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META-ANALYSIS

@ Crosshdark

Association between age at menopause and fracture risk: a
systematic review and meta-analysis

Panagiotis Anagnostis'?? - Pavlos Siolos*? - Nifon K. Gkekas*? - Nikoletta Kosmidou?~ -
Aikaterini-Maria Artzouchaltzi®*? - Konstantinos Christou®? - Stavroula A. Paschou® - Michael Potoupnis®* -
Eustathios Kenanidis®® - Eleftherios Tsiridis®>* « Irene Lambrinoudaki® - John C. Stevenson’ « Dimitrios G. Goulis’

e 18 peletec
* 462.393 HETEUUNVOTIOUOLAKEC YUVOLKEC

e 12.130 kataypata

Anagnostis P, et al. Endocrine. 2019;63(2):213-224.



EM vs menopause > 45 yrs

Study name Statistics for each study Odds ratio and 95% CI

Odds Lower Upper
ratio limit limit Z-Value p-Value

Cumming 1993 0.762 0391 1484 -0.801 0423
Cummings 1995 1300 0919 1838 1484 0.138
Tuppurainen 1995 3640 1.013 13.079 1980 0.048
Parazzini 1996 1.022 0654 1597 0.097 0.923
Varenna 1997 5779 3288 10.155 6.098 0.000
Huo 2003 1911 1071 3413 2191 0.028
Vander Voort 2003 1495 1.164 1922 3.145 0.002
Van der Klift 2004 1445 0848 2465 1353 0.176
Papaioannou 2005 0918 0.712 1.182 -0.667 0.505
Paganini-Hill 2005 0947 0.850 1.056 -0.980 0.327
Jenkins 2008 1209 0836 1748 1.008 0.313
Banks 2009 1428 1247 1636 5151 0.000
Shin 2012 1216 0849 1741 1067 0286

Lambrinoudaki 201?-1..652_0.1&“415_1&21_0455
1.364__1.119_1.662__3.077__ 0.002 )

01 02 05 5 10

Reduced Fracture Risk Increased Fracture Risk

Anagnostis P, et al. Endocrine. 2019;63(2):213-224.




EM vs menopause > 50 yrs

Study name Statistics for each study Odds ratio and 95% CI

Odds Lower Upper

ratto  lamit himit  Z-Value p-Value
Cumming 1993 B3 0402 1.745 -0474 0.636
Parazzini 1996 011 0636 1.607 0045 0964
Huo 2003 F 02 1.084 3778 2213 0.027
Van der Klift 2004 1.6 0862 2833 1471 0141
Banks 2009 461  1.268 1.683 2 0.000

0102 05 1
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Anagnostis P, et al. Endocrine. 2019;63(2):213-224.



A POl vs menopause > 40 yrs

Study name Statistics for each study Odds ratio and 95% CI

Ddds Lower Upper

ratio  lmit limit Z-Value p-Value
Parazzin: 1996 0441 0152 1284 1502 0133
Lespessailles 2009 2450 1121 5356 2245 0.025
Tremolieres 2010 1.080 042 2741 0163 0.8
Pfister 2013 3796 1318 10929 2472 0.013
Lambrinoudaki 2015 0665 0153 2888 0545 0.586
Sullivan 2015 0998 0820 1214 0024 0.981

1235 0726 2098 0779 0436
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B POI vs menopause > 45 lrs

Odds ratio and 95% CI

Em6paon tn¢ OO0Y;
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Parazzini 1996 0454 0156 1323 -1448 0148
Lambninoudaki 2015 0774 0176 3407 -0339 0735
0.545 0229 1287 13712 0170

01 0.2 2 5§ 10
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Anagnostis P, et al. Endocrine. 2019;63(2):213-224.
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O&eparnelo OPUOVIKNG UTTOKOTALOTOONG

Owstpoyova

* 17B-olotpadloAn, culevyueva olotpoyova (CEE)

* 0606 xopnynaong
* ATLO TOU OTOHOTOC
*Aladepuikd (autokoAANTa N gel)
*Epudutevpata
* ALOLKOATTLKQL



O&eparnelo OPUOVIKNG UTTOKOTALOTOONG

Mpoysotayova

A. OpoiaZovta tnG $UGLKAG
TIPOYECTEPOVNG
Mpeyvaveg
Mebpotumpoyeotepovn

0&ELKN KUTIPOTEPOVN,
deldpoyeotepoOvVn

19-vopmpeyvavec (VopLEYEOTPOAN)
B. Opowadovta tng TEGTOOTEPOVNG
(rapaywya tng 19-vop-tecTOOTEPOVNG)
Owotpavec (vopeBlotepovn)
[ovavec (AeBovoyeotpeAn)
*060¢ xopnynong
*ATIO TOU OTOMATOC

*ALOKOATILKA, EVOOUNTPLA, SLadepuLKa



O&eparnelo OPUOVIKNG UTTOKOTALOTOONG

OwoTPOYOVO

« Xopniynon kabnuepvwe, dto wpa tne
nueEpac (p.o) N 2/eBdopada (Stadepuika)

e JuvnOnc doon
* ATIO TOU OTOMOTOC
17B-estradiol: 1-2mg/nuépa
Conjucated estrogens 0,3-0,625 mg/nuépa
* Aladepuika
Oestradiol patch: 25-50 pg 2/eBdopada
Oestradiol gel: 1-5 g/nuépa
* Epdutevpata
50 mg/6unveg



O&eparnelo OPUOVIKAC UTTOKATAULOTOONG

Npoyectoyovo

A. Xopnynon 12-14 nuepec (KUKALKO
oxnua)

Eudavion eppivou puoEwC
B. Xopriynon kaBnuepwva (CUVEXEC
oxnua)

Xwplic epdavion eLpnvou pUCEWC

*A€V XOpNYELTaL O YUVALIKEG LUE LOTOPLKO
UOTEPEKTOMUNAG

* H SoooAoyia avaAoyn Tou oloTpoyovou
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Mowa etvatl ta opeAN tTnc OOY oTNV 0OTIKN
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Effects of Estrogen Plus Progestin on

Risk of Fracture and Bone Mineral Density
The Women's Health Initiative Randomized Trial

e Tuxoalomolnpevn PeAETn, 16.608 UYLELC, LLETEUUNVOTILUCLOKEC YUVALKEC,
nAwkiog 50-79 etwy, 5,6 £tn mapakoAovBbnong

Opada mapepPaoncg (n=8506):
CEE 0.625 mg/d & medroxyprogesterone acetate 2.5 mg/d

Placebo (n=8102)

Cauley JA, et al. JAMA. 2003;290:1729-1738



Table 1. Baseline Characteristics by Randomization Assignment®

Estrogen + Progestin Placebo
Characteristics (n = 8506) (n=8102)

2839 (33.4) 2683 (33.1)
3853 (45.3 3657 (45.1)
1814 (21.3) 1762 (21.8)

Mean (5D

Years since menopause

10-19 3047 (39.68) 2094 (39.87)

=20 1803 (24.01)

Table 1. Baseline Characteristics by Randomization Assignment™ (cont)

Estrogen + Progestin Placebo P
Characteristics (n = 8506) (n = 8102) Value

Spine BMD, mean (SD), g/fcm?t 0.94 (0.16) 0.95 (0.16) 87
Spine BMD T score, mean (SDit —1.30(1.39) -1.26 (1.42)

Cauley JA, et al. JAMA. 2003;290:1729-1738



Flgure 2. Mean Percentage Change In Total Hip and Spine BMD During 3 Years of
Follow-up
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Cauley JA, et al. JAMA. 2003;290:1729-1738
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Cauley JA, et al. JAMA. 2003;290:1729-1738



Figure 2. Kaplan-Meler Estimates of Cumulative Hazards for Fracture

Hip Fracture
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Cauley JA, et al. JAMA. 2003;290:1729-1738



Table 3. Hazard Ratlo of Total Fractures by Randomization As

signment and Stratification*
Ezstrogen + Progestin, Placebo, Hazard Ratio
Mo. (%) Mo. (%) (35% Mominal P Value for
Outcomes (M = B506]T (N = 8102}t JConfidence Inta Intaraction
Total population 733 (1.63) 806 (1.99) | 0.76 (0.69-0.83)
Aga at screaning, ¥
50-54 &7 [1.05) a0 (1.63) | 0.68 (0.49-0.93) 7
55-59 124 (1.18) 126 (1.29) | 0.91 [0.71-1.16)
G0-64 168 (1.653) 184 (1.85) | 0.80 (0.65-0.98) 47
65-69 161 (1.63) 2328 (2.35) | 0.68 [0.49-0.93) '
70-74 142 2.11) 174 (2.61) | 0.81 [0.65-1.01)
75-T3 71 {2.38) £403.09) | 0.73 (0.53-1.00)
Yaars since menopausa
=10 187 (1.17) 221 (1.44) | 0.80 0.66-0.98) T
10-19 255 (1.686) 327 (2.03) | 0.75 [0.64-0.89) 85
=20 200 2.03) 267 (2.69) | 0.74 D.61-0.89)
Body mass indaxd
=25 237 (1.62) 312 (2.25) | 0.71 (0.60-0.84) 7
26 to <30 245 (1.44) 308 (1.94) | 0.75 (0.63-0.89) A8
=30 245 (1.51) 270 (1.79) | 0.82 [D.69-0.97)
SHTYOkINg
Current 71{1.45) &4 (1800 | 0.79[0.57-1.08) 7 77
Mener/past 655 (1.54) 795 (2.000 | 0.76 (0.69-0.84) _| '
Falls in past 12 mo
0 202 (1.400 519 (1.85) | 0.74 [0.65-0.85) ™
1 145 (1.59) 162 (1.99) | 0.82 (0.65-1.02) B4
=2 116 2.05) 129 (2.65) | 0.76 [0.59-0.97)
Total calcium intake
at basaline, mg'd
<600 171 (1.60) 204 (1.93) | 0.78 [D.64-0.96)
B00-1200 293 (1.56) 353 (2.02) | 0.76 (0.65-0.89) a1
=1200 249 11.5 304 (1.98 76 (06408
a A a A A . .



RESEARCH ARTICLE

Menopausal hormone therapy and women'’s
health: An umbrella review

Guo-Qiang Zhang' *, Jin-Liang Chen®<, vin%Luu"’-‘“, Maya B. Mathur*<,

Panagiotis Anagnostis(°, Ulugbek Nurmatov®, Madar Talibov 7, Jing ?.han?ﬂ, Catherine
M. Hawrylowicz®, Mary Ann Lumsden "%, Hilary Critchley'’, Aziz Sheikh'2,

Bo Lundbéck', Cecilia Lasser', Hannu Kankaanranta»""*", Siew Hwa Lee ', Bright

I. Nwaru 1216

Zhang G-Q, et al. PLoS Med. 2021;18(8):e1003731



No. of Eventa/Total No.

Menopausal 85%
Hormone Risk Ratio Prediction
Outcome Therapy Control (95% CI) Interval

Diseases of the genitourinary system
Waginal atrophy (infravaginal ETP 5 151/099 605904 0.31 (012, 0.81) MA
Endometrial yperplasia (ET) 13 T2 T4Z 941,142 6.93 (2.07,23.23) 1.18 to 5068

Symptoms, signs or clinical findings of the genitourinary system

Vasomobar syrmphorm?? ] NAST NAI13 043 (0,33, 0.57) WA
Vazomolor Symplom severity? 7 NAS299 MNa204 0.29 (017, 0.50) A

Urinary incontinence® 13 MNAIE, 500 MNAE 459 0.82 (0.62, 1.089) 0,35 o 1,94
Functioning assessment

Sexual functicn® 10 MAM 531 MNAM.285 0.82 (0.71,0.96) : 0.57 0 1.28
Endocrine, nutritional or metabolic diseases

Db les mellitus A MA MA 0.70 (0,60, 0.90) WA

Injury, peisoning or certain other consequences of external causes

All fraciure 30 2024122 226 2 54620962 0.72 (062, 0.84) 0.58 o 087
Yertebral frachure 16 206/17 478 204116.858 0.69 (0.50, 0.594) A
MNamwveriabral fracture 28 Q513,728 1,164/12,183 0.76 (0.62, 0.94) 0.80 ta 1.02

Cerebrovascular diseasa 21 55321, 664 430120817 1.25 (1.04, 1.50) 0 M,

Siroke 17 TE&18,080 661/18.182 1.17 (1.05, 1.28) 0 WA
Non-fatal stroke 11 289/16,732 21715924 1.35 (1.08, 1.649) MA
Diseases of the circulatory system

Venous thrambaembolism 479021,830 321120 462 1.60 (0.59, 2.58) 1.03 w 2.99
Deep vein thrombosis 405/18, 906 310M9.017 1.39 (0.68, 2.84) 1.01 0 2,38
Diseases of the digestive system

Gallbladder dizsasa requiring surgery 53613, 734 J16M2,792 1.63 (1.31,2.04)

Maoplasms

Colorectal cancer (EPT) 16212 692 196/11.932 0.79 (064, 0.98) 0 WA

Lung cancer mortality (EPT) 1749956 151/9,557 1.1001.00, 1.21) 0 M,

Others, not elsewhere classified

Cardiovascular diseasa & 1,21920,144 H39M18.936 1.29(0.99, 1.68) 1.02 ta 1.61
Cardiovascular disease recurmanos 793,032 T01/2,890 108 (0.9, 1.25) 0.54 o0 1.27
Cardiovascular dissase marlality (ET) 54005502 5T8/5,579 0.97 (0.55, 0.99) A

Rtisk Ratio (85% CI)

Fig 3. Consistent or highly suggestive evidence from meta-analyses of randomized controlled trials on menopausal hormone therapy and

Zhang G-Q, et al. PLoS Med. 2021;18(8):e1003731
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Effect of Lower Doses of Conjugated
Equine Estrogens With and Without
Medroxyprogesterone Acetate on

Bone in Early Postmenopausal WWomen

w Context Lower-than-commonly-prescribed doses of conjugated equine estrogens
J. Christopher Gallagher, MD (CEEs) with medroxyprogesterone acetate (MPA) improve vasomotor symptoms and

c hael Kleerek n vaginal atrophy, provide acceptable bleeding and lipid profiles, and afford endome-
M trial protection. This lower-dose therapy's protection against loss of bone mineral den-
James H. Pickar, MD sity (BMD) associated with menopause has not been thoroughly investigated.

Lindsay R, et al. JAMA. 2002;287(20):2668-2676.



® CEEs, 0.625 mg/d W CEEs, 0.45 mg/d & CEEsS, 0.3mgd  © Placebo

Modified Intention-to-Treat Population Efficacy-Evaluable Population
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Lindsay R, et al. JAMA. 2002;287(20):2668-2676.




CLIMACTERIC 2010;13:72-83

Dose effects of oral estradiol on bone

mineral density in Japanese women with
osteoporosis

H. Mizunuma, Y. Taketani*, H. Obta’, H. Hmzjo:_, I. Gorai**, A. Itabashi'" and M. Shiraki**

*  Tuyatomolnuevn HeAETN, 309 UETEUUNVOTIOUCLOKEG YUVALKES, UEON
NALkia 61 €Tn

e E2 0.5mg(n=73),E2 1.0 mg (n=157), placebo (n=79)

Mizunuma H, et al. Climacteric. 2010;13:72-83.
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28 weeks 104 weeks

* p<0.001 vs. placebo
p=0.008 vs. E, 0.5 mg

Mizunuma H, et al. Climacteric. 2010;13:72-83.



Fracture Incidence in Relation
to the Pattem of Use of Hormone Therapy
in Postmenopausal Women

Emily Banks, MBBS, PhD
Valerie Beral, MD

Gillian Reeves, PhD
Angela Balkwill, MSe
Isobel Barnes, MSe

for the Million Women Study
Collaborators

Context Evidence is limited on the effects of different pattems of use of postmeno-
pausal hormone therapy on fracture incidence and particularly on the effects of ceas-
ing use.

Objective To investigate the effect of different pattems of hormone therapy use on
fracture incidence.

Design, Setting, and Participants Prospective study of 138737 postmeno-
pausal women aged 50 to 69 years recruited from the UK general population in 1996-
1998 (the Million Women Study) and followed up for 1.9 to 3.9 years (average, 2.8
years) for fracture incidence.

Banks E, et al. JAMA 2004;291:2212-2220



Flgure 3. Relative Risk (RR) of Incident Fracture for Current vs Never Users by Type of Hormone Therapy at Baseline

Total Duration of Hormaone
Hormone Therapy Therapy Lise at Baseline Cument Lksars,
Uzed at Bassline in Ceses, Mean (S04, ¥ Casea/Population - RR [85% Gl

All Estrogen Orly 6845 513110189 | 0.64 [0.58-0.74)

<0625 mg 7A[B.1) 158/6025 | 0.62 [053-0.79

|
|
¢/ Al Equine Estrogen 75E0) 210/B460 . 062 [0.54-0.71) ::

=0.625 mg 7047 E1/2412 0.61 (0.47-0.78) ——

All Estradiol 6038 Z44/8T06 | 0.68 [0.58-0.77) .-
<1 mg Oral 5048 2311087 0.54 [0.36-0.81) —
1 mg Orad 6.4 [E.0) 16/844 0.47 [D.28-0.77) -
<50 g Transderme 5836 151/4821 0.74 [D.62-0.87)

\ 80 g Transdsrme E.7 [4.0) 351072 . 0.82 [0.60-1.15)

By Formulation
Oral 7.3 (60 0.60 [0.63-0.68)
Transdermal B.0@T) 0.75 [0.65-0.86)
Implantad 78 [ES) . 0.52 [0.34-0.80¢

Al Estrogen-Progestin Combination:s . 0.58 [0.53-0.64)

By Progestin Constifuent
Medrouyprogesterone Acetate . 0.569 [0.47-0.74)
MNorethisterone 1 0.60 [0.52-0.65)
Maongestrellevonorgestnel 057 (0.60-0.65)

By Type of Ragimen
Sequential : (.58 [0.52-0.65)
Continuous . (.56 [0L4B-067)

0.67 [0.56-0.80)
0.67 [D0.54-0.8%)
0.62 [0.28-1.99)
0.70 [0.50-0.87)

All Cumrent Hormione Therapy 11746122
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EAGQXLOTEC OUYKPLTIKECG LEAETEC LETAEL HLAOEPULKOU KL P.O. OLOTPOYOVOU,
OXETLKA pE TNV BMD kot Tov Kivéuvo KaTtaypotog

OL TtEPLOCOTEPEC UEAETEC (N TUXOLLOTIOLNUEVEC), €0eLéav elte Kaula
Stadopa otn BMD ) peyaAutepn avénon otnv OM22 amo to CEE, aAAa oxL
oTo Lo)io

Ye aoBeveic pe 2. Turner, peta-avalvon €6eLée peyalutepn avénon e TO
SladepULKO oLoTpoyovo o€ cUykpLon HE p.o. (mean difference in Z-score -
0.07, 95% Cl - 0.13-0.02).

Cetinkaya MB, et al. J Bone Miner Metab 2002;20:44-48
Prelevic GM, et al. Gynecol Endocrinol 1996;10:413-420
Zaiem F, et al. Endocr Pract 2017;23:408-421



Flgure 3. Relative Risk (RR) of Incident Fracture for Current vs Never Users by Type of Hormone Therapy at Baseline

Total Duration of Hormaone
Hormone Therapy Therapy Lise at Baseline Cument Lksars,
Uzed at Bassline in Ceses, Mean (S04, ¥ Casea/Population - RR [85% Gl

All Estrogen Orly 6845 513110189 | 0.64 [0.58-0.74)

<0625 mg 7A[B.1) 158/6025 | 0.62 [053-0.79

|
I
All Equine Estrogen 7.5 6.0 219/B460 ! 0.62 (0.54-0.71) :::

=0.625 mg 7047 E1/2412 0.61 (0.47-0.78) ——

=1 mg Oral 5048 2311097 0.54 [0.36-0.81)
1 mg Oral EAB0) 16/844 0.47 [0.28-0.77)
<50 g Transderme 585 15174821 0.74 [0.62-0.87)
50 pg Transdermel E.7 [4.0) 351072 . 0.82 [0.60-1.15)

All Estrachicl £.0[@.8 244/8708 | 0.68 [0.58-0.77) i

By Formulation
Oral 7.3 (60 0.60 [0.63-0.68)
Transdermal B.0@T) 0.75 [0.65-0.86)
Implantad 78 [ES) . 0.52 [0.34-0.80¢

Al Estrogen-Progestin Combination:s . 0.58 [0.53-0.64)

By Progestin Constifuent
Medrouyprogesterone Acetate . 0.569 [0.47-0.74)
MNorethisterone 1 0.60 [0.52-0.65)
Maongestrellevonorgestnel 057 (0.60-0.65)

By Type of Ragimen
Sequential : (.58 [0.52-0.65)
Continuous . (.56 [0L4B-067)

0.67 [0.56-0.80)
0.67 [D0.54-0.8%)
0.62 [0.28-1.99)
0.70 [0.50-0.87)

All Cumrent Hormione Therapy 11746122

Banks E, et al. JAMA 2004;291:2212-2220
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MpoyeoteEPOVN KAl OOTA

e (Qalvetol va eVIOXUETOL N EVEPYETIKN SpAoN TWV OLOTPOYOVWV
oTo 00TA

* AywviloTilkn dpaon SLaUECOU TOU TIPOYEOTEPLVIKOU UTtodOXEQ
otou¢ ooteoBAAotec, n omoia mpowBel tn dtadopomoinon
TOUC QO Ta apxEyova BAaoTIKA KUTTOPOL

Anagnostis P, et al. Hormones (Athens). 2021;20:13-21.



Journal of Musculoskeletal 'm
J Musculoskelet Neuronal Interact 2017; 17(3):146-154 and Neuronal Interactions

Original Article

Estrogen-progestin therapy causes a greater increase in
spinal bone mineral density than estrogen therapy -

a systematic review and meta-analysis of controlled trials
with direct randomization

EPT ET Mean Difference . .
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Weighted Mean Difference

PEPI 3.62 3 169 311 316 168 121% 0.51 [F0.15,1.17] T
Mizunuma 6.13 7.67 14 542 293 10 0.4% 0.71[3.70,5.12]
LIV 246 3.03 21 1.24 153 23 3.6% 1.22[-0.22, 2.66)
LINDSAY 0.625 345 035 81 243 033 84 303% 1.02[0.92,1.12]
LINDSAY 0.45 3.01 034 87 209 033 91 304% 0.92(0.82,1.02)
LINDSAY 0.3 1.07 118 91 121 133 87 209% -0.14[0.51,0.23
ADACHI 20 1.76 5.69 31 187 494 34 12% -011[2.71, 249
ADACHI10 272 6.74 33 187 494 34 1.0% 0.85[-1.99, 3.69)

Total (95% CI) 527 ( 531 100.0% 0.68 [0.38, 0.97] & )

Heterogeneity: Tau*= 0.07; Chi*= 37.36, df= 7 (P < 0.00001), F=81% : R 0 3 j‘
Test for overall effect: Z= 4.55 (P < 0.00001) Favours ET Favours EPT

Prior JC, et al. J Musculoskelet Neuronal Interact 2017; 17:146-154




Fracture Incidence in Relation
to the Pattem of Use of Hormone Therapy
in Postmenopausal Women

Emily Banks, MBBS, PhD
Valerie Beral, MD

Gillian Reeves, PhD
Angela Balkwill, MSe
Isobel Barnes, MSe

for the Million Women Study
Collaborators

Context Evidence is limited on the effects of different pattems of use of postmeno-
pausal hormone therapy on fracture incidence and particularly on the effects of ceas-
ing use.

Objective To investigate the effect of different pattems of hormone therapy use on
fracture incidence.

Design, Setting, and Participants Prospective study of 138737 postmeno-
pausal women aged 50 to 69 years recruited from the UK general population in 1996-
1998 (the Million Women Study) and followed up for 1.9 to 3.9 years (average, 2.8
years) for fracture incidence.

Banks E, et al. JAMA 2004;291:2212-2220



Flgure 3. Relative Risk (RR) of Incident Fracture for Current vs Never Users by Type of Hormone Therapy at Baseline

Total Duration of Hormaone
Hormone Therapy Therapy Lise at Baseline Cument Lksars,
Uzed at Bassline in Ceses, Mean (S04, ¥ Casea/Population - RR [85% Gl

All Estrogen Orly 6845 513110189 | 0.64 [0.58-0.74)

|
I
All Equine Esfrogen 7.5 0] 219/8460 ! 062 [0.54-0.71)
<0625 mg 7.4[.1) 1588025 ! 0.62 [0.53-0.73)
=0.625 mg 7047 E1/2412 0.61 (0.47-0.78) ——
All Estradiol 6.0[E8 244/8T06 ! (.68 [0.50-0.77) -
<1 mg Oral 5.0 (4.8 231037 0.54 [0.36-0.81) —
»1 mg Oral 6.4 [E0) 16/844 0.47 [0.28-0.77) —
<60 pg Transdermal 5.8 @6 15174824 0.74 [0.62-0.87)

50 pg Transdermel E.7 [4.0) 351072 . 0.82 [0.60-1.15)

By Formulation
Oral 7.3 (60 0.60 [0.63-0.68)
Transdermal B.0@T) 0.75 [0.65-0.86)
Implantad 78 [ES) . 0.52 [0.34-0.80¢

Al Estrogen-Progestin Combination:s . 0.58 [0.53-0.64)

By Progestin Constifuent
Medrouyprogesterone Acetate . 0.569 [0.47-0.74)
MNorethisterone 1 0.60 [0.52-0.65)
Maongestrellevonorgestnel 0.57 [0.60-0.65)

By Type of Ragimen
Sequential : (.58 [0.52-0.65)
Continuous . (.56 [0L4B-067)

0.67 [0.56-0.80)
0.67 [D0.54-0.8%)
0.62 [0.28-1.99)

0.70 [0.50-0.87)

All Cumrent Hormione Therapy 11746122




Epwtnua 70

Tt ovpPaivel peta tn dtakomn tng OOY;



e J, BMD oto puBpo peiwoncg tng ta mpwta 2 £€Tn TN¢ Eppnvonavong (5-6%)

e MeAetn PERF (mpoomtiky Kooptn, N=263 UYLELC LETEUULNVOTIOUOLOLKEC
YUVOLILKEC e duoLoloyik) BMD):

OO0Y (2 mg/day E2) yta 2—3 €tn katd tn SLAPKELA TNE TIPWLLNG
LETEPNVOTIAUOLaKN G Tteplodou, vhnAotepn BMD & BMC (> 5%) o€
oUyKplon KE to placebo 5-15 €tn petd tn diakomnn

Avtikpouopeva dedopeva 6oov adopa 6TOV KATAYHATLKO Kivéuvo

Anagnostis P, et al. Hormones (Athens). 2021;20:13-21.
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Women’s Health Initiative (WHI)-1

v'Méon nAwia: 63 £€tn, xwplc ayyelokwntikd cuprrtwpata, CEE & MPA
v Atokortr) ota 5,6 £t

v YTIOAOYLW{OLEVOC OXETIKOC KivOuvoc:
loxouptkng 2N: 1,29
Ca paotou: 1,26
AEE: 1,41
OpopupoepPoAknc vooou: 2,11
2uvoAwkn KAN: 1,22

Ca nax€oc evtepou: 0,63
Ca evbountpiou: 0,83
Kataypa woyiou: 0,66, OM22: 0,66

JAMA 2002;288:321-333



Women’s Health Initiative (WHI)-2

v'"MovoBepareia [ 0LOTPOYOVO
v Alakor) ota 7,2 £t

v YTIoAOYL{OLEVOC OXETIKOC KivOuvoc:
AEE: 1,39
OpoppBosuPoAikng vooou : 1,33

Ca nax€oc evtepou: 1,08

Ca paotou: 0,77

loxoutkng 2N: 0,91

Katayua woxiou: 0,61, OM22: 0,62

JAMA 2004;291:1701-1712



RESEARCH ARTICLE

Menopausal hormone therapy and women'’s
health: An umbrella review

Guo-Qiang Zhang'*, Jin-Liang Chen?®®, "fing Luo®®, Maya B. Mathur*®,

Panagiotis Anagnushs ®, Ulugbek Nurmatov®, Madar Talibov(»’, Jing Zhang®, Catherine
M. Hawryluwu:z , Mary Ann Lumsden( " Hllar!yr Crltchley" Aziz Sheikh 12,

Bo Lundbick’, Cecilia Lasser®', Hannu Kankaanranta® ">, Siew Hwa Lee %, Bright
I. Nwaru®' 1216

Zhang G-Q, et al. PLoS Med. 2021;18(8):e1003731



Mo. of Events/Total No.

Menopausal 95%
Homone Risk Ratio Pradiction
Outcome Therapy Control (95% CI) Intarval

Diseasas of the genitourinary system
Vaginal atrophy (infravaginal ETF 5 151/999 6050904 0.31 (0.2, 0.81) MA
Endometrial hyperplasia (ET) 13 712,742 91,142 6.93 (207, 23.23) 1.18 to 50.68

Symptoms, signs or clinical findings of the genitourinary system

Vasomalar symplam?® g MATIN Mas313 0.43 (0.33, 0.57) MA
Vasomotor symphom saverity® T MA299 May 204 028 (017, 0.50) MA

Urinary incontinenca® 13 A8, 500 MAE 499 (.82 (0.62, 1.09) 0.36 0 1.04
Functioning assessment

Sexual function® 10 MAM,531 MAM,.295 0.82 (0.71, 0.96) ; 0.57 to1.28
Endocrine, nutritional or metabolic diseases

Diabeles mellibus M A Ma& 0.70 (060, 0.90) MA

Injury, poisoning or certain ather consequences of external causes

Al Traciure 30 2 024/22 226 2 5AE20,962 0.72 (0682, 0.84) 0.58 o 0.87
Wertzbral fracturs 16 206/M7.478 284/16.858 0,69 (0.50, 0.24) HA
Manwveriabral Tracture 28 QESM13, 728 1,164/12,183 0.76 (0.62, 0.94) 0.6B0ta1.02
Diseases of the nervous system

Cerebrovascular diseasa 21 553/21,654 430720617 1.25 (1.0, 1.50) 0 M

Siroke 17 785/149,0080 661/18.182 1.7 (1.08, 1.28) 0 MNA
Mor-tatal stroke 289/15,732 21715924 1.35 (1.08, 1.69) [¥] MA
Diseasaes of the circulatory system

Venous thromboembolism A79/21,830 21020 462 1.60 (0.29, 2.58) 0.24 1.0G 10 2.99
Deep vein thrombosis 405/19,906 31019017 1.39 (065, 2.584) 0.19 1.01102.38
Diseases of the digestive system

Gallbladder disessa raguiring surgery 53EM3, 734 AMBM2.792 1683 (131, 2.04) MA

Meoplasms

Colorectal cancer (EPT) 16212, 892 196/11.932 0.78 (064, 0.28) MA

Lung cancer mortality (EPT) 3 174/0,955 15119,557 1.10(1.00, 1.21) MA

Others, not elsewhere classified

Cardiovascular disease 22 1, 21920144 93918 936 1.28 (0.54, 1.68) 014 1.02 2 1.61
Cardiovascular diseass recumanos 791/3,032 TOi2,890 1.08 (0.9, 1.25) 0.07 0.9 w0 1.27
Cardievascular disease martality (ET) 549/5 502 5ET8/5.579 0.97 (0.85, 0.99) [¥] MA

Risk Ratio (95% C y

Fig 3. Consistent or highly suggestive evidence from meta-analyses of randomized controlled trials on menopausal hormone therapy and

Zhang G-Q, et al. PLoS Med. 2021;18(8):e1003731
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Menopawsal hormone therspy and women's health

Cutoome
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Figd Consistent or highly suggestive evidence from meta-a naly ses of observational epidemiological studies on menopausal hormone therapy and in ddence of

Zhang G-Q, et al. PLoS Med. 2021;18(8):e1003731
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WHI-1:
apLOpoc cupupopatwyv/1000 yuvaikec/5 €tn

A CEE+MPA Trial
| -
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Manson JE, et al. N Engl J Med 2016;374:803-806




WHI-2:
apLOpoc cupupopatwyv/1000 yuvaikec/5 €tn
B CEE-Alone Trial
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Mapayovtec KivdUvVou yLa KapKivou pactou

Established and probable risk factors for breast cancer

Factor
Age

Relative

risk High risk group

-

10

Elderly

Geographical location

Developed country

Menarche before age 11

Age at menarche
Age at menopause
Age at first full
pregnancy

Family history

Menopause after age 54
First child in early 40s

. Breast cancer in first degree

Previous benign disease

relative when young
Atypical hyperplasia

Cancer in other breast Y

Socioeconomic group

Diet

Groups [ and 11

. High intake of saturated fat

Body weight:
Premenopausal

- Body mass index > 35

Postmenopausal
Alcohol consumption
Fxposure to ionising
radiation

Body mass index =
Excessive intake
Abnormal exposure in
young females after age 10

Taking exogenous hormones:

Oral contraceptives
Hormone replacement
therapy
Diethylstlbestrol

Current use
Use for =10 years

Use during pregnancy

McPherson K, et al. BMJ 2000; 321: 624-628.



OO0Y kot Kapdlayyeilakn vooo¢
— Cochrane meta-analysis

e XaunAotepog kivbuvocg voonpotntag kot Bvntotntag amo 2N oTLC YUVOLKEC O€
©OQY ot ouykplon pe placebo i un Bepameia (RR 0.52,95% Cl 0.29 - 0.96), av n
O©OQY xopnyoutav evtog 10eTiac armo TNV ELUNVOTOUON

* H eAdttwon tou anéAvtou Kivéuvou yia 2N avaloya pe tTnv nAtkia:
* 10 neputtwoelc/10.000 avBpwrmo£tn ya pn-0avatndopo OEM kat Bavato
aro 2N yia tg nAtkieg 50-59 etwv
* 5 neputtwoelg/10.000 avOpwrogtn yio 60-69 eTwv

4 eTUMAEOV TIEPLITTWOELC yLla NALKieg 70-79 eTtwv
e WINDOW OF OPPORTUNITY?

Boardman HM, et al. Cochrane Database Syst Rev 2015:Cd002229.
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* TUVOLKEC LE TPWLLLN WOONKLKA OVETIAPKELOL KOLL TIPWLLN
ELLLNVOTIOUON

e [lepl- KOl LETEUUNVOTIOUCLOKEC YUVALKEC OE PUE AUENUEVO
Kivouvo kataypatoc, nAtkiog <60 etwv N evtog 10etiog amo tnv

TEP

® JE YUVOIKEC UETPiOU KapdLlayyeLlakoU KIvOUVOU, MPOTIUATOL N
OLadEPLULKN YOpNynon oloTpoyovou

2TIC TTOPATTAVW TIEPUTTWOELG, TA OPEAN arto tn OOY UEPTEPOUV TwV KIWVOUVWV,
onwc¢ Ca puaotou n KAN

EMAS Maturitas 2011;68:94-7
IMS Menopause Int 2013;19:59-68
EAAnvikn Etaupeio Mehetng KAtpaktnpiou kat Eppnvonavong,, 2021 Endocrine Society J Clin Endocrinol Metab 2015;100:3975-4011



Archives of Osteoporosis (2019) 14:39
https://doiorg/10.1007/511657-019-0584-3

ORIGINAL ARTICLE

The 2018 Guidelines for the diagnosis and treatment of osteoporosis
in Greece

Polyzois Makras % - Athanasios D. Anastasilakis > - George Antypas?* - Efstathios Chronopoulos?* -
Evangelia G. Kaskani®® - Aikaterini Matsouka? - Dimos K. Patrikos>? - Konstantinos D. Stathopoulos®® -
Symeon Tournis?® . George Trovas® - Christos Kosmidis®'?

Among women <55 years old lacking risk factors (e.g.,
history of thromboembolism, breast and/or ovarian cancer,
or liver disease) and expenencing menopaunsal symptoms, es-
trogens with or without progestogen (hormonal replacement
therapy (HRT)) could be considered as a therapeutic option
since they reduce the risk of all osteoporotic fractures
(vertebral, non-vertebral, and hip) [9]. In addition, among
women at increased nsk of breast cancer, raloxifene mught
have an advantage as a therapeutic choice as it reduces the
incidence of invasive breast cancer [33].

Makras P, et al. Arch Osteoporos 2019;14(1):39



Osteoporosis Intemational (2020) 31:2271-2286
https://doi.org/10.1007/500198-020-05497-8

REVIEW m
Check for
updates

Is there a role for menopausal hormone therapy in the management |
of postmenopausal osteoporosis?

S.Rozenberg' - N. Al-Daghri® - M. Aubertin-Leheudre® - M.-L. Brandi*” - A. Cano® - P. Collins’® - C. Cooper™'*'" .
A.R. Genazzani'? - T. Hillard "> - J.A. Kanis'*'* « J.-M. Kaufman '° - I. Lambrinoudaki'” « A. Laslop '® - E. McCloskey ' «
S. Palacios®® « D. Prieto-Alhambra®' - J.-Y. Reginster®*% « R. Rizzoli** « G. Rosano?®’ « F. Trémollieres*°

N.C. Harvey*'°

Used 1n this way, we suggest that the evidence supports the
consideration of MHT as a means of achieving bone protec-
tion and fracture prevention in the context of a pnmary indi-
cation for menopausal symptom treatment, in recently post-
menopausal women at low baseline risk of cardiovascular
disease, cerebrovascular disease, thromboembolic disease
and breast cancer.
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OO0Y-otoxot

* H Lukpotepn kat aopareotepn doon mou Ba Bepamevoel Ta
CUUTTTWLLOTA TNG ELUNVOTIOLUONC

* Y€ YUVOILKEC TTOU £XOUV UTIOOTEL UOTEPEKTOUN, XOpNYyEeital povo
OLOTPOYOVO

* Y€ MEPLTTWOELC TIPWLUNC WOBONKLKNC AVETIAPKELACS, OTOXOC ELvaL N
QIOKATAOTOON TWV PUCLOAOYIKWYV ETILIMTES WV OLOTPOYOVWV (Kot
TPOYECTEPOVNC) yLa TNV NALKia TNG alcBevouc, aveEapTATWC
OUUTMTWUATWV

Anagnostis P, et al. Curr Vasc Pharmacol. 2019;17(6):564-572.
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Table 7. Breast Cancer Risk Cutoffs for Counseling
Before Recommending MHT®

Risk 5-y NCl or IBIS Breast Cancer Suggested
Category™ Risk Assessment, % Approach

| ow =< 1.67 MHT ok
ntermediate 1.67-5 C aution?
High =5 Avoig

3.1c For women at high risk of CVD, we suggest initi-
ating nonhormonal therapies to alleviate bothersome
VMS (with or without climacteric symptoms) over MHT.
[ 2 1EDEPC00)

2 5 - . . - N - -

3.1d For women with moderate risk of CVD, we sug-
gest transdermal estradiol as first-line treatment, alone for

women without a uterus or combined with micronized
progesterone (or another progestogen that does not ad-
versely modify metabolic parameters) for women with a

(114). A history of VITE due to pregnancy, oral contra-

eptives, unknown etiology, or blood clotting disorders

»oses a contraindication to any ET, whereas VTE due to
»ast immobility, surgery, or bone fracture would be a con-
raindication to oral but not necessarily transdermal MHT

J Clin Endocrinol Metab. 2015 Nov;100(11):3975-4011
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Asi et al. Systematic Reviews (2016) 5:121

DOI 10.1186/s13643-016-0294-5 SyStematiC REViEWS

CrossMark

Progesterone vs. synthetic progestins and ®
the risk of breast cancer: a systematic
review and meta-analysis

Noor Asi"”", Khaled Mohammed', Qusay Haydour'”, Michael R. Gionfriddo®, Oscar L. Morey Vargas®,
Larry J. Prokop®, Stephanie S. Faubion® and Mohammad Hassan Murad'

Studvy name Statistics for each study Risk ratio and 96% CI

Risk Lower Upper Relative
ratio lirmit limit Z-Value p-Value weight

Espie 2007 0420 0132 1333 -1472 0141 2.62
Fournier 2008 0678 0581 0819 4023 0.000 a7.38

Pooled estimate 06 0555 O.80f -4 208 (0. (K]

Matural progesterans Symthetie progestin




The impact of micronized progesterone on breast
cancer risk: a systematic review

P. Stute, L. Wildt & J. Neulen

To cite this article: P. Stute, L. Wildt & J. Neulen (2018) The impact of micronized

progesterone on breast cancer risk: a systematic review, Climacteric, 21:2, 111-122, DOI:
10.1080/13697137.2017.1421925

ABSTRACT

Postmenopausal women with an intact uterus using estrogen therapy should receive a progestogen
for endometrial protection. The debate on bioidentical hormones including micronized progesterone
has increased in recent years. Based on a systematic literature review on the impact of menopausal
hormone therapy (MHT) containing miaonized progesterone on the mammary gland, an international
expert panel’'s recommendations are as follows: (1) estrogens combined with oral (approved) or vaginal
(off-label use) micronized progesterone do not increase breast cancer risk for up to 5years of treat-
ment duration; (2) there is limited evidence that estrogens combined with oral micronized progester-
one applied for more than 5years are associated with an increased breast cancer risk; and (3)
counseling on combined MHT should cover breast cancer risk — regardless of the progestogen chosen.
Yet, women should also be counseled on other modifiable and non-modifiable breast cancer risk fac-
tors in order to balance the impact of combined MHT on the breast.




Meta-Analysis of Breast Cancer Risk in
Levonorgestrel—Releasing Intrauterine System
Users

Fabio R. Silva,! Antonio Jose Grande,? Ana Cristina Lacerda Macedo, !

Tamy Colonetti,! Marina C. Rocha,! Maria Laura Rodrigues Uggioni,

1

Bruno R. Silva,! Maria Inés da Rosa!

a - Forest plot Levonorgestrel-releasing and the risk of breast cancer in cohort studies

LNGIUS users

Study or Subgroup Events

Total Events

Control Risk Ratio

Total

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

297
136

9144
13354

Jareid, et al, 2018
Sielmann-Danieli, et al, 2018

Total (95% ClI) 22498

Total events 433

75.3%
24.7%

3373
283

35174
27324

0.92[0.82,1.03
0.98[0.80,1.21)

122498 100.0%

0.93 [0.84, 1.03]

3656

Heterogeneity: Tau®=0.00; Chi#=0.35, df=1 {(P=056); F= 0%

Test for overall effect. £Z=1.33(P=0.18)

; + t ¥
0o 0.1 1 10
Favours [experimental]l Favours [control]

b - Forest plot Levonorgestrel-releasing and the risk of breast cancer, in case-control studies

LNG-IUS users
Study or Subgroup Events Total

Control
Events

Odds Ratio

Total Weight M-H, Random, 95% ClI

Odds Ratio
M-H, Random, 95% CI

Dinger, et al,, 2011 1085 5346
Heikkinen et al 2016 73 210

Total (95% CI) 5556

Total events 1158

4028 20219
4737 15768

8765

76.8% 1.02 [0.95,1.10]
23.3% 1.24 [0.93, 1.65]

35987 100.0% 1.07 [0.91, 1.26]

Heterogeneity. Tau®=0.01; Chi*=1.63, df=1 (P = 0.20); = 39%

Test for overall effect: Z=0.84 (F = 0.40)

0.01 0.1 1 10

Favours [experimenial]

Clin Breast Cancer 2021

Favours [control]

Apr 3;S1526-8209(21)00068-9.
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TiumoAovn

2TEPOELOEC UE OLOTPOYOVLKEC, TIPOYECTEPOVIKEC KOl OVOPOYOVIKEC

OpAoELC

ArtoteAeopatikn otnV BEATIWON TWV ELUNVOTIOUGLOKWY CUUITTWUATWY,

0 ULKPOTEPO BaOuO amo tn O0Y

AvTtikpouopeva otolxeia yia Ca paotou, | Ca maxeog evtépou
Auénon kwduvou AEE

MaAAov ouvdetepn dpaon yia VTE, kapdlayyetakn vooo, Ca

gvéountplou

Anagnostis P, Stevenson JC. Managing the Menopause. Cambridge University Press 2015
Formoso G, et al .Cochrane Database Syst Rev. 2016 Oct 12;10(10):CD008536.
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Effect of Tibolone on Bone Mineral Density in Postmenopausal
Women: Systematic Review and Meta-Analysis

Lizett Castrejon-Delgado 1, Osvaldo D. Castelan-Martinez 2(1, Patricia Clark 3, Juan Gardufio-Espinosa 4,
Victor Manuel Mendoza-Nuiiez 1) and Martha A. Sanchez-Rodriguez 1-*

Table 2. Results of the meta-analysis of the mean difference in percentage change from the base line in bone mineral density. MD; mean difference; 95%CL 95% confidence interval.

Tibolone vs. Non-Active Controls

Measurement Hologic Lunar

Site and Tibolone Dose No. of MDD (95%CI), Heterogeneity No. of MD {95%C1), Heterogeneity

Follow-Up (mg) Comparisons Participants ) Comparisons Participants =

Months (References) Random Effect Model 17 (%) p Value [References] Random Effect Model I (%) P Value
Lumbar spine 25 4 [14,16,21,24] 2.75(2.22 0 3.29), 328 0 0.60 2 [18,20] 439 (334 t0 5.44), 173 0 0.35

12m 2 [21,24] 321212 o 4.30), 169 = 0.22 1[20] 359 (253 to 4.65), 129 - -
Lumbar spine 4[14,15,21,24) 4.87 (416 to 5.57), 328 1] 0.81 2 [20.22 7.35 (2.68 to 12.01), 152 68

24m 2 [21,24] 4.15 (337 to 5.03), 169 1] 0.32 2 [20.22 484 (359 to 6.10), 167
Femoral neck 3[14,15,21] 2.23 (0.89 to 3.57), 287 0.24 1[20] 294 {165 to 423), 126

12m 1[21] 101 {0.12 to 1.96), 128 - 1[20] 274 (132 t0 416), 129
Femoral neck 3 [14,15,21] 4.85 (155 to 8.15), 287 <(0.0001 2 [20.22 431(299 t0 5.42), 152

M4m 1[21] 2.45(1.48 t0 3.47), 128 - - 2 [20,22] 361 (241 to 4.80) 167

Tibolone va Estrogens

Lumbar spine
12m

24m 3[16,17,22 —0.58, (—3.77 to 2.60), 232 88 0.0002
36m 1[17) 2.0, {—0.66 to 4.66), 36 -

Total hip —0.81, (—1.58 to —0.03),
12m 174

2Mm 2[17,22] 0,12, (—2.28 to 2.53), 174
36m 1[17) 2,90, (062 to 5.18), 36

3[16,17,22 —1.21 (—2.87 to 0.48), 232 67 0.05 1[18] —0.30 (—2.82 t0 2.22), 46

217,22

Biology (Basel) . 2021;10(3):211 5



Efficacy of Pharmacological Therapies for the
Prevention of Fractures in Postmenopausal
Women: A Network Meta-Analysis

Patricia Barrionuevo, ' Ekta Kapoor,'? Noor Asi,' Fares Alahdab,’

Khaled Mohammed,' Khalid Benkhadra,* Jehad Almasri,' Wigdan Farah,’
Maria Sarigianni,’ Kalpana Muthusamy,! Alaa Al Nofal,> Qusay Haydour,'
Zhen Wang,' and Mohammad Hassan Murad’

Table 1. Network Meta-Analysis of Hip Fractures

Strontium Hormone
Abaloparatide Romosozumab Calcitonin Lasofoxifene Ranelate Tibolone Therapy

0.24 0.44 0.48 0.83 0.89 0.69 0.72
(0.01-4.84) (0.24-0.79¥ (0.21-1.10) (0.55-1.26) (0.67-1.18) (0.32-1.51) (0.53-0.98Yy

Table 2. Network Meta-Analysis of Nonvertebral Fractures

Hormone
Abaloparatide Romosozumab PTH 1-84 Calcium VitaminD  Lasofoxifene  Calcitonin Therapy Tibolone

Placebo 0.51 0.67 0.98 0.77 0.44 0.84 0.84 0.78 0.73
(0.29-0.87) (0.53-0.86) (0.71-1.35) (0.56-1.05)  (0.23-0.85) (0.72-0.997 (0.68-1.05)  (0.68-0.89)F (0.58-0.94)"

Table 3. Network Meta-Analysis of Vertebral Fractures

Strontium Hormone
Abaloparatide Romosozumab  Vitamin D PTH 1-84 Ranelate Tibolone Calcitonin Therapy

Placebo 0.14 0.33 0.85 0.41 0.60 0.56 0.65 0.65
(0.05-0.42)*  (0.22-0.49y (0.46-1.59) (0.22-0.77)" (0.46-0.78)"  (0.36-0.87)"  (0.50-0.85)" (0.46-0.92y

J Clin Endocrinol Metab 2019;104:1623-1630
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JUUTIEPACHOTOL

» H OO0Y eival amoteAeopatikn otn dtatipnon tng 0oTIKAC TTUKVOTNTALG,
otnv nPoAnYPn TNEG 00TEOTIOPWONC KoL TN LElwoN TNC EMdAvIonS OAwV
TWV TUTIWV TWV KOTAYUATWY OE LETELLUNVOTIOUOLAKES YUVALKEC,
aveéaptNTWCS NAKLac kot BMD

» Otewpeltal TpwWING Ypaupunc Bepareio oe aoBeveic Pe TMPWLLN
EULUNVOTIOUON KOl OE LETEUMUNVOTIAUOLOKEC YUVOILKES <60 eTWV, LOILWC

OTOV OCUVUTIOPXOUV OLYYELOKLVNTLKO OUUTTTWOTOL



2UUIEPpAOoOTOL
» AEN evdeikvuTal LOVO yLo TNV AVTIMETWTTLON N TPOANYN TNG
0OOTEOTMOPWONC OE YUVALKEC >60 eTWV
» H 6paon tou olotpoyovou sival SoocoeapTtweVN

» Aev vrtapyxet Stadopad HETAEL SLadEPULKOU KL p.O. (TTPOTLUATOL TO
PWTO AOYyw oudETEPOU TTPODIA OcOoV adopd OTOV KAPOLAYYELAKO
Kivobuvo)



JUUTIEPACHOTOL

» To mpoyeotayovo pailvetal vo. EUOOWVEL TIC EVEPYETLKEC OPACELC
TOU OLOTPOYOVOoU

» Mpotipatal N duoLkn MPOoYECTEPOV, AOYWw XaNAOTEPOU KLvdUvou
Ca pootou

» E€atopikevon oxnUATog avaloyo HE TNV EKACTOTE acOevi
(ouvektipnon mapayoviwv Kvéuvou)



H npayupatikotnta otnv EAAada....

 Dofoc amod tnv mMAevpa TwvV acBevwv («OpLLOVECD»....)

* DoPoc kol aveEMAPKELA YVWOEWYV ATTO TOUG YLATPOUG

(«mtpoomta®noe va To avieEeLc povn oou»...)
* EAayiota latpela eppnvonavong otnv EAAada
 EA\ewpn SL0BECLUWY OKEVAOUATWV-ETUAOYWV

* AnoBappuvon twv acbevwv



NMwc okEPtovtal oL MEPLOCOTEPEC LOOEVELC....

KaAn efSouada yiatpe.|

EuXaplomu yid TIC ouvTayéc yia To Platorel1/20 mg.

H Teikf] pou amdgaon yia 1o Femoston 110 mg  eival apynTikr, katahaBalvw o1
OUVIOTATE TO KAAUTEPO YO QUT TN OTIYUA Yia HEVa K YA Tn oOTEQMOpWon Mou £XEL
EEKVOEL 1B, aAMa viaTpe & Ba pwokdpw. Nak exw kaypo admnviee, ahhd Ba To
avTeEw. Mamn EexkdBapa Atel yvia kapklivo yaotol K e uhiTpac ya To Femoston. .Exw
apkeTEC KloTeC K 8 Ba pwokdpw. Av ymopeite va pou Bakete pia Bepanela yia
oOTEOMOpWOoN wove oo elval apyn,Ba elpal suyvopwy.

To Platorel1/10 mg Eekivnoa and 1/12 ,1x To Bpddu.AlAa and 22 Noeufplou exw
EVTOVO MoOVoKeEPAhoue, NUKpavies ouvexdUEVA + TAXUMIAUILES TOU SEV ELXO TIOTE
TOO0 ouxva.

Sa mpoomadnom va WANTW K WE Tov vEupohoyo, MaTtt pou lne 611 poile Ba Eskivhnosl
o movec va napw katsuBeiav Depon (Goxeta mou Sev pe BonBael, Ko KATAANYWMAAOTO
Fitunal).

AUTH TN oty nepva platorel 1/ 20 mg, vuxtohlouhoudo floja night Bpn,k navolmova yia
TO NMOVOKEQQMD.

Ba gac napakahouoa va ypayte av yivets pa Bepanela yia ooTeondpwon povo Kal
eEQunvn ouvTayn pe 1o AYLH via va ta mapw.Me tnv epunvénauon 8a maAéyo doo
LMo pm ¥wple va mapw npu:ﬁvtq O BEDE‘; BonBoc.

200 EUYQpLOTQ ToAU
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