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Introduction

Postmenopausal women, particularly those with a history of breast cancer,
are in great need of effective and safe treatment to maintain bone and
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Results

genitourinary health. As shown in Figure |, many common therapies in breast

cancer are associated with increased bone loss.

Figure l. Increased bone loss associated with common treatments in the breast cancer population

compared to late and early menopausal controls!
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OSTEOPOROSIS PREVENTION: At the current time, only about a
third of postmenopausal patients receive prescription medications for
the prevention of osteoporosis.

Figure 2. Current % of Postmenopausal Patients Receiving Rx Medications for
PREVENTION of Osteoporosis (n=108)

Still, nearly half of the physicians (48%) reported that the number of
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| their postmenopausal patients who are receiving prescription
e medications for prevention of osteoporosis is increasing.
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* The enhanced bone loss in women with breast cancer has been associated
with a 31% increase in clinical fracture rate.?3 Moreover, in postmenopausal
women, long-term aromatase inhibitors (Al) are associated with a 36%

higher fracture rate?.

Raloxifene (Evista®) is currently used for 13% of prevention patients;
conjugated equine estrogen/bezadozifene CEE/BZA (Duavee®) is used
for 5% of patients for the prevention of osteoporosis; a statistically
greater number of PCPs prescribed alendronate (Fosamax®) (p<0.05)
for prevention of osteoporosis.

* Another common symptom seen in postmenopausal women and women
with a history of breast cancer, and especially those who also have a history

of Al use, is vulvovaginal atrophy (VVA). These treatments can significantly
increase the incidence and severity of VVA symptoms in the survivor
population and lead to dyspareunia, vaginal dryness, and recurrent vaginal

Table I. Average % of Patients Treated for Prevention of Osteoporosis

Total OB/GYN PCP
(n=108) (n=53) (n=55)

and urinary tract infections. Non-hormonal lubricants are largely inadequate
for symptom relief and fail to restore the underlying tissue damage.® Fosamax 26% 21% 31%*

e Symptoms of vaginal atrophy have a severe detrimental effect on the quality

Systemic estrogen +/- progestin 16% 18% 14%
Evista 13% 15% 12%

of life of breast cancer patients and it is estimated that up to 20% of all

patients actually discontinue or consider discontinuing adjuvant endocrine

Actonel 12% 12% 12%

therapy for this reason.® Only partial recovery of bone mass is seen following Boniva 1% 12% 10%
cessation of Als and some vaginal symptoms may persist in this group long Prolia 6% 4% 7%

after treatment discontinuation.’

Reclast 6% 5% 7%

* One of the most effective treatments for osteoporosis and VVA is estrogen Duavee 5% 6% 4%
administered either systemically or locally; both of these, however, are Forteo 3% 2% 4%
contraindicated in women with a history of breast cancer. Other 20/ 4% _

* As a consequence, breast cancer survivors suffer disproportionally from * p<0.05
these menopausal conditions and have limited options, and thus may

indicate the need for expanded therapeutic options.

Study Objectives

|. Profile current treatment practices for prevention/treatment of
osteoporosis and VVA in a sample cohort of postmenopausal women
2. Identify any trends/changes occurring in treatment

3. ldentify factors influencing product selection

4. Reactions to the product profile of an investigational SERM

lasofoxifene

Methods

Most physicians in this study evaluate and treat between 100-250 postmenopausal patients per month. Although not statistically significant, OB/GYNs reported a higher monthly average volume of postmenopausal patients
(186 patients) versus PCPs (140 patients). SERMs currently capture only a relatively small share of HCP prescriptions.

OSTEOPOROSIS TREATMENT: PCPs reported having a greater
share of postmenopausal patients who have been diaghosed with
osteoporosis: 36% of patients versus 25% of patients diagnhosed by
OB/GYNs. Both specialties reported that the majority of patients
diagnhosed with osteoporosis are treated with prescription
medications.

Figure 3. Current % of Postmenopausal Patients Receiving Rx Medications for
TREATMENT of Osteoporosis (h=108)

Raloxifene is currently utilized for 9% of treatment patients;
CEE/BZA is utilized for 5% of patients; a statistically greater
number of PCPs prescribed alendronate (p<0.05) for treatment
versus OB/GYNs.

Table 2. Average % of Patients Treated for Osteoporosis

Total OB/GYN PCP
(n=108) (n=53) (n=55)

Fosamax 28% 23% 34%*
Actonel 13% 14% 12%
Boniva 11% 13% 10%
Systemic estrogen +/- progestin 11% 13% 9%
Prolia 10% 9% 12%
Evista 9% 12% 7%
Reclast 8% 6% 9%
Duavee 5% 6% 4%
Forteo 4% 4% 4%

Other 1% 1% 1%
* p<0.05

PHYSICIAN PERCEPTIONS OF THE INVESTIGATIONAL SERM LASOFOXIFENE

A single agent treating both vaginal symptoms and osteoporosis was viewed
favorably by both OB/GYNs and PCPs and would impact their Rx choice:
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A 60 minute self-administered Internet survey was conducted with

physicians who were potential prescribers of SERMS. The data were
collected between May 11-18, 2015 and analyzed to assess for
statistically significant differences between OB/GYN and PCPs at a 95%

confidence interval. Selection criteria were:

e Community based OB/GYN and Primary Care Physicians (PCP)
[Family Practice, General practice or Internal Medicine] PCP (n=55)  30%

e Treatment of a minimum number of postmenopausal patients per

month for osteoporosis/osteopenia and/or VVA.

Both VVA and

osteoporosis

Prevention of Treatment of

osteoporosis osteoporosis

OB/GYN (n=53) 31% 32% 32% 46%

For Laxofoxifene, a novel SERM under investigation, the drug
features perceived as most favorable by doctors included:

e Statistically significant Perceived as favorable by:

reduction of vertebral & 76% of surveyed doctors

fracture by 429% and

non-vertebral fracture by 24%

e 80% reduction in incidence of & 74% of surveyed doctors

ER+ breast cancers at 5 years

* VVA symptom improvement @ 70% of surveyed doctors

seen within 4 weeks

e 5 years of efficacy and safety € 70% of surveyed doctors
data from placebo-controlled

fracture study

Summary

l. For the prevention of
osteoporosis, there was no
difference between the
OB/GYN and PCP specialties
prescription profile:
bisphosphonates were most
frequently used, while only 20%
prescribed a SERM.

VULVOVAGINAL ATROPHY TREATMENT: Overall, nearly half of the
postmenopausal patients represented in this survey have been
diagnosed with VVA (47%, on average)

Figure 4. Current % of VVA patients (n=108) Table 3. % of postmenopausal

patients diagnosed with VVA

58%* 36%

2. For the treatment of
osteoporosis, PCPs reported a
significantly higher share of
patients diaghosed with
osteoporosis than OB/GYNs

(36% vs, 25%).

OB/GYNs reported a significantly
higher share of VVA diagnosed
patients than PCPs (*p<0.005).

Slightly more than half of the postmenopausal VVA patients are
currently treated with prescription medications (52%, on average).

OB/GYNs treat significantly more of their VVA patients with prescription

medications than PCPs: 57% versus 48%, respectively (p<0.05). 3. For the treatment of

osteoporosis, both specialties

prescribed bisphosphonate

100% - over other treatments,
although PCP prescribed more
alendronate (was statistically

o (s significant, p < 0.05). For both

PCP (n=55) specialties, SERM share of

prescribing was low.

Figure 5. Average % of VVA patients
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p<0.05).

On average, 10% of VVA patients are reported to be treated with
ospemifene and 6% are treated with CEE/BZA. A statistically
significantly greater number of OB/GYNs prescribed vaginal estrogen
tablets (p<0.05).

Table 4. Average % of Patients Treated for VVA

Total OB/GYN PCP
(n=108) (n=53) (n=55)

Vaginal estrogen cream 43% 42% 45%

5. OB/GYNs treat significantly
more of their VVA patients
with prescription medications
than PCPs: 57% vs 48%,
respectively (p<0.05).

Systemic estrogen +/- progestin 19% 16% 22%

Vaginal estrogen tablet 13% 16%* 10%

6. On average, 16% of VVA are
reported to be treated with
SERM (10% ospemifene and 6%
CEE/BZA).

Osphena (ospemifene) 10% 10% 1%
Vaginal estrogen ring 8% 9% 6%
Duavee (bazedoxifene/conjugated estrogens) 6% 6% 6%

Other 1% 1% 1%

* p<0.05 .
7. Lasofoxifene, a novel

investigational SERM, if
approved for treating VVA and
prevention and treatment of
osteoporosis, could strongly
impact prescription choice.

Conclusion

Although this survey study was
not targeted to clinicians
treating breast cancer patients
specifically, the results are still
highly relevant. Decreased
prescribing and poor compliance
with bisphosphonates in recent
years and the need to avoid
exogeneous estrogens in the
breast cancer population have
sighificantly limited treatment
options for osteoporosis and
urogenital atrophy in this
population.®?

SERMS were less likely to be
prescribed for menopausal
conditions in this survey for
reasons hot fully appreciated.
SERMs that specifically target
the estrogen receptor selectively
with favorable VVA effects,
vertebral and non-vertebral
fracture prevention, and breast
safety might meet the goals of
many clinicians treating at-risk
patients and breast cancer
survivors, and could positively
impact health outcomes and
quality of life.
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