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MAN KINH, LAO HOA NAO BO va TRAM CAM

» Tudi tho loai ngudi trén toan thé gidi ting rat nhiéu.
* Theo TCYTTG, dén nim 2050, ngudi > 60 tudi ting dén
22%, gan 2 ty (so vdi 12% va 900 tri¢u - 2015).

> Gia ting tudi tho === gia ting tan suat cac bénh:
- suy giam nhan thirc (bénh Alzheimer - AD),

- bénh 1y khac 1i€n quan mach mau, xuong
khop...

| giam chat luwong cudc song.



MAN KINH, LAO HOA NAO BO va TRAM CAM

« O Viét nam, dan so6 da va dang gia hoa, 2016
# 11 tri€u, wdc tinh 2022 # 18 trigu va 2030
# 22 trigu nguo1 trén 65 tudi.

» Tuodi mén kinh trung binh phu nit VN

48 - 51 (Vinh va cs., 1997, Duc va cs., 2001)

* Khoang 75% phu nir Viét Nam gap phai
cac triéu chung gay kho chiu (van mach,
tam than kinh, xwong khdp, niéu duc) va cac
bénh ly sau man kinh nhu tim mach, loang

xuong, sa sut tri tu¢ tud1 gia
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MAN KINH, LAO HOA NAO BO va TRAM CAM

> Can hiéu biét co ché sinh hoc than kinh ctia 130 hoa ndo
dé c6 thé du phong, lam cham va giam tac dong ti€u cuc
ctia 130 hoa cling nhu tim ra phuong phap diéu tri phu
hop véi cong dong dan cu ngay cang gia hon!

» Viéc cap bach: ngan chan cac yéu t6 gay bénh cho
nguo1 gia va lam cham 1ao hoa nao b, giup nguol gia co
thé

SONG KHOE MANH VA MINH MAN



MAN KINH, LAO HOA NAO BO va TRAM CAM
Co ché sinh hoc than Kkinh ciia 140 héa nio bd (LHNB):
> Chua hi€u biét rd,
> Vung hoi hai ma c6 chira té bao géc than kinh

— cé thé san sinh neuron Mo, ké ca & nguoil truong
thanh.

> Mot kinase kiém so4t hd tro phan bao — BubR1, c6 mit & cudn ring
vung hoi hal ma (dental gyrus of hippocampus)

- 14 yéu t6 diéu tiét quan trong trong su sinh té bao than
kinh ¢ vung hoi hai ma,
- diéu tiét chirc nang cua myelin trong s¢1 truc, dan truyén than
Kinh
- giam nhiéu va@i tuoi tac.



MAN KINH, LAO HOA NAO BO va TRAM CAM

V6 ndo thiy tran, viing hoi hai md va vimg BS
(noi chira nhitng té bao goc than kinh (NSC)) chiu
anh huong BubR 1, dua dén thay doi trong nhiéu
linh vuc hoat dong co thé nhu sinh san, tim mach,
xuong khdp, tam than kinh...

Hoi hdi ma cé vai tro trong sw hinh thanh tri
nho, hoc tap va diéu chinh cam xuc, ton thuong
s¢ anh huong 1én cac hoat dOong trén.



Somalic targets
Pragesiarane ~ |reproductive tract, breast,
Done, muscle, etc.)
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MAN KINH, LAO HOA NAO BO va TRAM CAM

Mot so diéu Kién anh huéng 1én
qua trinh 120 hoa nao bo



MAN KINH, LAO HOA NAO BO va TRAM CAM

e Nhiéu nghién ctru cho thay
- Tuoi gia thuong c6 khang — insulin ngoai vi
- Khi ¢6 khang ir}sulin 0 nao, ty 1¢ sa sut tri tu¢
va nhan thirc déu tang.

Vay vai tro cua Insulin nhw thé nao doi voi
hién twong 1ao hoa nao bo?



MAN KINH, LAO HOA NAO BO va TRAM CAM

» Insulin rat quan trong trong sinh 1y ndo bo oo & cs. 1083).

* Insulin la moét peptid c6 phan tir 16n, khong
thé xuyén qua thanh mach mau ¢ nao.

* Tuy nhién, trong dich nado tuy, insulin hién
dién vo1 sO luong 1om.



MAN KINH, LAO HOA NAO BO va TRAM CAM

* Thu thé insulin (IR) duoc phén phoi rdi déu trong
ndo, dic biét nhiéu tai Vung hoi hai ma, ving dudi
d6i, trung khu khtru giac, tiéu ndo, ving amygdala, va
vO nao.

» IR rdi déu trong ndo ‘ insulin c6 nhiéu chirc
nang trong nao bo.

Diehi T, Mullins R, Kapogiannis D. Transl Resb2017;183:26-40
Akintola AA, van Heemst D. Front Endocrinol (Lausanne) 2015;6:13



MAN KINH, LAO HOA NAO BO va TRAM CAM

* Insulin niao b ¢o6 tac dung

- bdo vé té bao than kinh,

- tang cuong tham nhap glucose qua té bao than kinh
thong qua «chat van chuyén glucose nhay voi
insulin» (insulin-sensitive glucose transporter) — tén
[a GLUT-4, c6 mit nhiéu & hoi hai m, tiéu ndo va
ving dudi doi.

- ¢6 thé kiém soat cam giac xuc dong, anh hudng nhan
thirc, hoc tap va tri nhé do tang chuyén hoa glucose
tal cac neuron



MAN KINH, LAO HOA NAO BO va TRAM CAM

* Insulin va sinh ly 1o hoa nao ¢ bénh nhan c6 bénh
Alzheimer:
- PTD: nguy co bénh Alzheimer tang 50 -60%.
- DTD type 2 + A.D. : mang amyloid-f3 tang
nhi€u so vo1 khong BTD l

tang xo vira dong mach nao

|

tang nhO1 mau nao



MAN KINH, LAO HOA NAO BO va TRAM CAM

Cac nghién ctru chirng minh:

» Insulin hién dién véi s6 luong 16n va cé vai tro quan
trong trong chuyén hoa & nio.

» Tuoi tac lam tang khang insulin, giam chuyén hoa
glucose 0 nao, tang viém, tang mang amyloid-f} gay xo
vita va tai bién ndo

« DTD type 2 ting r6i loan insulin va chuyén hoa glucose
O nao,

Lo héa ndo bd 1a hiu qua mot phan
tir roi loan chuyén héa glucose



MAN KINH, LAO HOA NAO BO va TRAM CAM

Glutathion va lao hoa nao bo

- Oxy-hoéa stress 1a 1 dau hiéu LHNB. Nhiéu chat chong
oXy-hoa dugc ky vong bao vé nao khong b1 thoai hoa

- Glutathion la chat chong oxy-héa manh (o-l-glutamyl-
I-cystei-nylglycine, GSH) gitip cAn bang ndo bo.

- Nghién ctru dinh lwong GSH trong tir thiét 74 nguoi tir 1

ngay dén 99 tudi cho thay:
> GSH & tré con va ngudi gia 76 — 99 tudi: nl

hr nhau, thap.

» GSH & nguoi trudng thanh: cao ¢ v nao nl
tran, t1€u nao.

han duoi, thuy



MAN KINH, LAO HOA NAO BO va TRAM CAM

GSH trong nao bo:

- Thap dan trong qua trinh 3o hoa nio sau khi da
troeong thanh, thap nhat trong nao nguoil gia, da co
LHNB, va

- Cao 0 nguai tre truong thanh, chua co LHNB

Glutathion giam c6 phai 1a biéu thi cia LHNB?

Vay c6 thé sir dung Glutathion dé lam cham qua
trinh LHNB?



MAN KINH, LAO HOA NAO BO va TRAM CAM

3 Suy giim Estrogen dwa dén ton thwong vung hoi hai
ma ¢ chuot vira man kinh:
Yan Yan, Liang Cheng — Harbin University (China) nghién ctru thuc
nghi€ém trén chudt cai vira man kinh:
» Suy giam E2 ¢ - ton thuong ty thé (mitochondria) ving DG
- - ton thuong vung hoi hai ma, tang
mang dong lipofuscin va cac
microtubules bi pha huy.
» Tiém E2 dwéi da 3,5ug/kg moi 3 ngay trong 2 thang ¢ chuot
cai 6 thang tuoi, ¢ thé du phong:
- ton thuong ty thé, mang lipofuscin,
- nhung cac microtubules so1 truc (chuyen tin hi¢u
TK) trong vung hdi hai ma van ton thuong.

1 Microtubules soi truc TBTK bi pha hiy do “ ROS ??



MAN KINH, LAO HOA NAO BO va TRAM CAM

Co ché tac dung ciia Estrogen trén TBTK:

- Piéu hoa on dinh Ca?* trong ty thé,

- Bao vé sinh chat TBTK khong chira qua nhiéu Ca?*

- Ty thé «tho» dugc, khong thuong ton, TBTK dugc bao
Ve.

John H. Morrison et al. The Journal of Neuroscience, Oct 11, 2006. 26(41):10332-
10348



Estrogen Mechanisms of Action Yia Membrane Associated Estrogen Receptor
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Esrogen Neuroprotactive Machanisms Corwerge Upon Alitochondria
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NeuroSERM FPrevention of Age-Related Neurodegeneration
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Cac giai doan dién tién cua man kinh

OGiai doan chuyén tiép: 10 — 15 nim

Quanh man kinh: som, gitra va muon
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MAN KINH va TRAM CAM

G/d chuyén tiép MK kéo dai, 10 — 15 nam truée ky kinh
cud1 cung.

» Hormones steroides dao déng nhiéu
> Thoi ky dau chuyén tiép: inhibin BT giam
‘ GnRH tang ‘ FSH tang ‘ E2

> G/d chuyén tiép muon: khong hoic it rung trimg
E2 + PRG giam, voi nong do 1én, xudng

1

man kinh, Estrogen va PRG dao dong

Tram cdam xay ra ¢ giai doan chuyén tiép nhiéu
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MAN KINH, LAO HOA NAO BO va TRAM CAM

HAu qua lau dai sau ciit 2 budong trimg trén lio hoéa nio bd
Mayo Clinic nghién ctru trén
- 1.252 phu nit d3 cat 1 bén buodng trimg,

, - 1.075 phu nit di bi cat 2 budng trimg trude khi cé
dau hi€u man kinh,

- 2.368 phu nit khong bi cat budng tring.
S6 phu nit nay dugc theo ddi 25 — 30 nam dé xem:

ty 1€ bénh tim mach

ty 1¢ bénh Parkinson

ty 1€ sa sut tr1 thic
ty 1 tram cam



Ty 18 sa sut tri thirc (cognitive impairment) sau cit 2 BT
som, trwoc tuoi man kinh va/hoac trwoc 45 tuoi.

> Ty 18 sa st tri thitc chung cho tat ca bénh nhan:
HR 1.33; KTC 95% 0.98 -1.81; P =0.07

> Ty 18 sa st tri thitc (bénh nhan < 43 tudi):
HR 1.74, KTC 9596 0.97-3.14; P =0.06

> Ty 18 sa st tri thitc (bénh nhan < 49 tuodi), khong diéu
tri estrogen dén it nhat 50 tudi:
HR 1.89; KTC 95% 1.27-2.83; P =0.002



Ty 1¢ hay lo ling , tram ciAm sau mo cit 2 BT

(bénh nhan < 50 tudi, chua hé co6 cac triéu chiing nay
troedc mo)

> Ty 1é tram cam:
HR 1.54; KTC 95% 1.04 - 2.26; P=0.01

> Ty 1¢ hay lo lang:
HR 2.29; KTC 95% 1.33 — 3.95; P=0.01

W A Rocca et al. Women’s Health 2009 January;
5(1):39-48. d0i:10.2217/17455057



C6 thé 1am chim LHNB?



1. Tranh hodc diéu tri sém, hiéu qua bénh dai
thao duong.

2. C6 thé st dung sdm mot so chat nhu
Glutathion, Glutamate dé giam oxy hoa
stress?

3. Su cham soc cua gia dinh, tap luyén, dinh
dudng dtng, duy tri tot cac quan hé gia dinh
va x4 hoi 1 cac yéu to then chot dé giir thing
bang trong cudc song, tranh stress ciing 1a 1
bién phap lam cham LHNB.



C6 thé lam cham LHNB?

4. Nghi€n ctru thuc nghiém cua Anusha J. va cs. tai Hoa
ky da chirng minh:
* E + P ho tro thai chat doc amyloid-p khéi ndo bo.
* Dac bict, cac tac gia da tim théy hoat dOng cﬁa,insulin
tal ndo cang cao thi mic do amyloid-3 cang thap.

Anusha Jayaraman et al.
Endocrinology. 2012 Nov; 153(11): 5467-5479. PMCID: PMC3473201



C6 thé lam cham LHNB?

HRT phai dugc xem la diéu tri dau tay cho triéu
chtmg tram cam, suy nhuoc than kinh & phu nit tudi
quanh man kinh.

Estrogen thoa da an toan hon uong vi it gay
thuyen tac huyct khoi tinh mach va hiéu qua hon trong
diéu tri tram cam va suy nhuoc than kinh quanh mén

kinh.

«HRT should be considered as first line therapy for perimenopausal
depression.

Transdermal estrogens are safer than oral estrogens in that they do not carry
any extra risk of thrombosis and also have been reported as more effective in
the treatment of depressiony.



C6 thé lam cham LHNB?

Vé‘jdc dung co loi cua HRT su dung som doi véi PN Iom
tuoi.

Can thém nghién ctru quan sat thiét ké tot dé loai nhu:ng
bién s6 quan trong lam sai lac két qua doi voi HRT sém
anh hudng nhu thé nao trén nguy co mat tri nhé ctia PN
man kinh tu nhién, ké ca PN suy BT s6m.

«Beneficial effects of early HRT on dementia risk in older age women

There is a need for good-quality observational studies controlling for the effect of important
confounders on how early HRT use affects dementia risk in women with early natural

menopause, including women with premature ovarian insufficiency».

Menopause: diagnosis and management (NG23)

© NICE 2017. All rights reserved. Subject to Notice of rights
(https://www.nice.org.uk/terms-andconditions#notice-of-rights).



Therapeutic Advances in

The pOtentIal for eStrOgenS in pl"eventing Neurological Disorders
Alzheimer’s disease and vascular dementia 1200721 3149
DOI: 101177/

James W. Simpkins, Evelyn Perez, Xiaofei Wang, ShaoHua Yang, Yi Wen and Meharvan Singh 1756282608100427

«...Estrogens di duoc nghién ctru rat nhiéu dé du phong
bénh Alzheimer. Estrogens da dugc chirng minh la chat
bao v¢€ than kinh..giam thanh 1ap beta-amyloid...»

Estrogens are the best-studied class of drugs for potential use in the prevention of Alzheimer’s
disease (AD). These steroids have been shown to be potent neuroprotectants both in vitro and
in vivo, and to exert effects that are consistent with their potential use in prevention of AD.
These include the prevention of the processing of amyloid precursor protein (APP) into beta-
amyloid (A), the reduction in tau hyperphosphorylation, and the elimination of catastrophic
attempts at neuronal mitosis
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Published in final edited form as:
Nenopause. 2013 June ; 20(6): 695709, doi:10.1097/GNE.Ob013e3182960cfs.

The Critical Window Hypothesis of Hormone Therapy and
Cognition: A Scientific Update on Clinical Studies

Pauline M. Maki, PhD
Departments of Psychiatry and Psychology University of lllinois at Chicago Chicago, IL 60612

«...Can nhic st dung HRT (17B-estradiol) cho PNMK dé
tang khi sac vui, giam bt lo au va 1am cho ho hiéu rang,
SSRIs hay SSRNs khong giam dugc khi sic khong tot doi
vo1 PNMK chua b1 bénh Alzheimer...»

Consider HRT to alleviate low mood that arises as a result of the menopause.

1.4.6 Consider CBT to alleviate low mood or anxiety that arise as a result of the menopause.
1.4.7 Ensure that menopausal women and healthcare professionals involved in their care
understand that there is no clear evidence for SSRIs or SNRIs to ease low mood in menopausal
women who have not been diagnosed with depression (see the NICE guideline ondepression in
adults).
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Published in final edited form as:
Nenopause. 2013 June ; 20(6): 695709, doi:10.1097/GNE.Ob013e3182960cfs.

The Critical Window Hypothesis of Hormone Therapy and
Cognition: A Scientific Update on Clinical Studies

Pauline M. Maki, PhD
Departments of Psychiatry and Psychology University of lllinois at Chicago Chicago, IL 60612

... P6i v6i PN d3 cat TC, y kién chung trén cac tai licu la
tng ho sir dung estrogen don thuan dé tranh sa sut nhan
thire. ...dac bi€t quan trong d6i v&i PN bi cat 2 BT trude
kh1 man kinh...».

... «For hysterectomized women, the literature provides tentative
support for beneficial cognitive effects with estrogen alone. Such
treatment might be especially important for women who have their
ovaries removed before the natural onset of the menopause»



OPEN @& ACCESS Freely available online @- PLOS | ONE

Prospective Randomized Trial to Assess Effects of
Continuing Hormone Therapy on Cerebral Function in
Postmenopausal Women at Risk for Dementia

Natalie L. Rasgon'*, Cheri L. Geist?, Heather A. Kenna’', Tonita E. Wroolie’, Katherine E. Williams",
Daniel H. S. Silverman?

«...Chuyén hoa dugc bao ton & thuy sau cingulate 6
PNMK tiép tuc st dung 17B-estradiol cho thay rang, 17p-
estradiol don thuan c6 thé 1lam cham triéu chirng bénh
Alzheimer...»

«Preserved metabolism for the posterior cingulate in only those women who continued use
of unopposed 17b-E suggests that HT with 17b-E alone may be a viable means to slow the
onset of AD symptoms. These findings lead to the conclusion that the strongest
neuroprotection of the precuneus/posterior cingulate area is afforded by unopposed 17b-E,

and that including progesterone in HT mitigates the benefits conferred by estrogen».
treatment.

PLOS ONE| www.plosone.org March 2014| Volum 9|Issue 3|e89095



Decline in Subjects that Decline in Subjects that
Discontinued Estradiol Continued Estradiol

Decline in Subjects that Decline in Subjects that
Continued CEE Continued CEE vs Estradiol




Ngoai Estrogen, nhiing chat phytoestrogens hay mot vai
thuc pham churc ning khac cung duoc xac nhan ¢o loi ich trong
vigc lam cham LHNB hoéc giam tram cam, lo Au vi chi can liéu
estrogen rat thap.

Rubio J, Caldas M va cs. da nghién ctru thuc nghi€ém cay
Maca (Lepidium Meyenu) 0 Peru, cho thay, ngoai tac dung diéu
hoa truc ha d6i — tuyén yén — buong trung, chiét xuat Maca co
tac dung giam suy nhugc than kinh va ting cuong kha niang hoc
tap.

Valiero LG Jr, Gonzales GF (Toxicol Rev 2005;24 &1):11-35)
nghién ctru va chung minh Lepidium Meyenii khong c6 doc
tinh d6i v6i nguoi.



Katerina Valentova, Jitka Ulrichova (Biomed papers 14/(2),
119-130 (2003) nghi€n ctru co ban va thuc nghiém lam
sang, cho thay:

» Maca da dugc sir dung nhu thuc pham va thuoc dan
gian ¢ Peru tu nhleu thé ky, va gan day, da dugc pho
bién & Nam My, Bac My, chau Au.

» Lepidium Meyenii trong cdy Maca ¢ thé si dung ho
tro dieu tri:
- hiém muén,
- triéu chtng tién kinh,
- tram cam, suy nhuoc than kinh
- va loang xuong



Isoflavones chiet xuat tir dau nanh

Isoflavones trong dau nanh thwong dugc xem la
estrogen thio duwgc — phytoestrogen vi isoflavones gin

két dwoce voi ca 2 thu thé estrogens, du 1a yéu.

Phan tich gop 13 nghién ciru voi 602 phu nir sir dung # 6

- 12 thang isoflavones va 594 placebo, cho thay c6
giam tri¢u chirng MK (trung binh giam -20.62 véi
95%CI (-28.38) — (-12.806).

39



Co ché tic dung:

> genistein va daidzein aglycone tir isoflavones hap thu qua

ruot

> Daidzein dwoc mét loai Vi khuan dwong rudt bién déi thanh 2

loai equol: R(+) equol va S(-)-equol giong nhw estrogen

nhung ty 18 giin két véi globulin it hon (45 — 50%).

» Tinh kha dung sinh hoc cia 1soflavones tay thudéc

vao dwong rudt cé Vi khudn tao ra dwoc S(-)equol

hay khong



Lactobacillus sporogenes chuyén
Isoflavone thanh dang hoat dong

with
Lactobacillus
— sporogenes
% B % formed daidzein
S 800 O % formed genistein 875
£,
D ©60.0 .
o E without
% .0 | Lactobacillus
© sporogenes
3 20.0 *% *k
**p<0.01vs
- 2 20 Estromineral
' soy isoflavones soy isoflavones + L.s.§

Arcoraci V 2005 Estromineral



Estromineral bao gom isoflavone dau nanh va
Lactobacillus sporogenes, cung véi Calcium va
Vitamin D3, chiét xuat Equisetum cta cay
Moc tac, 1a mot phuwong thirc diéu tri hoan toan
tur nhién ddi véi man kinh.



» Isoflavones va cac chat chuyén hoa c6 hi¢u qua
giam nhe cdc triéu chirng mdn Kinh

> |soflavones khong lam ndi mac tir cung day lén,
tac dung chi bang 1 phan triéu ciia estradlol trén
ndi mac tw cung

> |soflavones khong lam thay doi té bao mé vi.

> Can c6 nghién ctru phu hop, it nhat trong 24
thang dé xem tac dung cua isoflavones trén
xwong.
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KET LUAN

> Gdp bénh nhén lan dau:
- Khai thac ky bénh sit, tién sit, triéu chirng co ning

+ Chu y cac triéu chirng té nhi: son tiéu, giao hop dau, rat, di

ticu nhiceu l1an — nhat 1a vao ban dém
» Can nhac diéu tri:

 Xic dinh: tam quan trong va mirc d§ anh hwéng 1én chat

lwong cude song, nguy co khi diéu tri MHT, giai thich day
dit vé loi ich va tac dung phu; tw van vé thay doi 16i song,

dinh dwéng, tap luyén, liéu phap khong noi tiét

* Quyét dinh diéu trj theo mirc d9 anh hwéng ciia triéu chirng
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