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CAC NGUYEN NHAN GAY TU VONG O PHU NI

Other Cancers
Heart Disease

15%
Breast Cancer

Diabetes — 304
Chronic Lower

Respiratory
Disease

Cerebrovascular
Disease




Duration System Symptoms/disease

Acute Hot flushes

Might sweats
Insomnia

Months Neuroendocrine W

Anxiaty
Irritability
Loss of memory

Y _ L  and concentration
Menstruation

stops

Genital tract atrophy
Dyspareunia
Loss of libido
L Urethral syndrome

Lrogenital
Maonths trgact

.

.

Arterial Coronary heart disease

: J Years

_ Osteoporosis
Chronic Skeletal

L Related fractures




Nhirng thay doi héc mén

Trong gai doan tlen man kinh, phu nir phai déi dién v&i nhirng thay
dbi quan trong vé héc mén :

» Giam néng dé Progesterone
» Tang hoat dong cua estrogen

(¥ ~ > - - = / O ’
» Tang hoat ddng cua FSH (follicle-stimulating horqng{}e) Khong rung tring
v Hanh kinh khéng déu
v Nhiéu giai doan bbc hda va ra mé héi nhiéu

Nhirng thay doi quan trong vé chuyén

hd -
Hau qua lau dai trén tim mach
va xwong khép

» Lang dong m& vung bung
» Thay doi sw chuyén héa lipid
hay déi chuyén hoa glucos
» Thay déi chuyén hoa xwong



Triéu chirng, roi loan va nguy co trong qua trinh méan kinh

Triéu chirng / nguy co’ Tan xuat (theo %)
Con boc hoéa 86,8%
Ra mo héi ban dém 82,1%
Mat ngu 67,8%
Cau kinh 65,2%
Tram cam 47 5%
Lo au 56,8%
Kho am dao >50%
Suy nhwoc 49,4%
Di cam 34,5%
Chong mat 32,8%
Viém khép 20,9%
Tang huyét ap 20,4%
Loang xwong 13,3%

Estronet Study 2006



Anh hwéng ctia méan kinh Greene Climacteric Scale
vei QOL:

Worse

M Premenopause
(n = 198)

B Postmenopause
(n=101)

*
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:
:
;
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Anxiety Depression Somatic Vasomoior  J Sexual Interest
Domain

n =433 101 premanopaunsal; 33 parimenopausal; 198 postmenopausal; 35 hysiereciomized. Age range, 45-65 years.
*P < 5 ve premanopauss. Baranisen R, ot al. Mamuriras. 2001381238




Nguy co tim mach trong qua trinh man




Tinh trang sau man kinh va cac nguy co bénh tim mach,
Tinh trang sau man kinh la yéu t6 doi chiéu.

Bzl 2001"
Witeman 1385
Gardas 107R"
Parigh 1967"
iwitiern e 1 9808
Gordior 1978"

Coldiex 10p7=

Fosanbarg 16817

Coldiz 1887%
Flarst 2000~
Nanche=ier 1971 n

Eo=enbeng 1883

1
Relative rizk (35% CI}

Menopause, Vol. 13, No. 2, 2006



Tinh trang sau man kinh va man kinh s&m la cac yeu tdo nguy
co’ doc lap doi véi bénh tim mach: phan tich tong hop

 POI VO ] ! , dw
tinh nguy co twong déi gép bang (95% ClI,
1.15-1.35).

- Trong phan tich phan tang, tac dung gop bang
1.38 (95% Cl, 1.21-1.58) Sau khi hiéu chinh doi
vOi tudi va hut thubce la

- Tac dung gdp cua cat budng trirng hai bén trén
bénh tim mach bang 4.55 (95% ClI, 2.56-8.01).

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



Khdéng chi la van dé tuoi tac:




Nong dé lipid trung binh hang nam va theo dw tinh
Matthews et al. JACC Vol. 54, No. 25, 2009 Menopause and Risk Factors
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~ Anh hwéng ctia man kinh
v&i nong d6 cholesterol toan phan & phu nir

Natural Menopause

I

r
R
+ b FrEamoale

aural Memopause

- TR T B S B B I B B .
Standardiced Exarnination Cycle

Serum Chokstierol (mg'd)

sSurgical Menopause

+ P =005 ve prior cycle

MULU.;I'L

Surgical M enopause

R N T e . - Y -

Slandardized Examination Cycla

Vera Bittner Am J Cardiol 2002;90



TAC DUNG BAO VE CUA NONG DO HDL

CAO bOI VOI CAC BENH TIM MACH
modified from Brunner et al, 1987

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




Anti-Atherogenic and Vasculoprotective

Actions of HDL-C

Reverse
Cholesterol
Transport
Cellular
Cholesterol
Efflux

Anti-
Infectious
Activity

Anti-
Thrombotic

Anti-
Inflammatory
Activity

Anti-
Oxidative
Activity

Anti-
Apoptotic
Activity

-~

Activity A

Endothelial Y Vasodilatory
Repair Activity

Anti-
Proteolytic
Activity

LIPID & the g
(Q METABOLIC hearto Medscape

EDUCATION




Tang nguy co cac bién co tim mach nang khi ting nong dé
Triglyceride & Nam va Nir

Table 1. Risk increase associated with
increasing triglyceride levels.

Men

Triglyceride level increase % risk increase
from 100 mg/dL to 200 mg/dL 36%

from 100 mg/dL to 300 mg/dL 2%

from 100 mg/dL to 400 mg/dL Yo

Women

Triglyceride level increase

from 100 mg/dL to 200 mg/dL

from 100 mg/dL to 300 mg/dL

from 100 mgddL toe 400 mgfdlL

Extrapolation based on 32% (men) and 76% (women) increase in
univariate rigk per &9 mg/dL increase in trighrceride k

Adapted from: Au=tin MA, Hokan=zon JE, Edwards KL. &Am J Cardiol.

1988,81:7B-128.




PROSPER - tieu chi tim mach theo gioi

Pravastatin  Placebo

(h=1396)  (n=1408)

Nam
Tt vong tim mach, MI khong
tir vong, Dot quy 222 279
Cardiac death, non-fatal Ml 167 219
Dot quy tir vong, khong tir vong 65 70
TIA 38 93
Nir (n=1495) (n=1505)
Tu vong tim mach, MI khong
tu vong, Dot quy 186 194
Cardiac death, non-fatal Ml 125 137
Dt quy tir vong, khong tir vong 70 61
TIA 39 49 |
|
0 025 05 075 1 125 15 115 2
Pravastatin better Hazard Placebo better
ratio

PROSPER Study Group. Lancet. 2002; 360:1623-30.



Treatment of CV Disease:
Current Status

100

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

Lp(a) 60%
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Lp(a) = lipoprotein a; LPs = lipoproteins, TG = triglyceride

LIPID & the il
(& METABOLIC heart., Medscape




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

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

120
110 -

113
104
100 - 95
901 719 82
80 -
o [l

60 -
<=200 20.1- 251- 27.6- >30.0
250 275 300

Body Mass Index (kg/m?)




L&i khuyén ve 16i song dworc khuyén cao

European Heart Journal Advance Access published August 27, 2016

@ European Heart Journal ESCIEAS GUIDELINES

uuuuuuuu doi:10.1093/eurheartj/ehw272
ccccccccc
CARPAOLOGY #

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 functional
foods for the treatment of dyslipidaemias
Innovative nutritional strategies to improve dyslipidaemias have
been developed. They are based on either changing some ‘risky’
dietary components or encouraging the consumption of specifically

targeted ‘healthy’ functional foods ahd/or dietary supplements;
these so-called Inutraceuticals can be Used either as alternatives or

in addition to lipid-lowering drugs.” utritional evaluation of func-

§2. Monacolin and red yeast rice
Red yeastrice (RYR Hsasource of fermented pigment that has
been used in China 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)



Berberine

Pay 1a chiét xuat tw nhién alkaloid cua vé cay
mot loai cay bui gai moc ¢ Tibet
va vung Himalaya.

Berberine dwoc s dung diéu tri cd truyén tiéu
chay do vi khuan, nhiém trung tiét niéu va diéu tri
tai ch6 cho vét thwong, vét loét.

Pé giam cholesterololemia, mét co' ché quan trong
khac can duworc biét:

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



HO’p chat dU’O’C dinh dU’é’ng San pham dwoc dinh dudng co thé coi la “thuc

. pham” hpéc mot phan Cl:Ia"[hl_J’C pham cung cap céac
Dwge dinh duwéng = dinh duwdng + dwoe tinh loi ich vé sirc khde, bao gom ca tac dung dw phong

S va diéu tri bénh

ArmolIPID 1a mét hop chat duoc dinh dudng, duwoc két hop trong p—
mot ché pham, cac thanh phan tw nhién, voi licu co tac dung duoc Iy N
de:

— iy ;
s~ —

* Kiém soat lipids mau: Tac dung dwoc ly cua Berberine

* Red yeast rice 200 mg

« Policosanol 10 mg :

N . ] t o re‘iegtgrsf(’;press'“’” AMP-K activation AMP-K activation
* NOong d6 Homocysteine ¥

’ FOIIC aCId 0’2 mg LbL recep:r::éssr:’lac;rlz abundant AcetiyCoA-Carboxylase inactivation # Insulin receptor expression
» Va stress oxy hoa ¥ ¥ ¥

. AStaxanthin 05 mg 4 LiverLDL uptake Triglyceride synthesis inhibition 4 Insulin receptor sensitivity

* Coenzyme Q10 2 mg v v v

+ Plasma C-LDL v Plasma TGL +Insu|in resistence

Kong W et al Nat Med 2004; 10:1344-1351/Brusqg JM et al Lipid Res 2006; 47: 1281-1288/Kong W Metabolism Clinical & Experimental 2009; 58: 109-119



Pharmacological Research 110 (2016) 76-88

« Tailiéu da duoc t‘|,m kjém ;rén co s& dir liéu PubMed va
SCOPUS tw khi bat dau dén ngay 10 thang 2 nam 2016.

« 14 nghién ctru dat tiéu chuan du diéu kién dé phan tich

Contents lists available at ScienceDirect

Pharmacological Research

journal homepage: www.elsevier.com/locate/yphrs

Review P

The effects of a nutraceutical combination on plasma lipids and @m Ilpld '

| TA i i d -analysis of randomized o > N - , , « R
ontmolled thals e e analyss ot ndofmize  Trong dang tai nay, Thay dbi net trong tinh toan (diém
e e Kafecl Mana oo’ Vameoss Benconl thay doi) cua 14 thtr nghiém lam sang ngau nhién (1670
e e e o e g i doi twong dieu tri voi AP) da dwoc tinh toan va co sy thay
e R o i e M ST, -t e doi dang ké trong ho so lipid (p <0.001)

in total cholesterol —26.15 mg/dL -0.7 mmol/L
in LDL-cholesterol —23.85 mg/dL -0.6 mmol/L
in triglycerides -13.83 mg/dL 1mmoliL = 89 mg/dl
in HDL-cholesterol +2.53 mg/dL,

39 mg/dl = 1 mmol/L

Téac dung gidm glucose ctia Armolipid Plus da dworc tim thay trong 10 thlr nghiém 1am sang ngau nhién:

glucose =2.59 mg/dL (p = 0.010) p < 0.001

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



Cac tac dung cua flavonoids trong thirc an doi véi RCT, )
chuyén héa va chitrc nang ctia HDL, trong cac thir nghiém tién
LS va LS

Anthocyanidins
Pre-chinicol: ‘T"HDL-C, TRCT*,

Isoflavones 1 PON1 expression/activity
Pre-clinical: €3THDL-C, &1 Clinical: T HDL-C, T HDL- Flavanols

PON1 activity cholesterol efflux, | CETP, Pre-clinical: T'PON1 activity,
Clinical: THOL-C (ERB TPON1 activity y RCT*
polymorphism), T pre-B HDL, Clinicol: < THDL-C '
€3> HODL-cholesterol efflux :

HDL

Al / Flavanones
Pre-clinical: TPON1 ; 7 R S T

expression/activity, TRCT* M (:c;-;g:clala;;ﬂ:;g.
. Pre-clinical: L RCT* :

Clinical: <> THDL-C

(luteolin), €2 THDL-C ! -
(luteolin), TRCT* (chrysin .
and wogonin) D

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




Man kinh va cac nguy co tim mach:
Cao huyet ap

Con boc hoa

Phan 'ng mach mau




Anh hwéng clia man kinh doi voi HA

Systolic Pressure (mm Hg)

Staessen JA, et al. J Hum Hypertens. 1998;12:587-92
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Anh hwéng ctua HA & giéi han binh thwong cao
doi voi nguy co’ bénh tim mach

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

Tam thu Tam trwong

. Categor
High-normal gory (mmHg) (mmHg)
~+Normal Téi wu <120 <80
-+ Optimal Binh thwérng 120-129  80-84
Binh thwérng cao 130-139 85-89
THA @6 1 (nhe) 140-159 90-99

THA d6 2 (trung binh) 160-179 100-109

THA doé 3 (nang) >180 >110

Follow up (years)

THA tam thu don déc >140 90
Adapted from: Vasan RS. N Engl J Med 2001;345:1291-1297 )

Journal of Hypertension 2003, Vol 21 No 6



Con boc héa twong quan véi huyét ap

[ANo hot flashes
B Hot flashes

P=.03

Menopause 2007; 14: 308-15



Tac dung bao vé cua genistein trong THA thong qua
thuc day gian mach va giam co co’ troon mach mau.
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. Calcium mnflux / \

Tyrosine kinase Genistein v
inhibition € o s T eNOS phosphonlation

e e -IJ"‘-._-"‘-"‘.

ma L 1 eNOS expression Yy

Gene regulatory activity: <

- | ECE-1 — | Endothelin-1 -

- | ACE — | Angiotensin II l

- | Angiotensin II receptor

- T Atrial natrinretic peptide Antioxidant effects:

receptor - Direct ROS scavenging

- T Antioxidant enzymes
- | NADPH oxidase

T NO half-life




Vasomotor menopausal symptoms are associated with increased risk
of coronary heart discase Menpause, Vol 18, No. 2, 2011

Gerrie-Cor M. Gast, PhD,"” Victor J.M. Pop, MD, PhD,” Géran N. Samsioe, MD, PhD,”
Diederick E. Grobbee, MD, PhD," Peter M. Nilsson, MD, PhD,? Jules J. Keyzer, PhD,”
Colette J M. Wijnands-van Gent, MD, PhD,° and Yvonne T. van der Schouw, PhD'

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

Hot flushes Might sweats

Mo. of cases 150 134
Model 1 111 (O 8%-1.40) 1.39 (1.11-1.74)
Model 2 1.06 (0.84-1.35) 1.33 (1.05-1.69)
Model 3 1.01 (0.79-1.28) 1.25 (0.99-1.58)
Models were stratified by smdy center.

Model 1, adusted for age (continuous )k model 2, adjusted for educaton level
(low, medium, high), smokmg (never, past, current), physical actrvity (mac-
tive, active), ovanectomy (ves, no), hormone therapy use (never, past, current),
oral contraceptive use (never, past, current), and menopause status (premeno-
pausal, postmenopansal, penmenopausaly model 3, model 2 with body mass
index {contimuous), svstolic and diasto bic blood pressure (continuous), and total
cholesterol (contmuous).

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 nisk factors.




HF and FMD

24+-251 1

80 +/- 2.22

Fremenopausal women Mo or Mild Moderate/Severe/Very severe
n=214 Hot fMushes Hot fMushes
n=11 n=x"4%

Early menopausal women n=120

Bechlioulis A et al., JCEM 2010




RL chtrc ndng gian mach vanh dw bao cac bién co tim mach

Gian phu thuéc dong mau

100 bl E 2190%d||at|0n

10.3% to <19.0% dilation

(o]
o

80 1

70 A

60 A P =.004
(log rank, pooled)

Proportion Without
Cardiovascular Event (%)

<10.3% dilation
50 \

0 20 40 60 80 100 120
Months

Schachinger V, et al. Circulation. 2000;101:1899-906.



Cac li do ttr choi hoac ngtrng HRT

£ _n
S O
o

0
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o

Frequency of cases
S
o

=
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o

33.6

43.9

In 693 women

Caputi AP et al. Giorn. It. Ost. Gin. Vol. XXVIII - n. 5 (2006)



Hypertension
Obesity
Diabetes

High blood lipids

Vai tro bao vé cua genistein
chong cac bénh tim mach

Cardiovascular
Risk

¢ Grenistein

Antioxidant:
T Scavenge radicals and chelate metals
T Antioxidant enzvime expression
| LDL oxidation

Ant-mflammatory:

| NFxp pathway
/ | Cytokine production

Vasodilation:
T eNOS gene expression

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

| Platelet aggregation




Isoflavones dau tu’o’ng : hoat tinh estrogen chon

Estrogenic effectiveness | @

Breast

_— / >
Receptor Affinity \
Endometrium

Qvary,
Stroma

«

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



Lieéu Isoflavones

Liéu I.s. Dé co tac dung sinh hoc
50-90 mg / day.

, Liéu I.s. Bworc coi la an toan ’
thap hon 2maqlkg trong ltrong co thé 2.

l.s. Trong danh sach GRAS
(Granted as Safe) cua FDA - USA.

IMessina, Womens Health, 2008 - 2Barnes, Br J Nutr 2003



Chuyén dbi isoflavones thanh dang hoat dong nh& Lactobacillus
sporogenes.

Arcoraci V 2005

10[,]/

os)
o
o

)
o
o

% formed aglycon
N
O
o

20.0

B % formed daidzeine
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2.0

soy Isoflavones + L.s.

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



Isoflavones dau twong

Cai thién dd ndng cua cac tri¢u chirng van mach

Con b6 hda Ra md hdi trdm
0 0
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Mucci et al. Soy Isoflavones, Lactobacilli, Magnolia Bark extract, Vitamin D, and Calcium. Controlled clinical study in menopause. Minerva Ginecol. 2006 Aug; 58(4):323-34



Soy isoflavones, lactobacilli, vitamin D,
and calcium. _
Observational study in menopause

A.P. CAPUTI, V. ARCORACI, C. BENVENUTI,
ESTRONET STUDY GROUP’

Concomitant therapies according to the stratification in
menopause treatments

%

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

327 on estrogens, and 464 on phytoestrogens.

392 women used a phytoestrogen named Estromineral
containing isoflavones (genistine 30mg and daidzine
30mg) +Lactobacillus sporogenes +Ca +vit.D3.

The mean treatment duration was 112.9 days.
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Frequency of improved cases

%
100.0

80.0

60.0

30.0

Hoat tinh 1am sang ciia EM lién quan téi thoi gian diéu tri
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Két lugn

» CAc phu nir duoc diéu tri (HRT hodc phytoestrogens) c6 vé dwoc kiém soéat
tot hon truoc va trong khi diéu tri.

- Khi c6 cac bénh dong dién trén 1am sang, cach tiép cdn tw nhién véi
phytoestrogens diroc wa chudong hon.

- Phytoestrogens cling lactobacilli va b6 sung chat khoang cho thay hoat tinh
lam sang thoa dang, twong quan voi thoi gian diéu tri






