A Patient’s
“Extended Adju




OBjectives

Define “adjuvant therapy::
Discuss menopause

Review what estrogemn dees and
why It matters In; breast cancer;

Talk about the benefits and side
effects of tamoxifen

Discuss what new drug research
has shown In the treatment o
breast cancer




OBjectives
>

e To provide you with the Infermation

about a new medication called LCetrozole
GEIMEIES))

e \What Is Letrozole?

e Who should consider Letrozoele treatmenit?
e How does Letrozole work?

e \What does the research show: about
Letrozole?

e What are the side effects off Letrozole?




What is “Adjuvant™ Therapy?
>

Treatment given after the surgeon
has removed all visible breast
cancer

Surgery Chemotherapy

Radiotherapy




Premenepausal  Pest menopatsal

' '




Vienopause

»

e Estrogen is present in ALL wemen in
regardless of a women’'s menopausal
status

e Women who are post menopausal malke
a small amount ofi estrogen threugh the
conversion of “male like” hermenes te
“female like” hormones.

 This conversion Is done by an enzyme
called aromatase.




Vienopause

*

e Most women are post menepausal By
age 55. However, menopause camn occurn
earlier than 55 years off age.

e Women who have had chemotherapy.
may go through menopause at; a
younger age

e Menopausal status for wemen bBetween
45-55 can be confirmed by a bloed test.




Vienopause

*

e Women who have had beth evaries
surgically removed are definitely
post menopausal

e If you have had a menstrual cyecle
In the past 10 months you: are NO
post menopausal and this

treatment Is NOT goeing toe be
effective for you.




Breast Cancer Treatment
oy Target

Target = Estrogen encourages
growth of breast cells and
INCcreases risk of breast cancer
recurrence
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Breast Cancer
>

 In 2006, an estimated 22,300 wWoemen
will be diagnosed with breast cancer.

e Since 1994, death rates for breast
cancer have been declining steadily.

 Declining death rates are, In part, due

to increased early detection; as well as
new/better treatment options.




Tamoxifen
>

e Tamoxifen has been part of breast
cancer treatment for almoest 30 years

e Tamoxifen has been shown| te Improve
overall survival anywhere firom 5-11%
depending on the stage of breast cancer

e Over 71 trials have been dene shewing
the benefit of Tamoxifen for Wemen
with estrogen sensitive breast cancer:.




Tamoxifen

-
e Pill taken once a day for five years

e Beneficial effects

e Reduces the chance of breast cancer
recurrence

e Prevents osteoporosis
e Reduces blood cholesterol

e Unfavorable effects
e |Increases the risk of endometriall cancer
e Increases the risk off blood clots

e Menopausal symptems such as; het flashes,
and vaginal dryness or discharge.

Lancet 2005; 365: 1687-1717




&1 EfFfFarst e s -
side Efrects of Tam

o
o
=
O

©
o
c
o
o)
@S
|-
>
<

Hot
Flashes Disc

P



ecurrence | %

Five years of tamoxifen
reduces recurrence by

60— 11.8% at fifteen years.
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What is Letrozole?

Letrozole is a pill that belengs) te
a family of drugs called
Aromatase Inhibiters (Al’s)

There are three drugs Im the
“family” of Aromatase Inhibiters:
e Letrozole (Femara®)

e Exemestane (Aromasin®)
e Anastrozole (Arimidex®)




What is an Aromatase
Inhibitor (Al)?

 Al’s are drugs that woerk by
limiting the ability of the enzyme
called aromatase to create
estrogen

e Estrogen can act as a “fuel” to
spark breast cancer growith

 Al’s almost completely’ suppress
estrogen levels Iin post menoepausal

»

woimern.




Aromatase Inhibitors

»

e Letrozole is the only drug being
used to reduce the risk of;
recurrence after 5 years of
Tamoxifen.

A number of studies have hbeen
done using various Al’s. Tleday,
we will be focusing ONLY en the
research involving Letrozole:




Aromatase Inhibitors and

Estrogen
*
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Who Should Consider
*Il.etmzele Ireatment?

 Post Menopausal wemen erly,

e Women who have taken 4.5 toe' S
years of Tamoxifen (or already,
finished)

e Women who didin’t have spread: o
return of their breast cancer Since
they were originally diagmnoesed




Mow does [Letrozole work?
>

e Letrozole works by preventing the
conversion of male hormones to
female hormones

e By preventing the conversion of
male hormones to estrogen, there
IS a further depletion of estregen

 For the drug to work, you MUST: lae
post menopausal




How does Letrozole work?




Mow IS Letrozoele differemt
" than amoxiien?

e Letrozole suppresses the
production of estrogen In post
menopausal woemen

e Tamoxifen has no efifect on the
PRODUCTION! of estrogen.
Tamoxifen prevents the binding of
estrogen to the estrogen receptors
of the cancer cells and, thereloere,
blocks the stimulation ol the

tumor.




How does Tamoxifen work?
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“MAL7 Trial

»

e Randomized 5,187 post-menepausal
females with estrogen sensitive breast
cancer to receive

e Letrozole pill once a day
e Placebo pill once a day
after about five years off tamoxiten
e 46% node negative
e 46%0 also receilved chemotherapy.
e Median follow-up of 30 months

e Double blind randomized placelo
controlled trial

JNCI 2005; 97: 1262-1271
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Definitions

*

e Disease-free survival defined as
time when a women started on the

trial to:

e A recurrence of breast camncer,
e New breast cancer, or

e Death from any cause

e Overall survival defined! as time
from randomization to death frem

any cause




Disease Free Survival vs.

Overall Survival
-
The difference between these two points in
time is know as a disease free survival
advantage
Diagnosis

Delaying the point in time
In which a woman died
because of treatment is

known as a overall
survival advantage




Results

»

By taking Letrozole after Tamoexiien,
there was an absolute reduction In
recurrence of breast cancer by 4.6% (&
“disease-free survival advantage)

 |In total, 155 women taking placebo had
their disease recur compared ter 92 of
the women who took Letrozele




Results - Put another way....
*

o After an average of four years,
about 6% of women wWhoe teek the
placebo had a recurrence but enily/.
3.5% of the women Whoe teok
Letrozole had a recurrence.




Overall Ssurvival

»

« There was no statistically significant
overall survival advantage fer Wemen
who took Letrozole.

o After the first analysis of the data, Ii
appeared that women with nede-
positive breast cancer had a survival
advantage by taking Letrozole. Ihese
results were published In the Journal of
the National Cancer Instituite.

JNCI 2005; 97: 1262-1271




Overall Ssurvival

»

. F

I_

owever, a subsequent unplanned
ealth Canada analysis (Witihla

slightly longer follow-up) shoewed
the survival advantage fior Wemen
with node-positive breast cancer
was no longer present.

e We are unsure Iff wemen With
node-positive breast cancer henefii
more than those with node-
negative breast cancer.




Issues with the Study.

»

 This study was stopped early/
because an Independent data
safety monitoring committee
concluded that, based on the early/
results, Letrozole was beneficial
when compared to placelnoerand
therefore women on the study.
should have the chance to receive
It.




Letrozole Side Effects

*

Letrozole Placebho
Adverse Effects p value
(In=2,572) | (n=2,577)
IHot flashes 58% 54%
Arthreldig 25% 21%
(aches/pams)

S0 0.005
| 9. 0% 0.003
L|p|d Ievels
(cholesterol or 16% 16% NS

blood fat levels)

NEJM 2003; 349: 1793-1802 and updated JNCI 2005; 97:1262-1271




Niew,
OSTEOPOIOSIS
P=.003

Osteoporosis Fracture




Bone Healtla
Recommendations

*

All women who wishi to take: Letrozole
should have bone density testing done
prior to starting on Letrozole

Bone density should then be dene ence
a year

Exercise, Calcium, and Vitamin D are
recommended for all post menopausal
women

Women with low bone density may: also
require bone strengthening drugs
(Fosamax® or Didrocal®)




Bleod Lipid Levels
>

« Tamoxifen helps lower blood chelesterol

e Women who switched to Letrozole after
5 years of Tamoxifen can have moedest
Increases In their cholesterol levels

« Having high cholesterol and other
cardiac (heart) risk factors may:
INCrease a woman’s chance of heart
attack or stroke; however, this was noi
seen In the MA17 trial




Blood Lipid Levels

>

« Changes in blood
cholesterol levels
were not statistically
significant between
treatment groups

12.00%

10.00%

Letrozole
Total Cholesterol







Incidence of Fatal Stroke
*

e 2 out of 2582 patients taking
Letrozole suffered strokes (0.07%)

Compared to

e 4 out of 2586 patients taking
placebo (0.15%)




Total Cardiovascular Events

»

The total numiber of cardievascular
events seen when comparing
Letrozole to placebo was:

149 women who took Letrozole
cardiovascular events

Compared to
144 women wWho received placeiho
This was not statistically’ significant
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C ecked
year by your family docteor and
treated, If needed.



SUMmary:
>

« Women who are post menoepausal
and have completed 5 years of

Tamoxifen can consider taking
Letrozole

e There Is a disease-free survival
advantage to Letrozole

e No uneguivocal overall survival
advantage has been sheown




summary:

e Letrozole is a pi
once a day




SUMmary:

»

3 years of Letrozole Is currently/
paid for by the Alberta Cancer
Board

e The study Intended to treat Wemen
with Letrozole for 5 years

 The study was stopped early With an
average treatment time ofi 30 moenths




Next Steps
>

 If you would like te censider
treatment with Letrozele, please
call the cancer center.

e You MUST complete a lbene densiity,
and have blood work BEEORE yoeur
appointment (Wwe will- explain Rew.
to do these tests and where you
can get them done)
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