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Abstract
Purpose Breast cancer patients frequently report hot
flashes. Given that conventional hormone replacement

therapy is generally contraindicated for them, other thera-
peutic modalities must be considered. The purpose of this
review was to develop evidence-based recommendations on
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non-hormonal pharmacological interventions, including nat-
ural health products, for managing hot flashes in women
undergoing treatment for breast cancer or with a history of
breast cancer.

Methods A review of the scientific literature published be-
tween January 2000 and December 2011 was performed. A
total of 26 randomized trials were identified.

Results Studies showed that serotonin—norepinephrine reup-
take inhibitors, selective serotonin reuptake inhibitors, anti-
hypertensives and anticonvulsants significantly reduced the
frequency and severity of hot flashes in breast cancer
patients.

Conclusions Considering the evidence available to date, the
CEPO recommends the following: (1) for breast cancer
patients being treated with tamoxifen: (a) the use of venla-
faxine, citalopram, clonidine, gabapentin and pregabalin be
considered effective in treating hot flashes and (b) the use of
paroxetine and fluoxetine be avoided, given that they may
reduce the efficacy of tamoxifen; (2) for breast cancer
patients not being treated with tamoxifen: (a) the use of
venlafaxine, paroxetine, citalopram, clonidine, gabapentin
and pregabalin be considered effective in treating hot flashes
and (b) fluoxetine not be used to treat hot flashes, given that
there is insufficient evidence for its therapeutic efficacy and
(3) for breast cancer survivors, sertraline, phytoestrogens,
black cohosh and St. John’s wort not be used to treat hot
flashes.

Keywords Hot flashes - Breast cancer - Antidepressants -
Antihypertensives - Anticonvulsants - Natural health
products

Introduction

According to recent Canadian statistics, an estimated 22,700
new breast cancer cases were expected to occur in Canada in
2012 [1]. Chemotherapy and hormone therapy, commonly
used for treating breast cancer, are very effective but may
induce adverse events such as premature menopause [2].
Between 60 and 65 % of women experiencing premature
menopause have hot flashes, defined as “a subjective sen-
sation of heat that is associated with objective signs of
cutaneous vasodilation and a subsequent drop in core tem-
perature” [2, 3]. This symptom is one of the major com-
plaints about their treatment. It is strongly recommended
that hot flashes be routinely assessed as a component of
systematic symptom evaluation for breast cancer patients
[4]. Assessment of hot flashes frequency, intensity, duration
and impact on quality of life (QoL) is recommended for
individualizing patient’s treatment plan [4]. Usually, patients
self-report their symptoms in a personal diary and according
to the frequency and intensity of their symptoms, a hot flash
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score can be determined [3, 4]. This score can be calculated
by multiplying the average frequency by the average inten-
sity of the symptoms. Widely used and more reliable than
only evaluating the change in frequency, the hot flash score
correlates with patient QoL and allows indirect comparisons
of different modalities [3].

In addition to the effect of treatment on hot flash frequen-
cy and score, impacts of this symptom are generally evalu-
ated on seven additional aspects such as depression,
interference with daily activities, mood, fatigue, QoL, sexual
functioning and vasomotor symptoms. Different validated
questionnaires are used for this purpose such as Hot Flash-
Related Daily Interference Scale (HFRDIS), evaluating the
degree to which hot flashes interfere with daily activities [5],
Menopause-specific Quality Of Life (MENQOL), evaluating
the impact of the menopause symptoms on patient QoL [6],
Sexual Activity Questionnaire (SAQ), measuring the impact
of hot flash on sexual functioning [7], and the modified
Kupperman Index, evaluating menopausal symptoms [8].

For healthy menopausal women, hormone replacement
therapy (HRT) was long considered to be the treatment of
choice; however, it has been increasingly discarded since the
publication of studies demonstrating the lack of cardiovas-
cular benefits and the increased risks for cancer [4]. The
Women’s Health Initiative study assessed the major health
risks and benefits of the combined hormone preparation
(estrogen plus progestin) among healthy postmenopausal
women [9]. This trial has been stopped prematurely because
of the significant increase in invasive breast cancer and of an
unfavourable risk/benefit ratio. Patients treated with com-
bined hormone preparation had a 1.26-fold higher risk of
developing breast cancer than placebo; however risk of
developing endometrial or colon cancer remained un-
changed or was reduced. Specifically aiming to evaluate
the effect of HRT on breast cancer incidence, the Million
Women Study found that patients using HRT had a signif-
icant elevated risk of developing breast cancer and to die
from it [10]. However, in breast cancer survivors, the use of
HRT remains controversial. While a meta-analysis [11] and
the Stockholm trial [12] suggested that HRT had no signif-
icant effect on breast cancer recurrence, the HABITS (Hor-
monal replacement therapy after Breast cancer—Is iT Safe?)
trial found that the risk of recurrence was higher in women
taking HRT [13]. Because of this contradiction, it is widely
recommended that HRT be avoided for breast cancer survi-
vors [12, 14]. Nevertheless, in cases where hot flashes become
bothersome or negatively affect patient QoL, a pharmacolog-
ical and non-hormonal approach may be needed.

A literature search was performed to assess the efficacy and
safety of the various pharmacological and non-hormonal treat-
ments available for managing hot flashes in breast cancer
patients and survivors. Evidence-based practice recommenda-
tions were subsequently developed by the CEPO.



Support Care Cancer (2013) 21:1461-1474

1463

Methods

A search of the scientific literature published from January
2000 to December 2011 was performed in PubMed with the
following keywords: “hot flashes” (MeSH), “hot flash”,
“hot flush”, “vasomotor symptoms”, “climacteric symp-
toms”, “menopausal symptoms”, “treatment”, “breast neo-
plasms” (MeSH) and “breast cancer”. Only randomized
controlled trials (RCTs) and meta-analyses published in
English or French and reporting assessments of hot flash
relief in breast cancer patients using non-hormonal treat-
ments were considered. Economic analyses, retrospective
studies, phase II studies, studies reporting only unplanned
subgroup analyses and those assessing hot flash relief
through homeopathic or alternative medicine approaches
(i.e. acupuncture, paced respiration and behaviour therapy)
were not considered. Abstracts from relevant international
conferences held from 2008 to 2011 were reviewed and only
those presenting results from RCTs were considered. Clin-
ical practice guidelines and expert consensus statements
issued by relevant international organizations and cancer
agencies were identified. Levels of evidence (LOE) and
strengths of recommendation were evaluated using the
ASCO and ESMO grading system (Table 1). The original
guideline was developed by a CEPO subcommittee,

Table 1 Levels of evidence and grades of recommendation

Levels of evidence

Level Type of evidence

1 Evidence demonstrated by means of meta-analyses of
well-designed controlled trials or large randomized
trials with clear-cut results (low false-positive and
false-negative errors, high power)

I Evidence demonstrated by means of small randomized
trials with uncertain results (high false-positive and
false-negative errors, low power)

il Evidence demonstrated by means of nonrandomized
concurrent cohort comparisons with contemporaneous
controls

v Evidence demonstrated by means of nonrandomized
historical cohort comparisons

\% Evidence demonstrated by means of case series without
controls

Grades of recommendation

Grade Recommendation

A Supported by level I evidence or multiple level II, 11T
or IV trials presenting concordant observations

B Supported by level II, III or IV trials presenting
generally concordant observations

C Supported by level I, III or IV trials presenting
non-concordant observations

D Supported by little or no empiric evidence

Adapted from Cook et al. [63]

reviewed by independent external experts, and finally
adopted by the CEPO.

Results
Literature review results

A total of 26 RCTs were selected. These included 11 RCTs
evaluating the efficacy of serotonin—norepinephrine reup-
take inhibitors (SNRIs) or selective serotonin reuptake
inhibitors (SSRIs) [15-25] (Table 2), one RCT evaluating
the efficacy of antihypertensive agents [26] and five RCTs
evaluating the efficacy of anticonvulsant agents [27-31]
(Table 3), and nine RCTs evaluating the efficacy of natural
health products [32—40] (Table 4). Sample size of the indi-
vidual studies ranged from 46 to 420 breast cancer patients
Or Survivors.

Efficacy of SNRIs and SSRIs

* Venlafaxine

Five RCTs evaluated the efficacy of venlafaxine for
treating hot flashes in breast cancer survivors [15-19]. In
2007, Carpenter et al. demonstrated that breast cancer
survivors taking venlafaxine 37.5 mg/day for 4 weeks
had a significant reduction in physiological (22 % versus
0 %) and in self-reported (42 % versus 18 %) hot flash
frequency compared with placebo (p<0.001 for both; LOE
1) [15]. Patients who experienced more than a 50 % de-
crease in hot flash frequency showed significant improve-
ments from baseline in fatigue (p=0.007), mental health
(p=0.02), sleep disturbance (p=0.03) and vitality (p=
0.048). However, compared with placebo, patients taking
venlafaxine reported significantly more dry mouth (p<
0.001), constipation (p=0.001) and headache (p=0.007).

In 2000, Loprinzi et al. showed that after 4 weeks of
treatment with different doses of venlafaxine (37.5, 75 or
150 mg/day) or a placebo, median hot flash frequency in
breast cancer survivors was reduced from baseline by 30 to
58 % for patients taking venlafaxine and by 19 % for
patients receiving placebo (p<0.001 for each venlafaxine
dose compared to placebo; LOE II) [16]. Median hot flash
score was also reduced by 37 to 61 %, depending on the
venlafaxine dose taken, compared to 27 % in patients
receiving placebo (p<0.001). Dry mouth, nausea, de-
creased appetite and constipation were significantly higher
in patients treated with venlafaxine. Improvements in
libido, depressive symptoms and QoL were reported with
venlafaxine.

Three RCTs compared the efficacy of venlafaxine with
that of clonidine for treating hot flashes in breast cancer
survivors [17—19]. In 2011, Boekhout et al. demonstrated
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Table 2 (continued)

Adverse events

Variations

Duration
(weeks)

Breast cancer

n

Treatment

Study

history (% patient)

p value

Score

p value

Frequency

=55 %
-23 %

=50 %

35 %
31 %

55
83

Citalopram 30 mg/d

Placebo (c)

-20 %

Somnolence, perspiration,

0.001

=37 %

25

Citalopram 20 mg/d

Kalay et al. [25]

palpitations, dry mouth

-13 %

25

Placebo (c)

¢ comparator, d day, HF hot flash, mg milligram, » number of patients, U unit, — data not available

0.02) compared with placebo

0.01) and score (24 %; p=

# Crossover analysis showed that patients taking fluoxetine had further reductions in hot flash frequency (19 %; p

that during the 12 weeks of treatment, breast cancer
patients taking venlafaxine 75 mg/day had a 41 % hot
flash score reduction compared with placebo (p<0.001);
those taking clonidine 0.1 mg/day had a 26 % reduction
(p=0.045; LOE II) [17]. Compared with patients receiving
placebo, those taking venlafaxine experienced significant-
ly more nausea (p=0.02) and constipation (p=0.04). Loss
of appetite occurred more frequently with venlafaxine
compared with clonidine (p=0.003). Sexual function and
sleep quality were similar in both groups.

In 2009, Buijs et al. published a crossover study which
showed no difference in the mean reduction in hot flash
score between breast cancer patients taking venlafaxine
75 mg/day and those taking clonidine 0.1 mg/day after
8 weeks of treatment (49 % versus 55 %; p=0.55; LOE II)
[18]. After 2 weeks, patients taking venlafaxine reported
taste alteration, appetite loss, nausea and constipation,
whereas patients taking clonidine reported pain and
itching. After 8 weeks, fewer depressive symptoms were
observed in the venlafaxine group compared to base-
line (p=0.001), while no change was observed in the
clonidine group. Neither treatment had an impact on
sexual function.

In 2007, Loibl et al. demonstrated that venlafaxine
75 mg/day was significantly more effective than clonidine
0.15 mg/day in reducing hot flash frequency (57 % versus
37 %; p=0.025) and score (11.4 versus 8.9 U/day;
p=0.043) in breast cancer patients (LOE II) [19]. In
both groups, the most common adverse events were dry
mouth, tiredness and restless sleep. Nausea was more
frequently reported by patients taking venlafaxine
compared to clonidine (p=0.05).

Paroxetine

In 2005, Stearns et al. showed that paroxetine 10 or
20 mg/day significantly reduced hot flash frequency
(40.6 % versus 13.7 %; p=0.0006 and 51.7 % versus
26.6 %; p=0.002) and score (45.6 % versus 13.7 %; p=
0.0008 and 56.1 % versus 28.8 %; p=0.004) compared
with placebo in women among which more than 80 %
were breast cancer survivors (LOE II) [20]. Efficacy was
similar between the two doses, but women were less
likely to discontinue low-dose paroxetine. Adverse
events that may have been related to paroxetine were
mostly mild and mainly included nausea. Sleep
improvements were reported with low-dose paroxetine
compared with placebo (p=0.01).

Fluoxetine

In 2002, Loprinzi et al. published a crossover study
and showed that after the first 4 weeks of treatment, no
variation in hot flash frequency or score was observed
between breast cancer patients treated with fluoxetine
20 mg/day and those receiving placebo (LOE II) [21].
Nevertheless, subsequent analysis of the crossover data

@ Springer



Support Care Cancer (2013) 21:1461-1474

1466

8 O9M 0] dul[aseq WOl AJLIOAdS pue Aouanbaiy ur aSueyo oFejuadiad ur 9ouLIdNI( ,

(50°0>d) suraseq 0) pareduwod
01005 pue Aouonbaiy yse[f 101 Jo SUONONPAI JUESYIUSIS pajensuowdp oAey unuadeqes yim pajeon sjuoned A[uQ “sue [euoLIadxXo 0m) YY) UGIMIAQ SUOP UdQ Sey UOSLIEAUIOD [EDISTIEIS 19AIIP ON]

spouad Jusuean pue SJUSULAI} YJOq I9A0 PISLIOAR QUI[ISRq WO UonInpay ,

S[qe[TEAR JOU BJEP — ‘JUN [RUONEUISNI )7 ‘sjudned Jo roqunu ¢ ‘weiSiju Sw ‘Kep p ‘10jeredwoo 2

- - % 05— - % 9¢- %1y 69 (0) ogeoelg
UOISIA
9[qnop,/painjq ‘3unenuIdUOd
9[qnoxn ‘swojqoId uoneuIpIo0d
‘@ouojoutios ‘uted Jydrom
‘SONINOLFIP ANIUFOD ‘SSAUIZZI(] L00°0 % 1L- L00'0 % 19— % ¥y 69 p/3w Q¢ ureqesaid
SUNENUEOU0D d[qNOI) ‘SSIUIZZI(] 6000 % S9— L00°0 % 65— 9 %SE 69 p/3w (g1 ureqesaIg [1€] T8 10 rzuudoy
oqooeld snsioA ureqedor
- % SI— % S1— % 001 LEI (0) 0qa2¢[d
% 9~ % Y- % 001 Pl p/3w 006 unuadeqen
- 5L000 % 1€~ 590000 % 0€— 8 % 001 6€1 p/3w 0o¢ unuadeqen [0€] e 10 eApueq
(0) p/3w 006
- % 95— % ¥S— % 8L 85  unuadeqen-sjuessardopnuy
SSOUSNOAION LEO % 09— 19°0 % 6t 14 % %8 SS p/Bw (06 unuadeqen [62] '1e 10 1zudoy
- % L— % 01— % 001 S () P/NMT 008 H urwENA
ured Jy3rom ‘sSoUSNOAIU
‘gynour AIp ‘sSaUIZZIP “9oUd[Outog - a%L9— - Q%LS— 1 % 001 09 p/3w 006 unuadeqen [82] Te 10 erSig
Swse3I0 SUIAIYOR AJNOLFIP
‘uonednsuod ‘ssof anadde ‘eosneN - % 001 € p/Sw G/ QuIXBJeR[USA (£prs 10A0SS010)
oodde paseorour ‘ssoutzziq  100°0>  ,(U0q I0F) % 99— - - 14 % 001 b€ p/8w 006 unuadeqeny  [L] 'Te 10 nedjoprog
(0gooed 10 7 UTWE)IA ‘QUIXBJR[UA) SUOTJEIIPAW JAYIO0 SNSIdA unuadeqen
- % 9T % L1- % 001 66 (0) 0qa2e[d
sannoyyip Surdoojs 9000 % 05— 900°0 % LE— 8 % 001 66 p/Bw 1°( duIpruo) [92] Te 10 eApueq
0qode[d snsioA uIpruo[)
onfea d 100§  onjead  Aouonboij
(syoom)  (yuened o) A1o3sTy
SJUIAD ISIAPY suoneues  uonein( J20uR) Jsearq u juduIedI ], Apms

SJUBS[NAUOONUE PUE SOAISUAPAdAYNUE :s)nsar Jo Areurnung ¢ d[qeL,

pringer

Qs



Support Care Cancer (2013) 21:1461-1474

1467

Table 4 Summary of results: natural health products

Study Treatment n  Breast cancer Duration  Variations
history (% patient) (weeks)
Frequency p value Score p value
Phytoestrogens, isoflavones and other derivatives versus placebo
Pruthi et al. [32] Flaxseed 7.5 g/d 94 50 % 6 =29 % 0.90 -4.9 Ud 0.29
Placebo (c) 94 52 % -25% -3.5 UM
MacGregor et al. [33]  Isoflavones 70 mg/d 36 100 % 12 - - - 0.806°
Placebo (c) 36 100 % - -
Nikander et al. [34] Phytoestrogens 114 mg/d 32 100 % 3 - - - 0.992°
Placebo (c) 32 100 % - -
Van Patten et al. [35]  Isoflavones 90 mg/d 78 100 % 12 - -30 % ns
Placebo (c) 79 100 % - —40 %
Quella et al. [36] Phytoestrogens 150 mg/d 87 100 % 8 - - —44 %°, 21 %°, 0.78
=35 %°
Placebo (c) 88 100 % - —40 %°, =22 %",
-35 %°
Black cohosh versus placebo
Pockaj et al. [37] Black cohosh 40 mg/d 66 59 % 8 - - -15 % 0.10
Placebo (c) 65 69 % - =31 %
Jacobson et al. [38] Black cohosh 40 mg/d 42 100 % 2 months —27 % overall 0.86 - -
Placebo (c) 43 100 % -

Tamoxifen versus tamoxifen + black cohosh

Hernandez et Pluchino Tamoxifen 20 mg/d+black 90 100 %
[39] cohosh 40 mg/d
Tamoxifen 20 mg/d (c) 46 100 %
St. John’s wort versus placebo

Al-Akoum et al. [40]  St. John’s wort 900 mg/d 22 55 %
Placebo (c) 25 68 %

60 days  46.7 %° - - -

3 months —2.3 HF/d 0.11 -3.8 Ud 0.10
—1 HF/A -1.8 UM

¢ comparator, d day, HF hot flash, mg milligram, n number of patients, ns not significant, U unit, — data not available, g gram

 Treatment with isoflavone did not result in significant differences in menopausal symptoms scores compared to placebo (hot flashes and sweating)

® Reductions in Kupperman index score were evaluated following two treatments; no difference was observed compared to placebo (15.5 % versus 14.7 %)

¢ Percentage of patients having <25 %, 25 to 50 %, and >50 % reduction in hot flash score, respectively

9 Percentage of patients free of hot flashes

showed that fluoxetine was associated with significant
reduction in hot flash frequency (19 %; p=0.01) and
score (24 %; p=0.02). Additional analysis confirmed the
superiority of fluoxetine over placebo, even when ad-
justed for potential confounding factors such as depres-
sion, tamoxifen use and age. Compared with placebo,
fluoxetine treatment did not induce further toxicity and
had no significant impact on libido, depressive symp-
toms and QoL.
Sertraline

Two RCTs evaluated the efficacy of sertraline for
treating hot flashes in breast cancer survivors [22, 23].
In 2009, Wu et al. found no difference in hot flash
frequency or score between breast cancer patients trea-
ted with sertraline 25 mg/day or placebo (LOE II) [22].
No serious drug-related adverse events were associated
with the use of sertraline. Most adverse events were mild
to moderate and resolved by themselves or by lowering

doses. Treatment with sertraline had no significant im-
pact on patient QoL.

In 2006, Kimmick et al. showed no difference in hot
flash frequency or score between patients treated with
sertraline 50 mg/day or placebo (LOE II) [23]. The adverse
events most frequently reported in the sertraline group
were nausea (28 %), diarrhea (20 %), fatigue/malaise
(12 %) and anxiety/nervousness (12 %); their incidence
was similar in the placebo group. Even though sertraline
had no significant impact on patient QoL, the majority of
patients preferred sertraline over placebo.

Citalopram

Two RCTs evaluated the efficacy of citalopram for
treating hot flashes in breast cancer survivors [24, 25]. In
2010, Barton et al. demonstrated that after 6 weeks of
treatment, breast cancer patients receiving citalopram
10, 20 or 30 mg/day had statistically significant reduc-
tions in hot flash frequency (46, 43 and 50 % versus
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20 %, respectively; p<0.001) and score (49, 50 and
55 % versus 23 % respectively; p<0.002) compared to
placebo (LOE II) [24]. No significant difference was
observed between the three doses. No citalopram-
related toxicity and no impact on patient QoL were
reported. Nevertheless, significant improvement in anx-
iety (p<0.01) and reduction in hot flash interference in
daily life (p<0.01) were observed in patients taking
citalopram 20 mg/day.

In 2007, Kalay et al. reported that after 8 weeks of
treatment with citalopram 20 mg/day, women not
taking HRT had significant reductions in hot flash
score compared with placebo (37 % versus 13 %;
»=0.001; LOE II) [25]. Adverse events such as som-
nolence, increased perspiration, palpitations and dry
mouth were observed with citalopram. A significant
improvement in physical well-being was observed in
patients taking citalopram (»p=0.001). However, no
difference was reported for sexual functioning and
patient QoL.

Efficacy of antihypertensive drugs

Clonidine

In 2000, Pandya et al. found that breast cancer
patients receiving clonidine 0.1 mg/day had a greater
reduction in hot flash frequency (37 % versus 17 %; p=
0.006) and score (50 % versus 26 %; p=0.006) than
patients receiving placebo (LOE II) [26]. Patients taking
clonidine were more likely to report difficulty sleeping
(41 % versus 21 %; p=0.02). Improvements in QoL
were observed after 8 weeks of treatment with clonidine
(p=0.02).

Efficacy of anticonvulsant drugs

Gabapentin

Four RCTs evaluated the efficacy of gabapentin for
treating hot flashes in breast cancer survivors [27-30].
In 2010, Bordeleau et al. showed a statistically signifi-
cant reduction in hot flash score in patients treated with
gabapentin 900 mg/day and in patients treated with
venlafaxine 75 mg/day compared with baseline values
(66 % reduction; p<0.001; LOE II) [27]. Treatment
crossover was planned after 28 days and following
crossover, significantly more patients preferred venla-
faxine over gabapentin (68 % versus 32 %; p=0.01). No
grade 3 or 4 treatment-related adverse events were
reported. However, treatment with venlafaxine was as-
sociated with increased appetite loss (p=0.003), nausea
(»=0.02) and constipation (p=0.05), and with fewer
negative mood changes (p=0.01) compared with gaba-
pentin. On the other hand, gabapentin was associated with
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increased appetite (p=0.001) and dizziness (p=0.005).
More difficulty achieving orgasms was noted with
venlafaxine (p=0.002).

In 2009, Biglia et al. assessed the efficacy and toler-
ability of gabapentin 900 mg/day compared with vita-
min E for controlling vasomotor symptoms in breast
cancer patients (LOE II) [28]. After 12 weeks, gabapentin
resulted in significant reductions in hot flash frequency
and score from baseline (57 % and 67 %; p<0.05 for
both). The effect of vitamin E was considered fairly
small by the authors with a 10 % reduction in hot flash
frequency and a 7 % reduction in hot flash score. The
most common gabapentin-related adverse events were
somnolence and dizziness. Dry mouth, nervousness and
modest weight gains were also observed. Patient QoL
and sleep quality were significantly improved with
gabapentin (p<0.05 for both).

In 2007, Loprinzi et al. showed that combining an
antidepressant and gabapentin was not more effective
than gabapentin alone in reducing hot flash frequency
(49 % versus 54 %; p=0.61) and score (60 % versus
56 %; p=0.37; LOE II) [29]. Despite a trend for
difference in nervousness and negative mood changes
among the two treatment arms, incidence of adverse
events and impact on QoL were similar in both
groups.

In 2005, Pandya et al. demonstrated that breast
cancer patients treated with gabapentin 300 or
900 mg/day had significant reductions in hot flash
frequency (30 and 44 % versus 15 %; p=0.00006)
and severity score (31 and 46 % versus 15 %;
p=0.007) between baseline and week 8, compared
with placebo (LOE I) [30]. Only the higher dose of
gabapentin was associated with significant decreases in
hot flash frequency and severity (p<0.0001). Use of
gabapentin was associated with improved appetite and
reduced pain.

Pregabalin

In 2010, Loprinzi et al. demonstrated that breast
cancer patients treated with pregabalin 75 and 150 mg
twice daily for 6 weeks had significant reductions from
baseline in hot flash frequency (59 and 61 % versus
36 %; p=0.007 for both) and score (65 and 71 % versus
50 %; p=0.009 and p=0.007, respectively), compared to
placebo (LOE 1) [31]. Treatment with pregabalin in-
duced more dizziness, cognitive difficulties, undesirable
weight gain, somnolence, coordination difficulties, trou-
ble concentrating and concerns regarding blurred or
double vision. Changes in these adverse events were
mostly significant with the higher dose of pregabalin.
Treatment with pregabalin had no effect on patient QoL,
but a reduction in hot flash interference in daily life was
observed. Patients treated with pregabalin were much
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more satisfied with their hot flash control than those
receiving placebo (p<0.0001).

Efficacy of natural health products

Phytoestrogens, isoflavones and other derivatives

Five RCTs evaluated the efficacy of phytoestrogens
and their derivatives for treating hot flashes in breast
cancer survivors [32-36]. In 2012, Pruthi et al. found
that flaxseed 7.5 g/day had no further effect on the mean
reduction of hot flash frequency (29 % versus 25 %;
p=0.90) and score (4.9 versus 3.5 U/day; p=0.29)
compared with placebo (LOE II) [32]. Patients in
both groups reported abdominal distension, flatu-
lence, diarrhea and nausea. Patients taking flaxseed
had significantly less grade 1 pruritus than patients
taking placebo (p=0.04). No difference was observed
between the groups concerning mood, QoL and hot
flash interference in daily life, except for leisure
interference for which an improvement was observed
in patients taking flaxseed (p=0.03).

In 2005, MacGregor et al. observed that breast can-
cer patients taking soy phytoestrogens 35 (isoflavones
70 mg/day) had no significant reductions in menopausal
symptoms scores (hot flashes and sweating) compared
with placebo (LOE II) [33]. Toxicity of soy phytoestro-
gens was mild, primarily gastrointestinal and not sig-
nificantly different from that of placebo. Furthermore,
soy phytoestrogen did not improve patient QoL.

In 2003, Nikander et al. demonstrated in a crossover
study that breast cancer patients treated with phytoestro-
gens 114 mg/day (including soy isoflavones, glycitein,
daidzein and genistein) had a significant reduction in
Kupperman index from baseline (15.5 %; p=0.002), but
not different from that observed in the placebo arm
(14.7 %; p=0.992; LOE II) [34]. Neither hot flashes nor
any other components of the Kupperman index were
relieved with phytoestrogens when evaluated separately.
Moreover, phytoestrogens had no impact on patient work-
ing capacity, depression, anxiety and self-confidence.

In 2002, Van Patten et al. found no significant differ-
ence in the 24-hour hot flash score reduction in breast
cancer patients treated daily with a soy beverage
containing 90 mg isoflavones or with a placebo rice
beverage (30 % versus 40 %; p=not significant; LOE
1) [35]. Mild gastrointestinal adverse events were
reported in both groups but were more frequent and
severe in the soy beverage arm.

In 2000, Quella et al. demonstrated that breast
cancer survivors treated with soy phytoestrogens
150 mg/day had no reduction in hot flash score from
baseline compared with placebo (p=0.78; LOE 1I)
[36]. However, 36 % of patients receiving placebo

reported that hot flash frequency had been reduced by
half compared with to 24 % of patients receiving soy
phytoestrogens (p=0.01). Incidence of adverse events
was similar in both groups.

» Black cohosh

Three RCTs evaluated the efficacy of black cohosh
for treating hot flashes in breast cancer patients [37-39].
In 2006, Pockaj et al. showed no significant difference
in mean hot flash frequency (17 % versus 26 %; p=0.36)
and score (20 % versus 27 %; p=0.53) in women with a
history of breast cancer or a perceived increased risk of
breast cancer treated with black cohosh 40 mg/day com-
pared to placebo (difference between the fourth treat-
ment week and baseline; LOE II) [37]. After 4 weeks, a
crossover was allowed, which did not show any benefit
for black cohosh (p=0.98). Black cohosh was well tol-
erated and did not affect patient QoL.

In 2001, Jacobson et al. found that breast cancer survi-
vors treated with black cohosh 40 mg/day for 2 months had
no reduction in hot flash frequency and intensity compared
with placebo with an overall decline in the mean number of
hot flashes from baseline of 27 % (p=0.86; LOE II) [38].
Significant improvement in sweating was observed in the
black cohosh group (p= 0.04). Severe adverse events, such
as cases requiring hysterectomy and breast cancer recur-
rence, were observed in the black cohosh arm.

In 2003, Hernandez-Munoz and Pluchino found that
46.7 % of breast cancer survivors treated with tamoxifen
and black cohosh 20 mg/day were free of hot flashes (LOE
II) [39]. However, severe hot flashes were reported by
24.4 % of patients treated with tamoxifen and black cohosh
and by 73.9 % of patients treated with tamoxifen alone (p<
0.01).

+ St. John’s wort

In 2009, Al-Akoum et al. found no difference in the
reduction of daily hot flash frequency (2.3 versus 1.0; p=
0.11) and score (3.8 versus 1.8 U/day; p=0.10) in breast
cancer survivors treated with St. John’s wort 900 mg/day
or placebo for 12 weeks (LOE II) [40]. After 3 months,
significant improvements in menopause-specific QoL
(»=0.01) and reductions in sleep problems (p=0.05)
were reported in the St. John’s wort arm. Adverse
events such as fatigue, dry mouth and abnormal
sweating were more common in the placebo group
than in the St. John’s wort group.

Discussion
Menopause is unfortunately a reality that no woman can
escape. For the majority of menopausal women, hot flashes

are among the most bothersome symptoms. In healthy wom-
en, this symptom disappears within 4 to 5 years from the
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onset of menopause. However, among breast cancer survi-
vors, it is usually more intense and more frequent and can
significantly affect QoL [41]. HRT is a treatment option that
may be considered for the majority of women, but is gener-
ally contraindicated for breast cancer patients and survivors.

Usual management of breast cancer include endocrine
treatment or chemotherapy. Both treatments cause an estro-
gen deprivation that can lead to a premature menopause,
resulting in more severe and prolonged menopausal symp-
toms [3, 42]. Tamoxifen is one of the most used treatments
for breast cancer. In breast cancer patients initiating tamox-
ifen treatment, the pattern of hot flashes is typically a grad-
ual increase over the first 2 to 3 months, followed by a
plateau and a slow dissipation [43]. Among the selected
studies, most included breast cancer patients treated with
tamoxifen. Only five studies presented results from un-
planned analysis of the effectiveness of the different non-
hormonal hot flashes treatments according to concomitant
tamoxifen intake [20, 24, 31, 32, 38]. All concluded that the
effectiveness of these treatments was not influenced by
tamoxifen.

Efficacy of SNRIs and SSRIs

Historically, SNRIs and SSRIs have been recognized mainly
for their effects on depression, obsessive-compulsive disor-
ders and anxiety. However, for the purpose of this review, 11
RCTs evaluating the efficacy of these agents in hot flashes
treatment in breast cancer patients were included [15-25].
Overall, studies demonstrated that treatment with venlafax-
ine (37.5 to 150 mg/day), paroxetine (10 to 20 mg/day) or
citalopram (10 to 30 mg/day) led to significant reductions in
hot flash frequency (from 14 to 58 %) and score (from 26 to
51 %) compared to placebo [15-20, 24, 25]. No direct
comparison between treatments could be made due to the
heterogeneity in study populations. Furthermore, methodo-
logical weaknesses, such as low statistical power, high fre-
quency of treatment dropout and non-optimal treatment
compliance, were frequently observed. One study showed
a very modest improvement in hot flash frequency and score
in breast cancer survivors with the use of fluoxetine com-
pared to placebo but only after treatment crossover [21]. The
short duration of the study and the absence of a washout
period before crossover may have significantly affected the
outcomes observed.

It is fascinating to observe that all the selected studies
compared the efficacy of SNRIs or SSRIs with that of
placebo. It would be interesting to compare these with each
other in order to establish their superiority in efficacy. In
most of the reviewed evidence, reductions in hot flash
frequency and score were also observed in patients receiving
placebo. These reductions were consistent with the finding
that 4 weeks treatment with placebo generally led to a
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reduction in hot flash frequency of more than 25 % in
menopausal patients [2]. Few studies compared venlafaxine
efficacy with that of other agents such as clonidine or
gabapentin [17-19, 27] and only one showed a significant
improvement in hot flash frequency and score with
venlafaxine [27].

Generally, SNRIs and SSRIs induce significant adverse
events such as dry mouth, nausea, constipation and appetite
problems. In addition, some of these drugs are known to
inhibit cytochrome P450 2D6 activity, an enzyme involved
in tamoxifen metabolism [44]. Consequently, the use of
drugs such as fluoxetine and paroxetine must not be pre-
scribed concomitantly with tamoxifen because they are
known to reduce endoxifen plasma concentration. Analyses
derived from the Arimidex, Tamoxifen Alone or in Combi-
nation (ATAC) trial suggested that there was no strong
evidence available to conclude that these drugs should be
avoided in women treated with tamoxifen [45]. However,
current clinical practice guidelines are more cautious and
still recommend that fluoxetine and paroxetine should not
be prescribed to women treated with tamoxifen [42, 46—48].

Efficacy of antihypertensive and anticonvulsant agents

One study showed that clonidine 0.1 mg/day significantly
reduced hot flash frequency and score, compared with pla-
cebo, in breast cancer patients [26]. Improved QoL was
showed in favour of clonidine despite increased sleep
disturbances.

Efficacy of anticonvulsants was evaluated in five RCTs
using different comparative treatments, including antide-
pressants, vitamin E or placebo [27-31]. Studies showed
that treating hot flashes in breast cancer patients with
gabapentin 900 mg/day or pregabalin 150 mg/day led to
significant reductions in hot flash frequency and score.
Treatment with gabapentin compared to vitamin E pro-
vided approximately a six- to tenfold reduction in hot
flash frequency and score [28]. Gabapentin given concur-
rently with antidepressants provided no further benefit on
hot flash relief [29]. Furthermore, a study showed that
breast cancer patients experiencing hot flashes preferred
treatment with venlafaxine than with gabapentin [27].
Adverse events were generally observed with high doses
of anticonvulsants and mainly included dizziness, poor
appetite, dry mouth, nervousness, weight gain and diffi-
culty concentrating.

The studies reviewed were generally of short duration (4
to 12 weeks) and included no long-term data. Because of
heterogeneity in the study population, it was not possible to
compare these medications with each other. Well-designed
RCTs are needed to position these drugs within a treatment
continuum. Absence of treatment comparison affect their
value in clinical practice, given that some clinical guidelines
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and expert consensus statements consider anticonvulsant
drugs to be both first-line or second-line treatments for hot
flashes [42, 48-50].

Efficacy of natural health products

Natural health products, especially those derived from me-
dicinal plants, have very complex molecular compositions,
and studies generally included non-clinically validated sub-
stances or composites in which no dose—response relation-
ships were observed. In the selected studies, none of the
tested natural health products significantly reduced hot flash
frequency or score in breast cancer patients [32—40].

No study assessing the efficacy of phytoestrogens and
their derivatives for treating hot flashes in breast cancer
patients was positive [32-36]. Phytoestrogens are known
to have estrogenic or anti-estrogenic activities depending
on their dosage [51]. A potential risk for hormone-related
adverse events, such as endometrial hyperplasia and breast
cancer, is of concern because phytoestrogens have been
demonstrated to act as weak estrogen agonists [52]. None
of the reviewed studies assessed the impact of phytoestro-
gen intake on breast cancer survival and recurrence. Data on
phytoestrogen safety and survival benefits are inconsistent.
This is generally due to differences in study design and
populations and the presence of confounding factors
[53-55]. Safety of phytoestrogens was evaluated in a
meta-analysis that included 174 RCTs [52]. No difference
in overall incidence of adverse events was shown between
the phytoestrogens and control arms (36.7 % versus
38 %; p=0.20). However, a significantly higher incidence
of gastrointestinal toxicity was observed with phytoestrogens
(17.8 % versus 13.4 %; p=0.003).

Three RCTs evaluated the efficacy of black cohosh and
showed no significant benefit for reducing hot flash frequen-
cy and score in breast cancer patients [37-39]. Black cohosh
may cause major adverse events, such as constipation,
arrhythmia, weight gain, abdominal cramps, endometrial
hyperplasia and vaginal bleeding. An in vitro study sug-
gested that black cohosh may also interfere with tamoxifen
activity [56]. However, other studies concluded that this
natural health product is a reasonable and safe treatment
for breast cancer patients [57—61]. In 2004, the College
des médecins du Québec and Ordre des pharmaciens du
Québec jointly evaluated the safety of different natural
health products and suggested that patients taking black
cohosh concurrently with other medications should be
closely monitored by their physicians or pharmacists [62].
Furthermore, no benefit was reported with St. John’s
wort for reducing hot flash frequency and severity in
breast cancer patients and adverse events, such as consti-
pation, dry mouth and abnormal sweating, were observed
[40]. As with black cohosh, St. John’s wort may decrease

tamoxifen efficacy and may interfere with other medica-
tions used for cancer-associated conditions such as de-
pression, anxiety, coagulation disorders or heart diseases.
Thus, monitoring patients taking St. John’s wort is highly
recommended [62].

Conclusion and recommendations

For breast cancer survivors, regaining a normal QoL is key
to their well-being. Hot flashes, whether natural or induced
by anticancer therapy, may make it difficult to achieve this
objective. The frequency, severity and duration of hot
flashes, along with their interference in daily life and their
impact on QoL, are important parameters to consider in
treatment decisions. Studies have shown that antidepres-
sants (venlafaxine, paroxetine, citalopram and fluoxetine),
antihypertensives (clonidine) and anticonvulsants (gabapen-
tin and pregabalin) significantly reduce hot flash frequency
and severity. However, the use of natural health products
such as phytoestrogens, black cohosh and St. John’s wort
for hot flash treatment is not supported.

In order to set realistic expectations for women choosing
a non-hormonal modality for alleviating hot flashes, it is
important to point out that the differences between the
interventions and placebos, though significant, are some-
times quite small. Also women who do not have breast
cancer may not benefit completely from non-hormonal mo-
dality since none of these therapies approaches the efficacy
of hormone therapy in reducing hot flashes.

Considering the evidence available to date, the CEPO
recommends the following:

1. For breast cancer patients being treated with tamoxifen:

a. The use of venlafaxine, citalopram, clonidine, gaba-
pentin and pregabalin be considered effective in
treating hot flashes (grade B recommendation).

b. The use of paroxetine and fluoxetine be avoided,
given that they may reduce the efficacy of tamoxi-
fen (grade D recommendation).

2. For breast cancer patients not being treated with
tamoxifen:

a. The use of venlafaxine, paroxetine, citalopram, cloni-
dine, gabapentin and pregabalin be considered effec-
tive in treating hot flashes (grade B recommendation).

b. Fluoxetine not be used to treat hot flashes, given
that there is insufficient evidence for its therapeutic
efficacy (grade D recommendation).

3. For breast cancer survivors, sertraline, phytoestrogens
(including isoflavones and other phytoestrogen deriva-
tives), black cohosh and St. John’s wort not be used to
treat hot flashes (grade A recommendation).
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