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The New York Times
Hormone Studies:.

By GINA KOLATA

For nearly nine months, doctors and re-

searchers have been st an

intractable problem: how could two large
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o strikingly si
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ous studies showing that the hormanes re- WOMENS HEALTH INTIATVE
duced heart disease risk — in particular,
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THE DISCREPANCY:
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But sofar, as they noted at & recent sympo-
sium at the Harvard School of Public
Ho d no

b,

15% in less than & years

ealt luck. As one
explanation after another fails 10 hold up,
the myster

“The effort is crucial because the contra-
diction has vast implications, not just for
women's health but for medical research in
general

This does not mean that doctors are

RERY © years o moe

oir fforts 1o recancile the two
studies continue to fall short, the experts
Continued on Page 6
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Cumulative Hazards Breast Cancer
WHI: CE + MPA

Invasive Breast Cancer

HR, 1.26
95% nCl, 1.00-1.59
5% aCl, 0.83-1.92

WHI JAMA 2002
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Cumulative Hazards Breast Cancer
WHI: Estrogen only
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HRT and Breast Cancer
11 European Countries
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Association of HRT and Breast Cancer
Type of Progestogen

French Cohort Study E3N (n = 80,377)

Duration ofobservation:mean 8.1 years
Age: 40-65 years (mean53.1 £4.5)
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Background E/P E/DYD E/otherP
risk without

HRT

Finnish Cohort Study (n = 221,551)
Duration ofobservation:max. 11 years
Age: >50 years (62.5%between 50 — 54a)

Standardised Incidence- (%%-KI)

Backgr ound E/ DYD E/MPA  E/NETA E/other P
risk without
HRT

W Significant difference to risk without HRT

E: Estrogen

P: Progesterone
DYD: Dydrogesterone
P: Progestogens

Fournier A. et al. Breast Cancer Res Treat 2008
Lyytinen H. et al. Obst Gyn 2009

Risk Situation after Diagnosis of Breast Cancer
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Prevalence and Intensity of Menopausal Symptoms
Natural vs. Chemotherapy-induced Menopause

Age in years, median (interquartile range)

48 (45-52)

54 (53-55)

Months since last period at initial asses: median (i quartile range) 15.6 (133-17.8) 15.9 (1L0-21.7)
Chemotherapy drugs received
CEF 27 NA
CMF 5
AC 5
Others 4
Assessment 0 V Z:’l‘dm“ :":”
sweats
Median FACT-ES score 58 (50.5-61.5) NA Niight aweasd NS
(interquartile range) Vaginal discharge 0.005
Assessment 1 Vaginal itching/irrimtion NS
x 1 Blead NS
Median FACT-ES score 58 (54-62) = IS e i N
(interquartile range) Puin on inlercousse NS
% with moderate/severe 514 19.3 0.003  Lostinterest in sex a03
hot flashes T Weight gain NS
i 5 Lightheaded/dizzy 0.03
essment 2 Vomiting NS
Median FACT-ES score 61 (51-62) 62 (57-67) 0.04 Diarrhea NS
: ; Headaches 0.09
("fmq“"uk rangs) Feeling bloated 005
9% with moderate/severe  27.3 1 104 0002 L e acne 0.05
hot Aashes Mood swings aos N§
Trrita bl NS 0.07
Functional Assessment of Cancer Therapy Total FACT-ES score s Wi

Endocrine symptoms (FACT-ES) Mar Fan HG. Et al, Annals Oncol 2010

Tamoxifen induced side effects by lenghth of
treatment

Length of tamoxifen treatment (number of months)

Side effects from tamoxifen ¢

13 - 24 months
N=39(16%)

<12 months

N =110 (46 %)

25 - 36 months
N =32 (13%)

= 36 months
N =57 (24%)

No side effects 19 (29) 12(18) 16 (24) 19(29)
Hot flashes (yes) 78 (50) 24(16) 14 (9) 36(23)
Severe hot flashes 2 14 (46) 4013 2(6) 9(29)
Vaginal dryness (yes) 37(4) 21(25) 9l 16(19)
Severe vaginal dryness b 527 527 16 6(34)
Sleep problems (yes) 49 (56) 1821 2(2) 16(19)
Severe:stéep prablema:8 11 (52) 5(24) i 5(24)
Other side effects:
Weight gain 1(7) 2(149) 4(29) T(50)
Irritability and mood swings 2(22) 2(22) 1(1n 3(34)
Depression 0 3(60) 0 2(40)
Any side effect 91 (52) 27015 16 (9) 3822
At least one severe side effect 25 (49) 7(14) 24 15(29)

Lorizio W. et al, Breast Cancer Res Treat 2012
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Mortality in Breast Cancer Patients

Prediagnosis HRT

8C mortality Oven il mortalty
N =3135 291 events N=13135, 399 events
Type of MHT N MR Ry 2d). HR Rully adj.
95% C1 95%
Newr use 1081 1 1
{refomnce)
Past use 610 119 sy
DAz, 162 .66, 1.15)
Current use 1444 072 066
(types combined) 053, 097 .52, 0.85)
Maono esyragen 330 as8e 072 ;
.53, 1.34) 049, 1.07)
Camb. E/P 94 066 063
046, 0.99) 047, 0.84)

MARIEplus Study, Follow-up 6.1 a

Obi N. et al. Int J Cancer 2016

Mortality in Breast Cancer Patients

Pre-diagnosis HRT

Prodiagnosie HRT and breast cancer-specific mortality Hazard Ratio [95% CI} ﬂRT ’d al!-cs\n-  martality Hazard Ratio [66% C1
High quality h
0L 2016 —_— 092[0.58, 1.5¢ w MW [ D75[0.57 ,0.00
Holm, 2014 —_— 055[0.37 083 Ram cos 0-5 yaars) 2015 —a— 071[ 057 ,0.8¢
Focobed, 2014 - 0es[0.82, 1.1 Rauh (0S 5-10 years), 2013 - DS84[0.28,108
Cnlebowsk, 2013 —— 132[0.90, 193] Chlebowski 2013 —e— 158[129,212
Reding (CHT),2011 (R S T} 072[050,103 Hellmann,2010 —— 0.79[ 059,105
Reding (EHT).2011 —— 093[068 127] Newcomb. - 081[075,087
Helimann, 2010 — 064[0.43 098] Flotcher2000 K=y 1 EaS1. 088
Norman,2010 —a—i 083[067.104] ZoTStOTIS ) ] PR
Newcomb,2008 . 067(0.78 . 0.56 i 3 0
Raserberg 2008 ' — 081[050.130]  REIELIEN, el =t e b
Fenty,2¢06 b »153[0.67,436] jon543% £=0.065 F0.001 ,
Fletcher,2006 I 1 067[0.44,1.02
Beral 2003 - 1451100, 138 Low quali
Schairer1¢98 ——i 096{0.70.1.30 e 2009 —_—t D44[026,073
Sourander, 1998 o 1.77[ 0.60 . 5.26 aamen 2008 —.— 085[0.72 101
Grodstein, 1997 [ 080[065,008] Knan 2007 . 101[0.98 104
Seliers (Family History), 1997 —_— e »191[DB4_589 (S;n'; srggenzoos —— ggg ggg.gszg
W T 0921088. 1541 Chen (Singe ¥ 2008 R T 088|042 1108
Random~effects model 089[081,097] Bonnier1938 r———— 0:4910.24.0.99
1249 47% 1°=0.015.P=0.006 . ml Lo i nsatnat,oss
= Ci5 i —~— - .58 ,
=738 16%.E.E0.BS4.P“U.001
Chen S.agel —_— 052(038,18¢ i ) ¥ y
Chen Smge |)) —— 084]058. 122] onaomoosts model ot - OI9L0%9..990)
Stanicerg PR 1 166 [1.09, 254 ; I .
Bonmarieos . | 049(0.23,1.08 ! 1
Ettinger, 1996 189[043 833 025 0% 100 200 400
Magnusson, 1995 e 074[049 113
Sturgeon, 1995 + 0.70[0.42, 0.09
Ranuum—aﬁeus model =g 087[064,1.19
1119 60% 1°=0.086, P=0.024
Random-effects - 0.88[0.81,007]

model
=52 28% r*=0.021, P=0.002

£ T
025 050

T
1.00 200 4an0

Yu X. et al. Breast Cancer 2017
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Postaiagnosis HRT ana breast cancar-specihic mortasty

Mortality in Breast Cancer Patients
Post-diagnosis HRT

Hazard Ratio (95% C]

High quality
O'Meara 2001

Low quality

Duma, 2004

Ouma 2002

Natrajan 2002
Random-effects mods!
127 26% 1°20 030,P=0 421

Random-effects model
(*=0 00%, =0 000,P=0 630

034[013.090]
024[005 115]

—— 040({022 072]
014[003 064]

— 032[018,058]
—— 1] 034[021.063]

r
0.06

Postdiagnosis HRT end all-cause mortality Hazard Ratio [35% CI}

T T T
012 025 050 100 200

High quality

CO'Meara 2001 " -— 0.48(02¢, 0.79]
Reeaves, 2000 —.— 089(059, 1.34]
Random-effacts model | = 086[0.36,122)
I"=7201%,¢°=0.137,P=005

Low quality

Durng 2004 ’ . 0368[011, 1.17]
Durna 2002 —— 0.34(019, 080]
Natrajan 2002 —_— 028[011, 071]
Beckmarn, 2001 L] 060[018, 142]
DiSaa,2000 —ey 028{011, 071]
Ursic-Vrsca), 1929 665[003,1470]
Dew, 1998 —— 0097002, 03]
DiSaia, 1996 —_— e . De7[014, 318]
Random-erects model — 0.33[0.23,046]

1720 00% ¥'=0,000, P=0 673

7Ram‘.om-e1!acls model | <

R: t 0.42(029, 062]
17=49.28%,'=0.157, P=0032

r T T T d
003 012 025 050 100 200

Yu X. et al. Breast Cancer 2017

Mortality in Breast Cancer Patients
Post-diagnosis HRT

| A
40% — HT
non HT
8 30% -
()]
°
Q
£
.g 20% —
&
=)
g 10%
3 ]
0% T T T T 1
0 1 2 3 4 5
Time (years)
No. At Risk
HT 221 210 176 133 96 59
non HT 221 207 189 148 107 68

HABITS Study

Holmberg L. et al. J Natl Cancer 2008

25.12.17



» Decrease_ in

Pathophysiology of Hot Flushes

Antihypertensive drugs
(Clonidine)

+ Peripheral (cutaneous]vasodilatationylue to small increases in basal temperature

Selective Serotonin
Re-uptake Inhibitors (SSRIs)

< _Accelerated response of thermoreg

Sympathetic activationy

aration

rogen > Phyto-Estrogens

ulatory system
of €entral a2-receptorsYhat are involved with

Serotonin Noradrenaline
Re-uptake Inhibitors (SNRIs)

- Symptomatic women: tight thermoregulatory margin = small changes of body
temperature lead to hot flushes and chills

Other psychotropic substances = Anticonvulsant drugs
Unknown mode of action

Trials

Boekhout
Boexhout
Bordeleau
Carpenter
Loprinzi
Loprinzi
Walker

Overall (l-squared =98.7%, p = 0.000)

Venlafaxing,

n

4
4
32
18
55
55
25

SNRIs

Efficacy in hot flushes

Venlafaxine
dose, mg

75
75
75
75
75
75
75

NOTE: Weights are frem random effects analysis

Type of
Comparator

Placabo
Clonidine
Gabapentin
Placebo
Placebo
Placebo
Acupuncture

Comparator,

n ES (95% Cl)

20 - 2.16 (1.66, 2.67)
41 - -0.49 (-0.98,-0.01)
50 e 0.89 (0.38, 1.39)
30 .- 0.59 (-0.09, 1.26)
25 * 485 (4.45 5.26)
18 * 457 (4.18,4.97)
3% e 1.83 (1.07, 2.60)

<> 208040372

LT o
<160 2 4 6
Standardized mean cifference
Favours Gantral - Favours Venlafaxine

Ramaswami R. et al Breast Cancer Res Treat 2015
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SSRis

Efficacy in hot flushes

Reduction From Baseline (%)

100
80
60-
40
—4— 10 mg/d
somgd  Citalopram
204 -+3omgd  different dosis
-~ Placcbo
T T T T T 1
0 1 2 3 4 5 6

Time (weeks)

Barton DL. et al J Clin Oncol 2010

SSRI/SNRI
Safety, Efficacy, and Cost for Treatment

Generic (Brand Name) Recommended First Line Appropriate for Tamoxifen Approximate cost of 30 day
Medications for Hot Flashes Daily Doses users supply
Selectrve Serotonun Reuptake Inhibators (SSRIs)
1. Paroxetine (Paxil)
Paroxetine salt (Brisdelle®) (FDA approved for hot 7.5mg No $150-8200+
flashes)
Paroxetine (Paxil) 10mg No $5.00+
20mg No $5.00+
Paroxetine ER (Paxul CR) 12.5mg No $40-$250
25mg No $40-$250
2. Citalopram (Celexa) 20mg No $4.00-$12.00
3. Escitalopram (Lexapro) 1img No $8.00-$10.00
Serotonin-Norepinephrine Reuptake Inh s (SNRIs)
L. Venlafaxine (Effexor XR) 37.5mg Yes $6.00-$12.00+
2. Desvenlafaxine ER (Pristiq) Slmg Yes $140-5240+

Stubbs C. et al J Okla State Med Assoc. 2017
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Phyto-Estrogens

- Black Cohosh
+ Clinical data: +++
 Results: contradictory
- Hot flushes {, ?

- Red Clover
+ Clinical data: ++
+ Results: only 1/6 RCTs demonstrated efficacy
- Hot flushes {, ?

- St. John‘s Wort
+ Clinical data: +
+ Hot flushes |, ?

Missing data concerning long-term safety

Hall et al 2011

Erbium:YAG Laser versus topical Estriol
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Gaspar A et al, Lasers SurgMed 2017
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Change in bone mineral density (BMD)

Changein LS-Spine BMD
at 12 Months (%)

i ul[

menopause

Tamoxifen ~ ADT

CIOF GnRH
agonist

Lustberg M. et al. J Clin Oncol 2012

Treatment of Postmenopausal Osteoporosis

Treatment Study Fracture incidence (%)
/‘\ placebo treatment
Alendronate FIT 1(=6 15.0 8.0
Risedronate VERT-NA'®I 16.3 11.3
Risedronate VERT-MNI39] 29.0 18.1
BONE?7] 9.6 47
HORIZONI#0! 10.9 3.3
FREEDOMI28] 7.2 2.3
- MORE(®"] 21.2 14.7
Lasofoxifene® PEARLI#2) 9.5 57
Bazedoxifene No acronym3] 4.1 2.3
Teriparatide® FPTI?9 14.0 5.0
Strontium ranelate SOTIR4 32.8 20.9

Reginster JY et al, Drugs 2011
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Conclusion

Breast cancer risk probably lower (or absent) with bioidentical
hormones (Progesterone, Dydrogesterone)

Breast cancer-specific and overall mortality unrelated to
prediagnosis HRT
Climacteric symptoms in breast cancer patients T

Medical treatment of hot flushes: SSRI or SNRI

HRT or Phyto-Estrogens ??

Prophylaxis of osteoporosis (Al): Bisphosphonate or
Denosumab
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