlikely to be a true effect of study drug because:

[) The event rate was not reflective of the expected event rate in this population;

2) Study GGJY was not designed to analyze vertebral fractures, and supporting documentation to
validate these events is unavailable; and
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3) Raloxifene has proven efficacy to prevent vertebral fractures in postmenopausal women with
osteoporosis (see Study H3S-MCGGGK 3-Year Study Report).

Osteoarthropathies have not been increased with raloxifene treatment in previous clinical studies.
Currently available clinical data are inconsistent (Nevitt et al. 1996; Vingard et al. 1997; Von
Muhlen et al. 2002; Karlson et al. 2003), but some data suggest that estrogens and selective
estrogen receptor modulators (SERMs) may actually have a protective effect on such events.

With respect to “breathing abnormality”, no similar event was observed among raloxifene
patients in Study GGGK. The between-group difference for this event is probably due to
multiple statistical comparisons and not reflective of a true treatment effect.

12.6.4. Other Events of Interest

Eighty-four patients discontinued Study GGJY due to an adverse event. Discontinuations due to
an adverse event were similar between the raloxifene and placebo treatment groups. There were
no remarkable findings concerning any of these events.

Ovarian cancer, endometrial cancer, and venous thromboembolism (VTE) events were identified
as adverse events of interest based on prior experience during Study GGGK.

- As in Study GGGK, there were no statistically significant differences between groups in the

incidence of either ovarian or endometrial cancer, either during Study GGJY or in the

Study GGJY cohort from Study GGGK baseline through Study GGJY termination. In fact, both
of these events were numerically decreased over both observation periods, though this decrease
did not reach statistical significance. Thus, long-term administration of raloxifene is safe with
respect to ovarian and endometrial cancer.

A VTE event was reported in 28 patients during Study GGJY (Table GGJY.12.10).

When the Study GGJY cohort was observed from Study GGGK baseline through Study GGJY
termination, 62 patients had a VTE event (Table GGJY.12.11); 10 of these patients (12 events)
occurred during the time interval between Study GGGK termination and Study GGJY enrollment
when patients were not receiving study drug. There were no statistically significant between-
group differences for VTEs overall or for any specific category of VTE during either observation
period. However, numerical increases in'the raloxifene group compared with the placebo group
were seen for VIEs overall and for each category during both observation periods.

Raloxifene therapy confers a small, but clinically important, excess risk of VTE that appears to
be similar in magnitude, and perhaps pathogenesis, to the risk conferred by estrogens and other
SERMs. The greatest risk occurs during the first 4 months of raloxifene treatment (see Study
GGGK 4-Year Study Report), with an approximate doubling of risk present throughout the
duration of therapy up to 8 years. Study GGJY data do not indicate that resumption of raloxifene
therapy after an approximately 2- to 12-month washout period is associated with an increased
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risk of VTE (>2-fold) in the first 4 months of treatment such as was observed during the initial
few months of therapy in Study GGGK.

Given the known effects of estrogen on the risk of cardiovascular events, the numeric (but not
statistically significant) increase in myocardial infarction (MI) and cerebrovascular accident
(stroke) were further investigated. For each of these events, a search category was used that
included all MedDRA preferred terms that were likely to represent a diagnosis of either event.
Using the search categories, neither MI nor stroke was increased during Study GGJY or in the
Study GGJY cohort observed from Study GGGK baseline through Study GGJY termination.
When only patients who resumed study drug in Study GGJY were analyzed, there was no
increase in relative risk of either event compared with the entire Study GGJY cohort, which
suggests that a drug effect is not present. Treatment groups were also similar with respect to the
number of MI or stroke events that were classified as serious.

12.6.5. Vital Signs

No statistically significant differences between treatment groups were observed for height,
weight, or BMI. However, there were statistically significant within-group decreases from
baseline through study termination for both weight and height. Also, there were very small, but
statistically significant, within-group increases in BMI from baseline through study termination.

12.6.6. Conclusions

CORE provides up to 8 years of safety data on the use of raloxifene in postmenopausal women
and the safety profile remains consistent with what was previously known for the drug. The
safety profile of raloxifene based on CORE data has not been appreciably altered from what was
previously known of the drug.

Muscle cramps and flushing were not common or increased among raloxifene users in

CORE and are most closely associated with raloxifene early in the treatment regimen, as seen in
MORE. Other TEAEs that emerged during CORE (drug hypersensitivity and post-procedural
pain) were not likely to be related to study drug. The only serious adverse event related to
raloxifene treatment is VTE, which has been previously established.

Raloxifene is safe with respect to ovarian and endometrial cancers for up to 8 years of therapy.
Vaginal bleeding was not increased among raloxifene patients. However, intensive uterine
surveillance during Study GGGK identified an increase in benign uterine events, although these
events were not associated with any malignancies. Long-term administration of raloxifene 60
mg/day to reduce the risk of invasive breast cancer is well tolerated by postmenopausal women
with osteoporosis. ‘ '
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Discussion and Overall Conclusions (13)

CORE was designed to evaluate the long-term efficacy of raloxifene compared with placebo on
the reduction in risk of invasive breast cancer as seen by the end of 4 years of raloxifene
treatment in MORE.

~ CORE enrolled a cohort from the MORE population. A secondary endpoint of CORE was to

determine the efficacy of raloxifene on the reduction in risk of invasive ER (F) breast cancer.

The primary observation period was from 1 January 1999 through CORE termination and
consisted of patients whose investigators enrolled patients in CORE. An additional secondary
endpoint of CORE was to determine the effect of raloxifene on nonvertebral fractures from
enrollment in MORE through termination of CORE in patients enrolled in CORE.

The two treatment groups in CORE were well balanced with respect to breast cancer risk;
however, the two treatment groups in CORE differed in severity of osteoporosis. Furthermore,
the cohort who enrolled in CORE was younger, had less severe osteoporosis, particularly in the
placebo group, and fewer cardiovascular risk factors (Mosca et al. 2001) than patients who did
not enroll in CORE, although there was a similar family history of breast cancer (defined as
breast cancer occurring in a first degree relative of the patient) in the two populations.

Approximately 20% of patiénts enrolled in CORE never took study drug.
Compliance in CORE, defined as taking at least 80% of study drug, was 55%.

The mean exposure to study drug was 2.66 years and was similar between the two treatment
groups.

Furthermore, more patients in the placebo group took bone-active agents and lipid-lowering
agents than patients in the raloxifene group. Although use of the allowed concomitant
medications would not be expected to have an effect on the incidence of breast cancer, use of
bone-active agents could and likely did have an effect on the ability to differentiate a treatment
effect on nonvertebral fractures by raloxifene.

Raloxifene treatment resulted in a significant reduction of adjudicated invasive breast cancer -
(59% risk reduction, hazard ratio 0.41 [95%CI 0.24, 0.71] [p<0.001]) and invasive estrogen
receptor positive ER (+) breast cancer (66% risk reduction, hazard ratio 0.34 [95%C10.18, 0.66]
[p<0.001}) in the PAD from 1 January 1999 through study termination.

Also, there were statistically significant reductions in adjudicated invasive breast cancer and
invasive ER (+) breast cancer in every population at every treatment duration studied. There was
no difference between the treatment groups in the tisk of estrogen receptor negative (ER-) breast
cancer or in the risk of noninvasive breast cancer. Time-to-event analyses demonstrated a
continuous separation between placebo and raloxifene-treated patients for invasive and invasive
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ER (+) breast cancer cases over 4.5 and 8 years of treatment duration. Every sensitivity analysis
conducted confirmed that the primary analysis on adjudlcated invasive breast cancer results was
robust.

Subgroup analyses (5-year predicted breast cancer risk according to the Gail model, baseline
estradiol, baseline age, baseline BMD, previous use of hormone replacement therapy, and family
history of breast cancer [defined as breast cancer occurring in a first degree relative of the
patient]) demonstrated that patients at increased risk of invasive breast cancer had an overall
decrease in the incidence of breast cancer with raloxifene treatment. Furthermore, raloxifene-
treated patients with lower risk factors for developing invasive breast cancer generally had a
lower incidence of invasive breast cancer than placebo-treated patients, although the difference
may not have been significant.

Raloxifene treatment had a neutral effect on nonvertebral fractures (hazard ratio 1.000 [95%CI
0.870, 1.149]) and on nonvertebral-six fractures (hazard ratio 1.007 [95%CI 0.859, 1.180]).

There was an imbalance between raloxifene and placebo-treated arms of the Study GGJY
population in the severity of osteoporosis by prevalent vertebral fracture and SQ score (semi-
quantitative visual assessment [Genant et al. 1993] by a radiologist for presence of fractures in
the T4-L4 vertebral bodies, of which scoring includes 0.[no fracture], 1.0 [mild], 2.0 [moderate],
or 3.0 [severe]) at baseline of Study GGGK.

Moreover, patients in the placebo group received more bone-active agents than patients in the
raloxifene group. The likelihood of determining an effect of raloxifene on nonvertebral fractures
was also diminished by the safety provision that patients were allowed to use other bone-active
agents after the 3rd year of Study GGGK and continuing through Study GGJY. Furthermore,
patients were allowed to remain in Study GGJY even though they never took study drug.

Post-hoc analyses demonstrated proportionally fewer raloxifene-treated women sustained two or
more nonvertebral fractures and multiple nonvertebral-six fractures than placebo-treated women
from the baseline of Study GGGK through the termination of Study GGJY. In patients with more
severe osteoporosis, defined as patients with baseline prevalent vertebral fractures or with a
vertebral fracture determined as SQ=3, proportionally fewer raloxifene-treated patients sustained
two or more nonvertebral or nonvertebral-six fractures than placebo-treated patients, even given
the imbalance of these treatment groups as noted previously. Thus, raloxifene may have had an
effect on nonvertebral fractures although multiple confounders did not make definitive
determination possible.

Generally the safety data observed during Study GGJY was consistent with the known safety
profile of raloxifene. The adverse events previously defined as being associated with raloxifene
treatment are venous thromboembolism, the only serious adverse event, and muscle cramps and
flushing (hot flushes), two non-serious events. Peripheral edema may also be associated with
raloxifene treatment since previous studies showed a dose relationship, although the incidence at
the marketed raloxifene dose (raloxifene HCI 60 mg/day, the dose used in Study GGJY) was not
statistically significant.
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Raloxifene treatment appeared to be well tolerated during Study GGJY, and there was no
difference in discontinuations due to adverse events between the treatment groups.

During Study GGJY, depression was the only common treatment emergent adverse event that
was reported significantly more frequently by raloxifene-treated patients than placebo-treated
patients. Depression was not observed as a treatment-related adverse event in other clinical trials, -
and analysis of preferred terms likely to indicate a diagnosis of depression revealed no between-

. group differences. Review of other events significantly increased in the raloxifene treatment
group did not suggest a relationship to raloxifene treatment. Thus, depression is unlikely to be
related to raloxifene treatment.

There were 76 deaths in Study GGJY. As previously observed through 4 years of treatment in
Study GGGK, there were fewer deaths in the raloxifene group compared with the placebo group.

The overall incidence of serious adverse events (SAEs) was similar between the two treatment
groups. Although three SAEs were reported more frequently by raloxifene treated patients
(spinal fractures and dislocations, osteoarthropathies, and breathing abnormalities), none were
considered likely to be related to raloxifene treatment.

Evaluation of SAEs previously associated with raloxifene treatment (venous thromboembolism)
or with estrogen or tamoxifen treatment (ovarian cancer, endometrial cancer, and cardiovascular-
related events) resulted in no new findings. During Study GGJY there was an increased risk of
venous thromboembolism with raloxifene treatment. ‘

There was no increased risk of ovarian cancer, endometrial cancer, or cardiovascular-related
events with raloxifene treatment compared with placebo treatment.

Evaluation of the Study GGJY cohort from Study GGGK baseline through the termination of
Study GGJY showed no adverse events not already previously evaluated; evaluation was
consistent with events observed through 4 years of treatment in Study GGGK.

Vital sign evaluation of patients in Study GGJY showed no significant differences between
treatment groups for height, weight, or body mass index.

In conclusion, raloxifene treatment significantly reduced the risk of invasive breast cancer and
invasive ER (+) breast cancer in every population studied over any treatment duration.
Raloxifene had a neutral effect on nonvertebral fractures in Study GGJY, which was likely due
to multiple confounders. The safety profile of raloxifene based on Study GGJY was not altered
from that which was previously known. Specifically, raloxifene is associated with only one
serious adverse event: venous thromboembolism.

Non-serious adverse events also associated with raloxifene treatment are muscle cramps and
flushing, with peripheral edema also likely associated with raloxifene treatment. The combined

safety data from enrollment in Study GGGK through termination of Study GGJY continues to

773



.. . 4
Clinical Review n

{Bhupinder S Mann MO}
{NDA 22042} _
{Evista® (Raloxifene hydrochloride, 60 mg}

confirm that raloxifene has a good safety profile over 8 years of treatment. Furthermore, the
benefits of raloxifene treatment to reduce the risk of vertebral fractures, invasive breast cancer,
and invasive ER (+) breast cancer in post-menopausal women with osteoporosis outweighs the
risk of raloxifene-associated adverse effects in women not at elevated risk for venous thrombotic -

events.
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10.2 Line-by-Line Labeling Review

o Labeling review is ongoing.
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