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~ CAC QUAN DPIEM CUA PHU NU'
VE NHUNG VAN PE SUC KHOE CUA HQ

Cardiovascular Disease —|

Don’t Know/ Breast
No Answer Cancer

Cancer

Adapied from Mosca L. ef al. Arch Fam Med. 2000;3:506-15.

CAC NGUYEN NHAN GAY TU VONG O PHU NU

Other Cancers
Heart Disease

15%
Breast Cancer :

Diabetes 3%,

Chronic Lower -—»
Respiratory

Disease

Cerebrovascular
Disease

*Parcentage of tofal deathe In 1393 among women sged &5 years and older.
Anderson RN. Nad Vil S Rep. 200143113
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Female life expectancy
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Duration

System Symptoms/disease

Acute

-

Hot flushes
Might sweats
Insamnia

W

Anxiaty
Irritability
Loss of memaory
 J ) L  and concentration
Menstruation
stops

Months Meuroendocrine

Uragenital Genital tract atrophy
Manths = e D'n,rspare_ur_ua
Loss of libido
Urethral syndrome

Arterial

Coronary heart disease

ok v ?"EE = Osteoporosis
ronic

Skeletal Related fractures

Nhiing thay d6i hoc mon

Trong gai doan tién mén Kkinh, phu nit phai ddi dién véi nhiing thay ddi quan
trong veé hoc mon :

» Giam ndng dd Progesterone
» Tang hoat dong ciia estrogen

» Tiing hoat d9ng ciia FSH (follicle-stimulating hormon@ Y Khong rung trimg.
v/ Hanh kinh khong déu

v/ Nhiéu giai doan béc hoa va ra md héi nhiéu

Nhirng thay déi quan trong vé chuyén héa:

4

HAiu qua lau dai trén tim mach
va xwong khép

» Léng dong m& viing bung
» Thay dbi sw chuyén héa lipid
» Thay ddi chuyén hoa glucose

hay dbi chuyén hoa xuong
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Triéu chirng, roi loan va nguy co trong qué trinh man kinh

Tri¢u chirng / nguy co

Tén xuit (theo %)

Con béc héa 86,8%
Ra md héi ban dém 82,1%
Mit ngii 67,8%
C4u kinh 65,2%
TrAm cim 47 5%
Lo au 56,8%
Khé am dao >50%
Suy nhwec 49,4%
Di cdm 34,5%
Chéng mat 32,8%
Viém khép 20,9%
Ting huyét ap 20,4%
Loang xwong 13,3%

Estronet Study 2006

Céac nguy co trong mén kinh

* Nguy co tim mach
Bénh tim
Nhoi mau co tim
* Nguy co lodng xuong
Gay xwong dui
Giy cot song
* Nguy co ung thu
Ung thw vu
Ung thw ngi mac tir cung

Kha niing bi bénh khi > 50 tudi

46%
20%

15%
25%

10%
3%

Omodei 2002
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Anh huéng cia man kinh véi QOL: Greene Climacteric Scale

N Premenopause
(n = 198)

® Postmenopause
(n=101)

B «— Symptom SCOres i

==
&

Anxiety Depression Somatic Vasomotor | Sexual Interest
Domain

n =433 W01 premenopausal; 33 parimenopausal; 138 posimenopausal; 35 hystereciomized. Age rangs, 45-65 years.
*P 05 ve premenopanss. Barentsen R, et al. Maruriras. 2001-38:123-8.

HT giam triéu chirng vin mach/ cai thién QOL

Worse Average Age, 50 Years
25
H Placebo (n = 42)
20 B 17p-Estradiol/NETA (n = 40}

15

E +——— Symptom Scores

]

Baseline Post-treatment Baseline Post-treatment
L - v -y /7
Kupperman Index Greene Indext

*P< 005 compared with placebo and basedine. *Resulls of the vasomolor sublest of the Greene Index.
Darman R.J, st al inr.J Fermi 1395;40:73-8.
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Nguy ¢o tim mach trong qua trinh man kinh

Tinh trang sau man kinh va cac nguy co bénh tim mach,

Tinh trang sau man kinh 1a yéu t6 doi chiéu.

Bz 2001°

mitteman 1585
Gardor 1878""
Parieh 1967
witeean 1 200
Gordon 1878"!
Caldiez 1007

Rosanbarg 19817

Coldiz 1887
Fiorsth 20007
Warchester 1971

Fn=enberg 1885

Relative risk [95% CI}

Menopause, Vol. 13, No. 2, 2006
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Tinh trang sau man kinh va man kinh s¢'m la cac yeu t0 nguy co dc
lap ddi voi bénh tim mach: phan tich tong hop

» Doi voi , ‘
nguy co tuong doi gop bang

, 0u tinh

(95% Cl, 1.15-1.35).

« Trong phan tich phan tang, tac dung gop bang 1.38
(95% Cl, 1.21-1.58) Sau khi hi¢u chinh dbi vé6i tudi va

hat thudc 14

* Tac dung gop cua cit budng trang hai bén trén bénh
tim mach bang 4.55 (95% CI, 2.56-8.01).

Atsma F.Menopause, Vol. 13, No. 2, 2006

Phan loai cac nguy co tim mach & phu nir

" Ny At risk (=1 majoi
Risk Status risk factor{s])
High risk (=1 Clinically manifest CHD

high-risk states) Clinically manifest cerebrovascular disease
Clinically manifest peripheral arterial disease
Abdominal aortic aneurysm
End-stage or chronic kidney disease
Diabetes mellitus
10-y Predicted CVD risk ==10%

Mosca et al. JACC Vol. 57, No. 12, 2011
Guidelines for the Prevention of CVD in Women
2011 Update

Ideal cardiovascular Total cholesterol <200 mg/dL (untreated)
BP <120/<<80 mm Hg (untreated)
Fasting blood glucose <100 mg/dL (unireated)
Body mass index <25 kg/m?
Abstinence from smoking
Physical activity at goal for adults =20 y of age:
=150 min/wk moderate intensity, =75 min/wk
vigorous intensity, or combination
Healthy (DASH-like) diet (see Appendix)

Cigarette smoking

SBP =120 mm Hg, DBP =80 mm Hg, or treated
hypertension

Total cholesterol =200 mg/dL, HDL-C <50 mg/dL.
or treated for dyslipidemia

Obesity, particularly central adiposity

Poor diet

Physical inactivity

Family history of premature CVD occurring in first-
degree relatives in men <55 y of age or in
women <65 y of age

Metabolic syndrome

Evidence of advanced subclinical atherosclerosis
(e.g., coronary calcification, carotid plaque, or
thickened IMT)

Poor exercise capacity on treadmill test and/or
abnormal heart rate recovery after stopping
exercise

Systemic autoimmune collagen-vascular disease
(e.0., lupus or rheumatoid arthritis)

History of preeclampsia, gestational diabetes, or
pregnancy-induced hypertension

, Dietary Approaches to Stop Hypertension
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Khong chi 1a van deé tuoi tac:

Man Kkinh la “yeu t0 cham ng01” cho cac rdi loan
chuyén héa & nhiéu mic d6 ........

Can phai xir tri sém cac triéu chirng man kinh véi
muc dich phong ngira bénh tat

Nong do lipid trung binh hang ndm va theo du tinh
Matthews et al. JACC Vol. 54, No. 25, 2009 Menopause and Risk Factors
A

5
130
28

LOL-C (mg'dl)
PR
e B (mgidl)

HDL-C (mgidl)
E 8 2

Apo A1 mgid)
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PROCAM (MUnster Heart Study):
Man kinh va cac yéu 10 nguy co lién quan lipid
& cdc phu nir 45 dén 55 tuoi

Tién MK Man kinh
(n =1537) (n = 2456)

age (years) 48.3 £ 2.8 51.0 = 3.0
BMI (kg/m?) 25.8 = 4.3 26.4 = 45
cholesterol (mg/dl) 221 %+ 39 239 + 41
triglycerides (mg/dl)* 88 99

LDL-C (mg/dl) 143 + 36 158 =+ 38
HDL-C (mg/dl) 59 + 15 59 =+ 16
chol./HDL-C ratio 4.02 +1.25 431+ 1.32

*: geometric mean, n.s.: not significant

Anh hwong cia man kinh
véi ndng do cholesterol toan phan ¢ phu nir

Natural Menopause Surgical Menopause

250
+ P < L0 ve prior cyche 240 + P 0,005 va pridr cyele
30

UJUJJ;J+ i L

s Male £ —o— Mk
Hatural Menopause Surgical Menopause

—a— Fomale

-4 w3 a2 -1 41 42 4 44 4§ 5 4 a3 E I A I
Standarnized Examinaton Cycle Slandardized Examination Cycla

Vera Bittner Am J Cardiol 2002;90




CORONARY EVENTS/1000

TAC DUNG BAO VE CUA NONG PQ HDL
CAO POI VOI CAC BENH TIM MACH
modified from Brunner et al, 1987

HIGH HDL B LOW HDL

<200 200-224 225-249 250-264 >264
TOTAL CHOLESTEROL

Anti-Atherogenic and Vasculoprotective
Actions of HDL-C

Reverse
Cholesterol Anti-
Transport Inflammatory

Cellular Activity
Cholesterol

Efflux
Anti-
Oxidative
Activity

Anti- . Anti-
Infectious BLIL Apoptotic

.. Thrombotic P
Activi Act
o Activity A o

Anti- Endothelial \( Vasodilatory

Proteolytic

Repai Activi
Activity S o

&
P UEDE
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Coronary Heart Disease and HDL-C

3.5 -
@ Adjusted for age and sex only
3.0 4 @ Further adjusted for several risk factors

2.5 -
N =302,430
2.0 -

1.5 4

Hazard Ratio

HDL-C (mg/dL)

( ) LIPID & The Emerging Risk Factors Collaboration. JAMA.
METABOLIC 2009;302:1993-2000.

LDL-Cholesterol VA Lp (a)
THEO TUOI O PHU NU

Lp(a) mg/dl)
10

b ’k/p (@) (n=1,386)
-~

20- 25- 30- 35- 40- 45- 50- 55- 60-
24 29 34 39 44 49 54 59 64

Age (years)

12
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Ting nguy co cic bién ¢6 tim mach ning khi ting nong do
Triglyceride & Nam va Nir

Table 1. Risk increase associated with
increasing triglyceride levels.

Men

Triglyceride level IanE"'IEE % risk increase
fram 100 mg/ ! 3

from 100 n

from 100 n

Women
Trlglycerlde level i increase
from 100 n
from 100 n

PROSPER — tiéu chi tim mach theo gidi

Pravastatin  Placebo
(n=1396)  (n=1408)
Nam

Tir vong tim mach, MI khong
tir vong, Dot quy 222 279

Cardiac death, non-fatal MlI 167 219
Dot quy tir vong, khong tir vong 65 70
TIA 38 53
Nir (n=1495) (n=1505)

Tu vong tim mach, MI khong
tr vong, Dot quy 186 194

Cardiac death, non-fatal MI 125 137

Dot quy tir vong, khong tir vong 70 61 I
TIA 39 49 !
T

0 025 05 0.75 1 125 15 175 2
Pravastatin better Hazard Placebo better
ratio

PROSPER Study Group. Lancet. 2002; 360:1623-30.
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Treatment of CV Disease:
Current Status

100

BT | cox

LOW HDL-C Residual
HIGH TG, TG-rich LPs, and remnants Risk

Lp(a) 60%

% of CV Events

Lp(a) = lipoprotein a; LPs = lipoproteins, TG = triglyceride

LIPID &
(Q) METABOLIC

PROCAM (Munster Heart Study):
HDL Cholesterol and Triglycerides
Theo BMI 6 ni¥ tuoi 40-65 (n=3.019)

HDL cholesterol (mg/dl) Triglycerides (median, mg/dl)

120
i 62 110
) 100
90
) 80
70
40 60
=Y Al Znle 27 SR <=200 201- 251- 276- >300
20, 3 B 250 275 300

Body Mass Index (kg/m?) Body Mass Index (kg/m?)

14
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Hwéng din cia EU vé du phong bénh tim mach: Céc chién
lwgc can thi€¢p trong thwe hanh LS (ESC 2016)

Total GV risk LDL-G levels
(s‘f;("’e) <70mg/dL | 70to <100 mg/dL | 100 to <155 mo/dL | 155 to <190 mg/dL | >190 mg/dL
<1.8 mmol/L | 1.8 to <2.6 mmol/L | 2.6 to <4.0 mmol/L | 4.0 to <4.9 mmol/L 24.9 mmol/L
= Uiteste Ueste Uieste st | NS
advice advice advice advice uncontrolled
i Class*Level vc Ve Ve Ve lla/A
SOCIETY OF e Lifestyle advice, Lifestyle advice, Lifestyle advice,
CARDIOLOGY * >1t0<5 Lty st consider drug if consider drug if consider drug if
Classevel | youdGe e e lla/A lla/A VA

Giai doan nguy co thap/trung binh la:
xur tri khong dung thudc véi 161 khuyén vé 16i song (dn uong + Tap

thé luc),

Thubc chi nén can nhic trong trudng hop ting cholesterol mau khong

thé kiém soat dugc

But lifestyle change includes the use of
functional foods or nutritional supplements

r

Léi khuyén vé 16i s

r
A

ong

European Heart Journal Advance Access published August 27, 2016

@

doic10.109¥ eurheartjiehwl 72

ESC/EAS GUIDELINES

2016 ESC/EAS Guidelines for the Management

of Dyslipidaemias

The Task Force for the Management of Dyslipidaemias of the

European Society of Cardiology (ESC) and European Atherosclerosis

Society (EAS)
5.5 Dietary supplements and functiona

l

foods for the treatment of dyslipidaemias

Innovative nutritional strategies to improve dyslipidaemias have

been developed. They are based on either changing some ‘ri
dietary components or encouraging the consumption of specifi

isky’
cally

targeted ‘healthy’ functional foods aLd/or dietary supplements;

these so-called lnutraceuticals can be U
in addition to lipid-lowering drugs.

ed either as alternatives or
utritional evaluation of func-

dwoc khuyén cdo

Monamfm and red yeast rice
i a-source of fermented pigment that has
beenused in Chma as a food colorant and flavour enhancer for cen-
turies. Hypocholesterolaemic effects of RYR are related to a statin-
like mechanism, inhibition of hydroxymethylglutaryl-coenzyme A
(HMG-CoA) reductase, of monacolins, which represent the bioac-
tive ingredient. Different commercial preparations of RYR have
different concentrations of monacolins, and lower TC and LDL-C
to a variable extent, '“” but the long-term safety of the regular con-
sumption of these products is not fully documented. However, side
effects similar to those observed with statins have been reported in
some people using these nutraceuticals. Furthermore, their quality
may vary widely.

2016 ESC/EAS Guidelines Atherosclerosis 253 (2016)

15
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. ) 4; \:‘{?l w
Gao men do SRS

Gao lén men mau do sang, c6 mau do do dugc trong voi dat mun
cod

Monascus purpureus tao ra mot s6 chit khac nhau, trong do
monacolins, la nhing chat ¢6 tac dung co loi d6i voi ndng d6 lipids
trong huyét tuong. Chét co tac dung nhat 1a Monacolin k

Monacolin K ¢6 ciing ciu tric v6i «lovastatiny va hoat dong nhu
mot statin.

Co ché hoat dong cua chung la:
Su canh tranh gilta enzyme quan trong d01 Vo1 qua trinh téng hop
cholesterol (HMG-CoA reductase) va chat thay thé (HMG-CoA).

Berberine

Pay 1a chiét xuat tu nhién alkaloid cta vo cay
mot loai cdy bui gai moc ¢ Tibet va vung
Himalaya.

Berberine duogc str dung diéu tri ¢o truyén tiéu chay do
vi khuan, nhiém trung tiét niéu va di€u tri tai cho cho vét
thuong, vét l0ét.

Pé giam cholesterololemia, mdt co ché quan trong khéac
can duoc biét:

Kong W et al. Nat Med. 2004; 10:1344-1351

16



29/05/2017

Hop chat dwgc dinh dwong Sén phim dugc dinh dudng c6 thé coi 14 “thuc phim”
hoédc mdt phan cua thyc pham cung cap céc loi ich vé strc
khoe, bao gom ca tac dung du phong va diéu tri bénh

Dwoc dinh dudng = dinh duéng + dwoc tinh

ArmoLIPID 1a mot hop chat duoc dinh dudng, duge két hop trong mot
ché pham, cac thanh phan ty nhién, voi licu co tic dung duoc 19 de:

+Kiém soat lipids méau:
* Red yeast rice 200 mg /
* Policosanol 10 mg
*Nong d6 Homocysteine +

*Va stress oxy hoa

» Astaxanthin 0.5mg
* Coenzyme Q10 2mg
\ (~ 3 mg of monacolin K) )
H(.)'p chat dll’(.)’c dinh du’O’ng San phdm duoc dinh dudng c6 thé coi 1a “thyuc pham”
hodc mét phan cia thue phim cung cip cac loi ich vé suc
Dwge dinh duong =dinh duéng + dwgc tinh khoe, bao gom cé tac dung du phong va diéu tri bénh

ArmoLIP1D 1a mot hop chat duoc dinh dudng, duoc két hop trong mot ché
pham, cac thanh phan tu nhién, voi licu co tie dung duoe 19 de:

*Kiém soat lipids mau: R
* Red yeast rice 200 m . ;o . - 2
yes & Tac dung dyoc 1y ctia Berberine ===
e Berberine 500 mg : _ _
NA A :
Nong d(') HomocyStelne [ +Lol reieglggeKaglressmn ] [ AMP-K activation ] [ AMP-K activation ]
* Folic acid 0,2 mg W
v > v
*Va stress oxy hoa [ LD receptors more abundant ] [ AcetiyCoA-Carboxylase inactivation ] [ 4 Insulin receptor expression ]
¢ Astaxanthin 0.5mg L] y
o COenZyme Q].O 2 mg [ 4 LiverLDL uptake ] [ Triglyceride synthesis inhibition ] [ ﬂnsulm receptor sensitivity ]
v
[ 4 Plasma C-LDL ] [ + Plasma TGL ] [ *Insulin resistence ]
Kong W et al Nat Med 2004; 10.1344-1351/8Brusq JM et al Lipid Res 2006; 47: 1281-1 g i linical & Exp. 2009; 58: 109-119

17
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Berberine

Tac dung giam Cholesterol

Berberine

Kong W et al. Nat Med. 2004; 10:1344-1351 1}

Berberin

Tac dung giam Triglycerides

Brusq JM et al. J Lipid Research. 2006; 47 (6):1281-8

18
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Pssmacolopa Resesech 110(3016)76-38

Contents lists available at ScienceDiroct
5 Pharmacological Research
h

FI SEVIER journal homepage: www.slsevier.com/locate/yphrs

Review

The effects of a nutraceutical combination on plasma lipids and
glucose: A systematic review and meta-analysis of randomized
controlled trials

Matteo Pirro**, Massimo Raffacle Mannarino®, Vanessa Bianconi’,

Luis E. Simental-Mendia®, Francesco Bagaglia*, Elmo Mannarino®,

Amirhossein Sahebkar -+

* omedsi Arseerch Usi, Mercon S Secr sy st Ouramge, v

W) s

in total cholesterol —26.15 mg/dL
in LDL-cholesterol —23.85 mg/dL

in triglycerides
in HDL-cholesterol +2.53 mg/dL,

-13.83 mg/dL

* Tai ligu da dugc tim kiém trén co s& dir ligu PubMed va
SCOPUS tir khi bit du dén ngay 10 thang 2 nam 2016.

+ 14 nghién ciru dat tidu chuén du diéu kién dé phan tich lipid.

+ Trong ding tai ndy, Thay doi net trong tinh t0an (diém thay
dbi) ctia 14 thir nghiém 14m sang ngu nhién (1670 ddi tuong
didu tri v6i AP) dé dugc tinh toan va c6 su thay déi dang ké
trong hd so lipid (p <0.001)

-0.7 mmol/L
-0.6 mmol/L

39 mg/dl = 1 mmol/L

Immol/L = 89 mg/dl

p <0.001

Tac dung gidm glucose cla Armolipid Plus da dwoc tim thay trong 10 thdr nghiém [am sang ngau nhién:

eglucose -2.59 mg/dL (p = 0.010)

Pirro M et al. Pharmacological Research 110 (2016) 76-88

p <0.001

Cac tac dung ciia flavonoids trong thirc dn ddi véi RCT, chuyén héa
va chirc nang cua HDL, trong cac thir nghiém tién LS va LS

-~

Isoflavones

PON1 activity
Clinical: HDL-C (ERB

Flavonols
Pre-clinical: TPON1

.

Pre-cfinical: €3 THDL-C, &1

polymorphism}, T pre-B HDL,
€>HDL-cholesterol efflux

expression/activity, TRCT*

Anthocyanidins
Pre-clinical: THOL-C, TRCT*,

~

/1 PON1 expression/activity
Clinical: HDL-C, THDL- Flavanols
cholesterol efflux, | CETP, Pre-clinical: 1'PON1 activity, T

PPON1 activity “ RCT*
; Clinicol: €3 THOL-C

HDL

Flavanones
Pre-clinical: €3> 1THDL-C,
©>T'PON1 activity, TRCT*
Clinical: <3 HDL-C

Flavones
Pre-clinical: L RCT*
(luteolin), €>THDL-C
{luteolin), TRCT* (chrysin
and wogonin)

/

Courtney L Millar et al.Adv Nutr 2017;8:226—-39

19
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Anh huéng cta mén kinh doi voi HA

150 - 90 -

Postmenopause /

Postmenopause

P

o/
.

P

Systolic Pressure (mm Hg)

~
/. Premenopause /' Premenopause
. .

Diastolic Pressure (mm Hg)

110 T y T T
35 40 45 S50 55

Staessen JA, et al. J Hum Hypertens. 1998;12:587-92

Anh hwong cia HA ¢ gioi han binh thuwong cao
doi voi nguy co bénh tim mach

Impact of High-normal BP on CV Events in Women Binh nghfa va Phan loai huyét ap
(Cumulative Incidence %) European Society of Hypertension — European Society of Cardiology (2003)

Tam thu  Tam trwong
(mmHg) (mmHg)
Té6i wu <120 <80

High-normal Category
—~—Normal

——Qptimal N n
Binh thwong 120-129 80-84

Binh thwong cao 130-139 85-89

THA d 1 (nhe) 140-159 90-99

THA dé 2 (trung binh)  160-179  100-109

THA d6 3 (nang)
Follow up (years)

Adapted from: Vasan RS. N Engl J Med 2001;34¢ UL fih Gl GEE i &0

Journal of Hypertension 2003, Vol 21 No 6
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Con boc héa twong quan véi huyét dp

[ANo hot flashes
H Hot flashes

Menopause 2007; 14: 308-15

Tac dung bio vé ciia genistein trong THA thong qua thic day
gian mach va giam co co tron mach mau.

/ -y \
/N

t['yrng_le kinase € Gemstzn. t eNOS phosphorilation
inhibition o o
..’:\."m}\ ~ ﬁ T NO
8 O 7 eNOS expression
Gene regulatory activity: € )
- | ECE-1 — | Endothelin-1
- | ACE — | Angiotensin 11
- | Angiotensin II receptor
- T Atrial natriuretic peptide Antioxidant effects: ~ .
receptor - Direct ROS scavenging 1 NO half-life

- T Anfioxidant enzymes
- | NADPH oxidase

21
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Vasomotor menopausal symptoms are associated with increased risk
Of COI'OnaI'y hCEl.l'T diSC&SC Menapause, Vol 18, No. 2, 2011

2

Gerrie-Cor M. Gast, PhD," i"fcr()?'JM'. Pop, MD, PhD, Géran N. Samsioe, MD, PhD,”
Diederick E. Grobbee, MD, PhD,” Peter M. kamn MD, PhD,* Jules J. Keyzer, PhD,”
Coletie J.M. Wijnands-van Gent, MD, PhD,® and Yvonne T. van der Schouw, PhD’

Hazard ratios (95% Cls) for vasomotor symptoms and
coronary heart disease risk among the total study population

Hot flushes Night sweats

No. of cases 150 134
Maodel 1 1.11 (0.89-1.40) 39 (1.11-1.74)
Model 2 1.06 (0.84-1.35) 33 (1.05-1.69)
Model 3 1.01 (0.79-1.28) .25 (0.99-1.58)
Models were stratified by study center.

Maodel 1, adjusted for age (continuous k model 2, adjusted for education level
(low, medium, high), smoking (never, past, current), physical activity (inac-
tive, active), ovariectormy (ves, no), hormone therapy use (never, past, current),
oral contraceptive use (never, past, current), and menopause stats (premeno-
pausal, postmenopausal, perimenopausaly model 3, model 2 with body mass
index (continuous), svstolic and diasto lic bloed pressure (continuous), and total
cholesterol (continuous).

Conclusions: Women with menopausal symptoms of night sweats have a significantly moderately increased risk
of CHD, which cannot be totally explained by the levels of CVD risk factoss.

FMD, ¢ phu nit man kinh sém, lién quan toi
nang cua tr riéu chirng van mach

He=)]

No hot flushes Mild Moderate Severe  Very severe
n=19 n=12 n=34 n=26 n=29
Severity of hot flushes

in early menopausal women n=120

Mod. Bechlioulis A et al. JCEM 2010;95:1199-1206

22
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HF and FMD

34 +/- 3,17

244+-251 T

.80 +/- 2,22

Premenopausal women  No or Mild Moderate/Severe/Very severe
n=24 ot flushes Hot flushes
n=31 n=89

Early menopausal women n=120

Bechlioulis A et al., JCEM 2010

RL chirc niang gian mach vanh du bao cac bién co tim mach

Proportion Without
Cardiovascular Event (%)

Gian phu thugc dong mau

ilation

10.3% to <19.0% dilation

P =.004
(log rank, pooled)
<10.3% dilation

60 80
Months

Schachinger V, et al. Circulation. 2000;101:1899-906.
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Pap wng FMD (SD) so véi Placebo, Estradiol, va Estradiol Plus NETA

-
4 Al Sherwood et al Age, Estrogen, and Endothelial Function
theo Ilra tuOI Arterioscler Thromb Vasc Biol. August 2007

Age, years 50-59 60-69 70-79

Placebo FMD, % 481597 507+3.92 3.80+3.60

Estradiol FMD, % 7.69x4.79" 462476 2.74x3.80

Estradiol + NETA FMD. % 581+4.85 4.3 =417 3.47=3.01
*P-20.05 vs placebo.

Tac dung cua estradiol trong
miéng dan déi véi FMD (meanSE
estradiol FMD minus placebo
FMD).

*P0.005 change in FMD compared
with placebo.

50-59 60-69 70-79

Age Range (yrs)

C4c co ché chinh tham gia diéu hoa than nhiét

/ hypothalamus
High body temperature
(blood) i '
noradrenali sweating Heat loss:
& noradreneline > hot flushes  temperature lowers

Dopamine (D, receptors) keeps body temperature in euthermia

y A B-endorphin

dopamine Py noradrenaline

¥ A B-endorphin
estrogens

; Heat loss:
Py noradrenaline g
w estrogens Menopause
> » 'y B-endorphin
' dopamine -» A noradrenaline hot flushes

nocturnal sweating
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Isoflavones dau tuwong

Cai thién dd ning cua cac triéu chirng vin mach

Con béc hdéa Ra md héi tréom

o
o

= 1) ] e
8 20 —e—. 2 20 Te— —
=] \.__ 7 a4
B_ e T Iy
gEa0 £ 40 @
S a5
>3 3 £
33 60 PRI S g 60 ok \.\\.\
£ g . \ti g g o ~o—.
g kK § o~ ®
5 -100 Hokok -100 Hokk *kk
2 4 8 12 24 2 4 8 12 24
Tempo (Settimane) Tempo (Settimane)
H6i hop
0
z 20 e — IS
8 ‘\\ —— Vit D, + calcio
£%-40 ’*‘\ o9
:: £-60 ek k \.\ * p <0,05 tra trattamenti
5. — * ;
; 80 o et ~o——© p < 0,001 tra trattamenti
5 -100

2 24

8 12
Tempo (Settimane)

Mucci et al. Soy Isoflavones, Lactobacilli, Magnolia Bark extract, Vitamin D5 and Calcium. Controlled clinical study in menopause. Minerva Ginecol. 2006 Aug; 58(4):323-34

Tac dung giépg Estrogen va ndi tiét/kha ning
truyén tin hi¢u cua genistein

Non-genomic effects:

_/

PI3K/Akt
CAMP

@ T mRNA

Target genes

-—

\_

Genistein gén véi thu thé estrogen (ERs) va anh huéng gen diéu hda san xuét cac san phdm chira cac thanh phan dap
(rng gidng estrogen (ERE) va lam trung gian cac tac dung non-genomic théng qua ERK1/2, P13 Kinase/Akt va céac con

dwdrng truyén tin hiéu ciia AMP/protein kinase A. Genistein ¢6 &i tinh cao hon véi ERB khi so véi ERa.

Sureda A. et al.,Hypotensive effects of genistein: From chemistry to medicine. Chemico- Biological Interactions (2017)
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Vai tro bao v¢ cua genistein
chong cac bénh tim mach

-

Hypertension
Obesity

Diabetes

High blood lipids

=

| NFxp pathway
/ | Cytokine production
Cardiovascular ¢
Risk
Vasodilation:

Antioxidant:
1 Scavenge radicals and chelate metals
T Antioxidant enzyme expression
| LDL exidation

Anti-inflammatory:

\ 1eNOS gene expression

1 NO preduction and half-life
| ECE-1. endothelin-1 and
angiotensin 11

| | Platelet aggregation

J

Molecules 2016, 21, 1034

Con dwong chuyén héa cia isoflavones

[=] o
HO _~ I o R= H; Dihydrodaidzein
= R= OH; Didrydrogenistein
=3 © OH

L\ )\r’l R= OH; Genistein
&S Ry
I\_)\ R=0OCH,; Glycitein
OH

R= H; Daidzin
R= OH; Genistin
R=OCHJ; Glyeitin

R=H; Daidzein

R=H; Equol
OH R= OH; 5" -Hydroxy-equol
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Isoflavones dau twong : hoat tinh estrogen chon loc

Brain

Breast

Endometrium:
ovary)
Stroma

Murkies et al. Phytoestrogens — Journal of Clin. Endocr. Metab. 1998 2 (83) 297-303
Gruber et al .Production and action of estrogen N EnglJ Med. 1998 5 (346)340-351

Chuyén ddi isoflavones thanh dang hoat dong nho Lactobacillus sporogenes.

T -

10{5]/0 B 9% formed daidzeine
S 80.0 0 % formed genisteine
5
o 60.0
©
?

40.0;
=
2 Fk
< 20.0 *k

2.4 2.0
0.0°

soy isoflavones + L.s.

** p< 0.01 vs Isoflavones + L.s.

Arcoraci V 2005
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Liéu Isoflavones
Liéu Ls. Pé ¢6 tac dung sinh hoc
50-90 mg / day.
Liéu Ls. Pugc coi la an toan

thap hon 2molkg trong lrong co thé 2.

I.s. Trong danh sach GRAS
(Granted as Safe) ciia FDA - USA.

1Messina, Womens Health, 2008 - 2Barnes, Br J Nutr 2003

Cic li do tir choi hoic ngirng HRT

50.0 -
% 43.9 in 693 women
33.6

Frequency of cases
ra L5} L
o 9o Q9
=] (==
=N
(1]
w

o
o

<
o

Caputi AP et al. Giorn. It. Ost. Gin. Vol. XXVIII - n. 5 (2006)
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Soy isoflavones, lactobacilli, vitamin D,
and calcium.

Observational study in menopause 327 on estrogens, and 464 on phytoestrogens. .

392 women used a phytoestrogen named Estromineral
A.P. CAPUTI, V. ARCORACI, C. BENVENUTI, containing isoflavones (genistine 30mg and daidzine
ESTRONET STUDY GROUP 30mg) +Lactobacillus sporogenes +Ca +vit.D3.

The mean treatment duration was 112.9 days.

Concomitant therapies according to the stratification in
menopause treatments

%

25.0
& D no treatment
4 20.0 180 17 uert
§ — 168 Hem
148

15,0
5 133
3 0. 04 o
c 10,0 86
E 64 67 L
z 5o 59 b 58 — 59 58
I ' 25 %4 30

08 g 03
0.0+ T L
AR A Y
% .
& & & ) &
N & Q"g‘o qé\ & ¥ e -\?f\o
§ o S %\s\ (.\;\é ‘\@
@ ¥® & ks <&

181 gynaecologists collected a sample of 1398
menopause women of which 607 not treated,

Data on concomitant therapies
show the compatibility of EM
with different pharmacological
classes

Giorn. It. Ost. Gin. Vol. XXVIII - n. 5 (2006)

Hoat tinh trén LS ciua EM lién quan t6i d§ nang cua tri¢u chirng lic ban dau
%
Severity of symptoms at ] mid
» 1000 - start of EM treatment [0 moderate
¢ 88.2 88.0 M severe
§ 853 | 83.1 s 858
80.0 :
2 — 714 682
>
) 64.7 600
5 600 - 3
E 482
o
- 40.0
Q
=
Q
= 20.0
g
'8
0.0
Flushing Nocturnal Palpitations Vaginal
sweating dryness
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Frequency of improved cases

Hoat tinh 1Am sang ciia EM lién quan t6i thoi gian diéu tri

% 0
100.0 Py

48— —2— flushing

80.0 ! 84,6 —=—1 nocturnal sweating
. ansssaza Palpitations

smemees VAQinal dryness

724
N ea2 * 700
a3
60.0 g —
, s - 579
4 x 453
A 429
30.0 T T T T T T
0 2 4 6 8 10 12
So sanh hoat tinh LS cua EM
Va cac phytoestrogens khac
Flushing Nocturnal Vaginal
sweating dryness
%
100.0 - e NS ;
N p=0.035 p=0.0 AP o3
* 82.7
80.0 1 [ [Junchanged
®» 724
§ ] 705 [Jimproved
600 +
-; 551 = [0 worsened
> 43.2
g 001 382
£ 278 273
o
L2007 170
5.9
’7 06 0.0 ’7 043 23 18
0-0 T T T T T
EM Other EM Other EM Other
phytoes phytoes phytoes
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Két ludn

«Cdc phu nit dwoe diéu tri (HRT hodc phytoestrogens) cé vé duwgc kiém sodt tot
hon trudc va trong khi dieu tri.

*Khi ¢6 cdc bénh dong dién trén lam sang, cdch tiép cdn tw nhién véi
phytoestrogens dwroc wa chuong hon.

*Phytoestrogens ciing lactobacilli va bé sung chat khodng cho thdy hoat tinh
ldm sang thoa dang, twong quan voi thoi gian diéu tri

Dipinto di Ursula Ferraray
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Vai trd b3o vé cla genistein chéng lai cidc bénh tim mach

Antioxidant:
1 Scavenge radicals and chelate metals
T Antioxidant enzyme expression
| LDL exidation

Anti-inflammatory:

| Cytokine praduction

| NFxp pathway
Hypertension /
Obesity Cardiovascular
Diabetes T Risk ¢ m
High blood lipids Vasodilation:
1eNOS gene expression
1 NO preduction and half-life

| ECE-1. endothelin-1 and
angiotensin 11

| | Platelet aggregation

Con dudng chuyén héa cua isoflavones

HO R0, R= H; Daidzin
HOA— o © » R= OH: Genistin
[ R=OCH,; Glycitin
R ° o
HO. /;\l,c\ R= H; Daidzein
(L R= OH; Genistein

R=0CH,; Glycitein

HO_ =~ ] Q R= H; Dihydrodaidzein
S R= OH; Didrydrogenistein
R lo "OH
HO O
PPt

N
J\ R=H; Equol
="0H

)

R= OH; 5" -Hydroxy-equol
Molecules 2016, 21, 1034
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Két luén vé isoflavones va béc héa do méin kinh

- Tac dung cua isoflavones chdng lai cac con bdc hoa do man kinh da duge khang dinh trong cac
phan tich meta-analyses doc 1ap, v6i muc do bang ching Ia.

- Tac dung chéng lai tn sudt va cuong do bdc hoa 1a cai thién 25% so v6i nhoém Placebo, va dat
tac dung 57% so voi hocmon thay thé.

- Pat duoc hiéu qua tdi da can nhiéu thoi gian hon so véi diéu tri bang estrogen. Day 1a mot
thong diép quan trong voi bénh nhan. V& phia nguy co , ¢6 it tac dung phu hon va sy tuan tha cao
ctia bénh nhan c6 thé duge mong doi.

-Bén canh d6 cac tac dung tbt co thé duoc mong doi dbi véi xuong.

- Str dung isoflavones lau dai s€ lam gidm nguy co ung thu vi. Cac nghién ctru dai han ¢ bénh
nhan ung thu v cho thdy nhiing loi ich khi sir dung dau nanh, giam ty 1& xuat hién ung thu,
khong c6 tuong tac diéu trj khong mong mudn véi tamoxifen va anastrozoleast. C6 thé sir dung
Isoflavone cho bénh nhan ung thu va

- Khi str dung 1au dai liéu cao Isoflavones 150mg/ngay trong thoi gian 3 ndm , an toan véi cac to
chtrc nhay cam véi hormone nhu via, ndi mac tir cung, tuyén giap khdng con ban cai va dugc
chinh thtrc Xac nhan ctia Co quan An toan Thyuc pham Chau Au ( EFSA)

- Tém lai , isoflavones c6 thé duoc khuyén cdo 1a lira chon diéu tri du tién cho nhitng con bdc
hoéa do man kinh.
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