Managing Side Effects of Estrogen Deprivation in
women affected by cancer

Lou James MNZM Founder PINC & STEEL
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* Tamoxifen — blocks the action of estrogen and is effective in
women both before and after the menopause

* Aromatase inhibitors (Letrozole, Anastrozole, Exemestane) —
reduce non-ovarian production of estrogen, so are effective
only in women after menopause.

* Can only be used in combination with ovarian suppression/ surgical
removal in younger women.

Estrogen receptor-positive Estrogen receptor-negative
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How do Oncologists choose?

1) Most effective
2) Least harm

Factors in that decision:
* Risk, size, grade, node involvement and ER/PR status
* Genomic information
* Contraindications

* Tamoxifen: DVTs/ pulmonary emboli, risk of
endometrial cancer

* Als: joint pains, osteoporosis risk

Standard treatment options

« Tamoxifen => Al (“Switch”/”extended)

* Al=> tamoxifen
« Tamoxifen for 10 years

* What can be tolerated, or made to be tolerable, for as long as
possible (up to max effective duration) if a non-standard
approach is needed.

BUT

...50% of patients do not complete their treatment, mostly due
to side effects.
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Mrs T’s Story: Tamixofen and me

+ Tamixofen was:
» Extraordinarily difficult
and disruptive
 Caused:
» Cognition/ memory
problems
» Hot flushes
» Fatigue
» Weight gain




Mrs T — What has worked for me

« Sleep hygiene

* My medical team — critical
relationship 5+ years

* PINC & NEXT STEPS Programs

« Family and friends — must share your
goals

* Support groups and online
community

« Knowing what to expect helps
acceptance

* Professional counselling

Menopause
Symptoms and physical changes

Headaches and
hot flashes

Teeth loosen and
gums recede

S Skin becomes drier
/Y and develops
\ a rougher texture

Breasts droop
and flatten = Risk of cardiovasculor
disease

277
Nipples become
smaller and
flaten

Abdomen loses
muscle tone

Vaginol dryness,
itching anc
shrinking

Stress or urge

incontinence
Bones lose mass
and bacome more
ragile

Advising patients - managing vaginal
dryness

* Women on aromatase inhibitors experience more vaginal
dryness than those on Tamoxifen

« Use a lubricant that's water-based (not hormone-based)
such as Astroglide, Moist Again, or K-Y Liquid during
intercourse.

« Try a vaginal moisturizer such as Replens, which can help
the vaginal walls stay moisturized.

« Avoid using anything that could be irritating such as
lotions, deodorants, perfumes, harsh or deodorant soaps, in
the vaginal area.

Side effects of estrogen depreviation

* Early Effects

* Hot flushes, mood swings, hot flushes, vaginal dryness/itch/
discharge/bleeding, cognition, weight gain, DVT

e

* Late Effects ’

» Cardiovascular
* Bone

* Brain

The Side effects from either ‘lowering’ or
‘blocking’ estrogen need to be assessed in
each individual

* When Estrogen levels drop, the membranes of the vagina get
thinner, become less flexible, and produce less lubricating
fluid. Sexual intercourse may be uncomfortable

* Research studies have shown that if you pay attention to an
individuals problems and have targeted interventions for
them —you can improve how they do

« Try different positions during sex to ease discomfort
« Talk to their partner about how they are feeling. m
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STILL
HOT,
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COMES IN
FLASHES
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Advising patients - managing hot flushes

* Non-medical treatments include:

« keeping well hydrated, wearing all-natural fiber clothes,
dressing in layers, using cool packs to get back to
sleep,exercising on a regular basis, practicing relaxation
exercises, and avoiding triggers

* Medications:

* No hormones — not Estrogen, not Progesterone, not Tibilone —
research has shown that women on HRT and Tibilone have an
increased risk of breast cancer recurrence

* Antidepressants, specifically Effexor (Venlafaxine).

« Started at a low dose (compared to when they are used as
antidepressants).

* Other medications commonly used included gabapentin

Aromatase Inhibitors and joint aches

* What causes Al-related joint symptoms?

* Not well understood.

* One common theory is that the rapid drop in
estrogen levels may be responsible for two
reasons:

» this drop may actually lower the pain
threshold, allowing the brain to better
"detect" joint symptoms that already
exist.

» the drop in estrogen causes cytokines
(proteins released by the body’s cells) to
be released in high levels, which may
hasten bone loss and aging, leading to
pain.

Late effects of estrogen
deprivation on the heart

* Women who enter menopause early are at greater risk for heart
disase and premature death

* Meta-analysis of 32 observational studies, involving more than
300,000 women and concluded that:
»Overall, heart disease risk appeared to be 50 percent greater
for the women who were under 45 when menopause began

A d Time Si - i i , Intermediate Vascular

Traits, and All-Cause Mortality A Systematic Review and Meta-analysis

AMA Cardiol. 0i:10.1001/ i0.2016.241

Copyright PINC & STEEL

Cognition problems, mood swings, weight
gain, hair loss and DVT

Managing joint aches

* Change medicine from Al to
Tamoxifen

* Anti imflammatory
medications

* Pain medications

* Physical activity and
stretching

¢ Accupuncture (shown to be
helpful in some small studies)

Late effects of estrogen
deprivation on bones

« Estrogen has a protective effect on bone, and reduced levels of
the hormone trigger bone loss

* Bone thining and an increased risk of osteoporosis is a real
concern for women on aromatase inhibitors, decreased
estrogen production or premature menopause due to surgery
or chemotherapy.

* Itis important to note that tamoxifen increases the risk of
osteoporosis in premenopausal women, but can actually

increase bone density in menopausal women. !




Advising patients - to preserve ‘ g*
bone health

* Exercise - resistance training, weight bearing exercise
* Increase calcium intake
.. as well as vitamin D...
¢ ...and supplement as needed
* Cut back on caffeine
 Drink alcohol only in moderation
¢ Cut down on salt
* Bisphosphonates

* Reduce risk of falls

Advising patients - to help with
brain function

¢ Ask our patients if they are having problems

* Refer for more medical tests if severe

* Find cognitive rehabilitation therapists in your region
¢ Practicing to be more organised

*  Practicing with puzzles

¢ Using the lumonsity app

*  NEXT STEPS program

* Exercise
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