DEMANS DIYE BIR HASTALIK YOKTUR...

M.ZULKUF ONAL
14 KASIM 2025
ANKARA

-ALZSTOP




Yasli nufus giderek artmaktadir
2050 yilinda dunya nufusunun % 5’i 85 yas uzerinde olacaktir.

ABD’de 65 yas ustu nufus 2010°'da %10, 2050°de %25
olacaktir.

Saglik giderlerinin %50 si 2050°den sonra 65 yas ustu
Insanlara harcanacaktir.




Younger-onset Others (incl. prion diseases &
Alzheimer’s 1-5% Huntington’s) < 1%

Dementia with
Lewy bodies 4%

Frontotemporal
dementia 10%

\\\.

Vascular

ﬁg’[‘g‘g‘;‘ _ Alzheimer’s

disease

60-70%

Digerleri;

Huntington Hastalig,
Parkinson Hastalig,
Progresif Supranukleer Palsi,
Primer Progresif Afazi,
Multisistem Atrofi,

Posteriyor Kortikal Atrofi,
Olivopontoserebellar Atrofi,
EpilepsiNutrisyonel,
alkolizm- Wernicke-Korsakoff,
llac toksisitesi,

Metabolik (Tiroid, Vit B12, hepatik, hiperkalsemi, kalitsal
metabolik hastaliklar),

Enfeksiyoz (Creutzfeldt-Jakob Hastaligi,
AIDS,

Norosifiliz,

MS, ensefalitler),

Vaskdlit,

Hidrosefali,

Intrakraniyel timoérler,

Posttravmatik; subdural hematom sayilabilir.




WHAT CHANGED IN THE LAST 30 YEARS?

« ADHD: 819%

« Alzheimer’s Disease 299%

« Autism Spectrum Disorders: 2,094%
» Bipolar Disorder in Youth: 10,833%
e Celiac Disease: 1,1M%

» Chronic Fatigue Syndrome: 1,027%
» Depression: 280%

» Diabetes: 305%

» Fibromyalgia: 7,272%
» Hypothyroidism: 702%
 Lupus: 787%

» Osteoarthritis 449%

» Sleep Apnea: 430%
 Asthma: 412%

« Autoimmune Disorders (general): 1,600%
» Food Allergies in Children: 377%

 Non-Alcoholic Fatty Liver Disease

_ 535% ‘




Demans, dusunmeyi, planlamayi ve iletisim kurmayi guclestiren bir dizi
belirtilerin ortak adidir.

Demans hastaliklari, dusunmeyi, planlamayi ve iletisim kurmay:
guclestirmektedir.

Hastalik belirtileri sinsice ortaya c¢ikar ve teshis konulabilmesi i¢in en az
alti ay sureyle belirtilerin gozlemlenmesi gerekir.

Dogal yaslanma seyri yoktur ; Demans hastaligi uzunca bir sure
yaslanmanin kaginilmaz bir sonucu olarak gorulmustur.

Simdilerde biliyoruz ki, neredeyse 100 farkli hastalik belirtisi, demansa yol
acabilmektedir.




Demans dogal bir yaslanma sureci degildir, ote yandan bu hastalik ileri
yaslarda daha sik gorulmektedir.

Demansin erken belirtileri genellikle; unutkanlik ve yakin cevresi disinda
yolunu bulamamaktir.

Kisinin daha onceleri Ustesinden geldigi isleri planlayip uygulamasi guclesir.

Giderek, sik araliklarla dogru kelimeyi hatirlayamama seklinde konugsmada
bozulma olur.

Ofke, moral bozuklugu ve kisilik degisimleri de hastalik tablosunda yer alir.

Hastaligin turt ve hasara bagli olarak belirtiler farklilik gosterir.




MMSE skoru

Yillar

Bakimevine yerlestirme

Oliim




ALZHEIMER TIPI DEMANS

Alzheimer hastaligi, yaslilikla ortaya ¢ikan ve basta unutkanlik olmak Uzere c¢esitli
zihinsel ve davranigsal bozukluklara yol agan ilerleyici bir beyin hastaligidir.

Alzheimer hastaligi, klinik olarak, sinsi baslayan bellek kaybi, biligsel fonksiyonlarda
eslik eden kotulesme ve davranis bozukluklari ile karakterize progresif norodejeneratif
bir hastaliktir.

Alzheimer hastaligi, neokortekste norofibriler yumaklar olmadan da ortaya c¢ikabilir.

Alzheimer hastaligi, anormal sekilde katlanmig amiloid beta proteininin amiloid
plaklarda ve tau proteininin beyindeki norofibriler yumaklarda birikmesinden
kaynaklanan bir protein yanlis katlanma hastaligi, bir proteopati olarak tanimlanmistir.

Plaklar, noronlarin disinda ve gevresinde yogun ¢ogunlukla gozinmeyen beta-amiloid
peptid ve hucresel malzeme birikintileridir.

Yumaklar (norofibriler yumaklar), hiperfosforile olmus ve hucrelerin icinde biriken
mikrotibdlle iligkili protein tau'nun kumeleridir.



https://tr.wikipedia.org/wiki/%C3%87%C3%B6z%C3%BCn%C3%BCrl%C3%BCk_(kimya)
https://tr.wikipedia.org/wiki/H%C3%BCcre

VASKULER DEMANS

Daha ileri yaslarda, en sik gorulen demans hastaligi olan Alzheimer hastaligiyla birlikte olabilir.
Inme bir risk faktériidiir; Vaskiler Demans hastaliginin ortaya cikmasi degisik sebeplere baghdir.

Siklikla bu hastalik inmenin ardindan olusur; yani kan pihtilari, beyinde olusan kanamalar ya da
atheroskleroz sonucu daralmis damarlar tikanir.

Tum bu vakalarda beyinde ciddi oranda oksijen kaybi olur. Bu durumda ortaya ¢ikan hasarlar, gunltuk
yasami farkli olgtlerde guclestiren belirtiler olusturur. Bu belirtiler, beynin hangi bolumlerinin hasar
gordugune bagl olarak kisiden kisiye farklilik gosterir.

Kan pihtisi riski arttiginda; kan sulandirici ilaglar verilir. Vakalarin bircogunda kan basincini
Kimi zaman ilag tedavisiyle duzende tutmak gerekir, cunku yuksek kan basinci inme
riskini de artirir.

Diyabetin kontrol altina alinmasi gerekir, cunku bu hastalik beynin kilcal damarlarinda
hasara yol acabilir.

Hastanin rahat ve anlamli bir yasam plani yapabilmesi i¢in hastaligin ve belirtilerin neden
ortaya ciktiginin hastaya anlatilmasi onemilidir.

Onleyici tedavi disinda, toplumun saglik ve bakim hizmetlerinden saglanacak olan yardimci
gereg ve bir dizi bagka destekler, hastanin gunluk yasamini kolaylastirabilir.




FRONTO TEMPORAL DEMANS

Belirtiler, tipki Alzheimer Hastaligindaki gibi genelde sinsice ortaya cikar.

Alzheimer hastaliginin erken belirtileri olan unutkanlik ve yeni seyler ogrenme bozuklugu
Fronto Temporal Demansin tipik belirtileri degildir.

Bu tur belirtiler ortaya ¢ikarsa da, bunlar ilk kez hastalik seyrinin son evrelerinde gorulur.

Bu belirtiler yerine Fronto-temporal Demans belirtileri, hastaligin beynin hangi bolumunde
basladigina bagli olarak, ya davranis degisiklikleri ya da konusma bozukluklari olarak
karsimiza cikar.

Hastanin kisiligi yavas yavas degismeye baslar ve kisinin muhakemesi giderek zayiflar.
Inisiyatif almak giderek giiclesir ve sebepsiz 6fke ndbetleri erken evrede
gorulen diger belirtilerdendir.

Kisinin tedirginlik icinde olmasi, duyarsizlasmasi ve bazen “apatik” olmasi
olagan belirtilerdendir. Empati yapma yeteneqi giderek azalir.




FRONTO TEMPORAL DEMANS

Asiri yemek, sigara ya da alkol tuketimi de gorulebilir.

Fronto-Temporal Demans, dil icin onemli olan temporal loblarin on bolgesinde de
baslayabilir.

Boyle durumlarda s6z konusu olan klinik tablo “Progresif Afazidir “.

Kelimelere anlam yuUklemekte bozukluk ve otomobil ya da anahtar gibi farkli nesneleri
dogru tanimlamakta sorun yasamak seklinde kendini gosterebilir.

Bircok gramer hatasi olan agir ve “kesintili” konugma seklinde de gorulebilir.

Kisinin gunluk yasamini idame ettirmesi giderek guclesir ve yavas yavas Kisi artik
giyinme, hijyen ve diger kisisel bakimlari yonunden yardima ihtiya¢g duymaya baslar.




LEWY CISIMCIKLI DEMANS

Lewy Cisimcikli Demans, hallsinasyonlar gérulmesine yol acar, bir baska deyisle kisi
bazen gergekte olmayan nesne ve insanlari gorur.

Hastalik isaretlerinden bir baskasi ise, kisinin mesafe muhakemesi ve nesneleri U¢
boyutlu olarak algilama guclugu yasamasidir ki, bu durum oryantasyon ve pratik
ugraslarda guclukler dogurur.

Ayrica, kaslarda katilasma ve agir hareketler seklinde hastalik seyrinin erken evrelerinde
ortaya cikan ve en ¢ok “ "n1 cagristiran fiziki belirtiler, kisinin, gunltk
yasamini guclestirir.

Baslarda gece uykusu rahatsizliklar: olagandir; Lewy Cisimcikli Demans; sinsice olusur.

Hastaligin ilk belirtisi uykuda rahatsizlik olabilir; Kisinin uykusu derin degildir, uykuda
sesler gikarir ve el kol hareketleri yapar.

Kisi kendini, gorinuste sebepsiz yere saskin hissedebilir. Unutkanlik ve kelimeler:i
hatirlayamamak ki, bunlar demans hastaliginda olagan belirtilerdir.




LEWY CISIMCIKLI DEMANS

Kiginin durumu biytuk 6lglide degisiklik gosterebilir ; Daha sonra belirtiler daha
belirginlesir ve hem mental, hem de fiziki islevler bundan etkilenir.

Lewy Cisimcikli Demansin diger bir belirtisi ise, kisinin durumunun bir ginden digerine
buyuk farkhliklar gostermesidir. Sikca fazla dusuk olan kan basinci da sebepsiz sekilde
inis ve ¢ikisli olur.

Lewy cisimcikli demans basit bir testle tespit edilemez. Cesitli testler, muayeneler, hasta
ve yakinlariyla yapilan konugsmalar sonunda tani konulur.

Dogru yardim ve tedavinin zamaninda verilmesi i¢in tetkikin en kisa zamanda baslatiimasi
onemlidir. Ginumuzde bu hastaligi iyilestirecek ila¢ yoktur, ama belirtileri hafifletecek
degisik yontemler bulunmaktadir.




DEMANS TEDAVISI




ALZHEIMER HASTALIGINA YAKLASIM

 Erken tanida ve korunmada
» Koku
. |sitme
« Gorme
* Dis
« Kardiyovaskuler hastaliklar igin risk faktorleri (alkol, sigara, kilo,
hareketsiz yasam, uyku, vs)
 Beslenme
« Emeklilik
 Mandala
* Dedikodu
« Spor




ALZHEIMER HASTALIGINA YAKLASIM

« Farmakolojik olmayan yaklagsim
— Allenin bilgilendirilmesi ve yonlendirilmesi
— Cevrenin duzenlenmesi
— Beslenmenin gozden gecirilmesi
— Biligsel terapi
— Ergoterapi
— Fizik tedavi
— Transkraniyal pulse stimulasyon (TPS)
— Transkraniyal manyetik stimulasyon (TMS)
— Transkraniyal alternating current stimulasyon (tACS)
— Transkraniyal direkt current stimulasyon (tDCS)




ALZHEIMER HASTALIGINA YAKLASIM

« Farmakolojik yaklasim

isim (Jenerik/Marka) Endikasyon Ortak yan etkiler
Donepezil L T . Bulanti, kusma, istahsizlik, kas kramplari ve
Aricept® Alzheimera baglt hafif ila siddetli demans bagirsak hareketlerinin sikhginda artis.
. Alzheimer'a bagli hafif ila orta siddette Bulanti, kusma, igtahsizlik ve bagirsak hareketlerinin
S L demans sikliginda artis.
Rivastiamine Exelon® Alzheimer veya Parkinson'a bagh hafifila  Bulanti, kusma, istahsizlik ve bagirsak hareketlerinin
9 orta siddette demans sikliginda artis.
Memantine Namenda® Alzheimer'a bagli orta ila siddetli demans  Bas agrisi, kabizlik, kafa karigikligi ve bas donmesi.
Memantine + Donepezil Bulanti, kusma, istahsizlik, bagirsak hareketlerinin
, Alzheimer'a bagl orta ila siddetlidemans  sikliginda artig, bag agrisi, constipation, confusion
Namzaric® and dizziness.
Donanemab Alzheimer hastaligi (HBB veya hafif 5
Kisunla™ demans) ARIA ve bas agrisi

L
ecanemab Alzheimer hastaligi (HBB veya hafif

inflizyonla iliskili reaksiyonlar,ARIA ve bas agrisi
Legembi® demans) Yy $ y sad




FITOTERAPIK YAKLASIM
\V/

ARON PHARMA

Saglik ve Gida Uriinleri, Tibbi Cihazlar San. Tic. Ltd. Sti.

Bitkisel Ekstreler iceren Takviye Edici Gida
Liquid Supplement Containing Herbal Extracts

URUN ICERIKLERI VE
ETKILERINI KANITLAYAN

'ULUSLARARASI YAYINLAR
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Alpha-GPC bir kolin tlrevidir.

Beyinde hizli bir sekilde kolin kaynagi olarak kullanilabilir ve sonucta asetilkolin
norotransmitterinin sentezine katkida bulunabilir.

Alzheimer hastaliginda kolinerjik sistemin (asetilkolin Greten noronlar) erken etkilenmesi
onemli bir patolojik bilesendir.

Alpha-GPC, beyine kolin tasiyarak asetilkolin sentezini artirmasi, néronal zar ve
fosfolipid metabolizmasina katkida bulunmasi gosterilmistir.

Preklinik calismalarin bazilarinda nérodejeneratif veya inflamatuar strecleri module
edici etkiler gosterilmisgtir.

Bircok calisma Alzheimer ya da benzeri demans vakalarinda alpha-GPC kullanimini
incelemistir ve plaseboya gore etkin oldugu gosterilmistir.




Vv

Kolinerjik norotransmisyonu destekler — biligssel fonksiyonlari gegici olarak
guclendirebilir.

Noronal membran fosfolipid sentezini artirir — hitcre butinluganu korur.
Noroprotektif/anti-inflamatuvar etkiler gosterebilir — amiloid ve oksidatif stres yukinu

azaltabilir.

Nutrients. 2021 Jun 18;13(6):2091.doi: 10.3390/nu13062091. - Alpha-Glycerylphosphorylcholine Increases Motivation in Healthy Volunteers: A
Single-Blind, Randomized, Placebo-Controlled Human Study - www.ncbi.nlm.nih.gov/pmc/articles/PMC8235064/pdf/nutrients-13-02091.pdf

J Alzheimers Dis. 2023;92(1):59-70.doi: 10.3233/JAD-221189. - Activity of Choline Alphoscerate on Adult-Onset Cognitive Dysfunctions: A
Systematic Review and Meta-Analysis - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10041421/pdf/jad-92-jad221189.pdf

J Clin Med. 2022 Oct 13;11(20):6052.doi: 10.3390/jcm11206052. - Effect of Choline Alphoscerate on the Survival of Glioblastoma Patients: A
Retrospective, Single-Center Study - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9605462/pdf/jcm-11-06052.pdf

Front Cell Neurosci. 2022 Sep 23;16:988759.doi: 10.3389/fncel.2022.988759. - Effects of choline containing phospholipids on the neurovascular unit:

A review - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9541750/pdf/fncel-16-988759.pdf

J Neurochem. 2019 May;149(4):499-517.doi: 10.1111/jnc.14560. Epub 2018 Nov 8. - Distinct disruptions in Land's cycle remodeling of
glycerophosphocholines in murine cortex mark symptomatic onset and progression in two Alzheimer's disease mouse models -
https://onlinelibrary.wiley.com/doi/epdf/10.1111/jnc.14560



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8235064/pdf/nutrients-13-02091.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10041421/pdf/jad-92-jad221189.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9605462/pdf/jcm-11-06052.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9541750/pdf/fncel-16-988759.pdf
https://onlinelibrary.wiley.com/doi/epdf/10.1111/jnc.14560
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Sitikolin (CDP-kolin veya citicoline) Alzheimer hastaliginda dogrudan tedavi edici bir ilag
degildir, ancak noroprotektif ve nororestoratif etkileri nedeniyle hastaligin bazi semptomlarini
hafifletmek veya ilerlemesini yavaslatmak amaciyla arastirilmis ve bazi durumlarda destek tedavi
olarak kullaniimistir.

Sitikolin, hucre zarinin ana bilesenlerinden biri olan fosfatidilkolin sentezinde onemli bir ara
maddedir.

Sitikolin, beyinde asetilkolin sentezi icin kolin kaynagi saglar.

Sitikolin, zar butunlugunu ve sinaptik iletimi destekleyerek noronlarin daha uzun sure iglevsel
kalmasina yardimci olabilir.

Bu nedenle sitikolin, kolinerjik sistem aktivitesini artirarak dikkat, hafiza ve bilissel islevlerde
Kismi iyilesme saglayabilir.

Sitikolin, beyin glukoz metabolizmasini ve noronlarin enerji Uretim kapasitesini iyilestirebilir.

Sitikolin, oksidatif stres ve lipid peroksidasyonunu azaltir.




Nutr. 2021 Aug 7;151(8):2153-2160.doi: 10.1093/jn/nxab119. - Citicoline and Memory Function in Healthy Older Adults: A Randomized,
Double-Blind, Placebo-Controlled Clinical Trial - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8349115/pdf/nxab119.pdf

J Neurochem. 2002 Jan;80(1):12-23.doi: 10.1046/j.0022-3042.2001.00697.x. - Citicoline: neuroprotective mechanisms in cerebral
ischemia - https://onlinelibrary.wiley.com/doi/epdf/10.1046/j.0022-3042.2001.00697.x

Clin Interv Aging. 2013;8:131-7.doi: 10.2147/CIA.S38420. Epub 2013 Feb 5. - Effectiveness and safety of citicoline in mild vascular
cognitive impairment: the IDEALE study - https://www.ncbi.nIm.nih.gov/pmc/articles/PMC3569046/pdf/cia-8-131.pdf

J Pharmacol Sci. 2011;116(2):232-7.doi: 10.1254/jphs.11013fp. Epub 2011 May 25. - Neuroprotective effects of citidine-5-
diphosphocholine on impaired spatial memory in a rat model of cerebrovascular dementia - https://pubmed.ncbi.nlm.nih.qov/21613753/

Clin Interv Aging. 2012;7:113-8.doi: 10.2147/CIA.S29366. - Retrospective and observational study to assess the efficacy of citicoline in
elderly patients suffering from stupor related to complex geriatric syndrome -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3363302/pdf/cia-7-113.pdf

Clin Interv Aging. 2015; 10: 1421-1429. Published online 2015 Sep 3. doi: 10.2147/CIA.S87886 - The role of citicoline in cognitive
impairment: pharmacological characteristics, possible advantages, and doubts for an old drug with new perspectives -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4562749/pdf/cia-10-1421.pdf



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8349115/pdf/nxab119.pdf
https://onlinelibrary.wiley.com/doi/epdf/10.1046/j.0022-3042.2001.00697.x
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3569046/pdf/cia-8-131.pdf
https://pubmed.ncbi.nlm.nih.gov/21613753/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3363302/pdf/cia-7-113.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4562749/pdf/cia-10-1421.pdf

Centella’nin en ¢ok bilinen etkisi oksidatif stresi ve mitokondriyal disfonksiyonu azaltir.
Mitokondrilerde ATP Uretimini artirir ve mitokondriyal membran potansiyelini korur.
Noronlarda enerji metabolizmasi dizelince, sinaptik fonksiyonlar korunur.

Coklu hedefli bir bitkisel etki profiline sahiptir: antioksidan + antiinflamatuvar +
mitokondri koruyucu.

Noronlari oksidatif stres, inflamasyon ve enerji yetersizligine karsi korur.

Alzheimer’da gorulen mikroglial aktivasyon ve noroinflamasyonu baskilar.
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Evid Based Complement Alternat Med. 2012;2012:946259.doi: 10.1155/2012/946259. Epub 2012 May 14. - Centella asiatica (L.) Urban:
From Traditional Medicine to Modern Medicine with Neuroprotective Potential -
www.ncbi.nlm.nih.gov/pmc/articles/PMC3359802/pdf/ECAM2012-946259.pdf

2021 Dec 16;12:788312.doi: 10.3389/fphar.2021.788312. eCollection 2021. - Centella asiatica Alters Metabolic Pathways Associated
With Alzheimer's Disease in the 5xFAD Mouse Model of B-Amyloid Accumulation -
www.ncbi.nim.nih.gov/pmc/articles/PMC8717922/pdf/fphar-12-788312.pdf

J Alzheimers Dis. 2015;45(3):933-46.doi: 10.3233/JAD-142217. - Centella asiatica Attenuates Amyloid-B-Induced Oxidative Stress and
Mitochondrial Dysfunction - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4412033/pdf/nihms677848.pdf

Neurosci Lett. 2017 Apr 12;646:24-29.doi: 10.1016/j.neulet.2017.02.072. Epub 2017 Mar 6. - Centella asiatica attenuates AB-induced
neurodegenerative spine loss and dendritic simplification -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5533098/pdf/nihms860326.pdf

Int J Alzheimers Dis. 2012;2012:381974.doi: 10.1155/2012/381974. Epub 2012 Feb 15. - Centella asiatica Extract Improves Behavioral
Deficits in a Mouse Model of Alzheimer's Disease: Investigation of a Possible Mechanism of Action
www.ncbi.nlm.nih.gov/pmc/articles/PMC3296229/pdf/lJAD2012-381974.pdf

Antioxidants (Basel). 2019 Dec 8;8(12):630.doi: 10.3390/antiox8120630. - Centella Asiatica Improves Memory and Promotes
Antioxidative Signaling in 5XFAD Mice - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6943631/pdf/antioxidants-08-00630.pdf

Int J Mol Sci. 2019 Apr 16;20(8):1871.doi: 10.3390/ijms20081871. - Centella asiatica Protects d-Galactose/AlICI3 Mediated Alzheimer's
Disease-Like Rats via PP2A/GSK-3f Signaling Pathway in Their Hippocampus -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6514756/pdf/ijms-20-01871.pdf

Front Physiol. 2021 Oct 14;12:712317.doi: 10.3389/fphys.2021.712317. eCollection 2021. - Hypoxia-Induced Neuroinflammation in
Alzheimer's Disease: Potential Neuroprotective Effects of Centella asiatica -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8551388/pdf/fphys-12-712317.pdf

Front Pharmacol. 2021 Jun 29;12:687935.doi: 10.3389/fphar.2021.687935. - Mitoprotective Effects of Centella asiatica (L.) Urb.: Anti-
Inflammatory and Neuroprotective Opportunities in Neurodegenerative Disease -
www.ncbi.nim.nih.gov/pmc/articles/PMC8275827/pdf/fphar-12-687935.pdf

Malays J Med Sci. 2016 Jan;23(1):4-14. - Recent Updates in Neuroprotective and Neuroregenerative Potential of Centella asiatica -
ttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4975583/pdf/2ramjms231.pdf



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3359802/pdf/ECAM2012-946259.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC8717922/pdf/fphar-12-788312.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4412033/pdf/nihms677848.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5533098/pdf/nihms860326.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3296229/pdf/IJAD2012-381974.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6943631/pdf/antioxidants-08-00630.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6514756/pdf/ijms-20-01871.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8551388/pdf/fphys-12-712317.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC8275827/pdf/fphar-12-687935.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4975583/pdf/2ramjms231.pdf
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Ginkgo Biloba 'nin psikoz, anksiyete, sizofreni ve depresyon tzerinde olumlu etkileri vardir.

Serebral kan dolasimini uyarir ve Alzheimer hastaliginda anksiyete, stres, dusuk hafiza,
isitme sorunlari, dusuk konsantrasyon, dusunme, sosyal davranig ve bunama gibi beyindeki
kan dolasiminin basarisizligindan kaynaklanan sorunlarda faydali oldugu gosterilmistir.

Ginkgo Biloba'nin AR kaynakli norotoksisiteye kargi glikoz alimi, reaktif oksijen turleri
birikimi, mitokondriyal disfonksiyon ve apoptoz gibi A kaynakl olaylari engelleyerek
korudugunu gostermistir.

Ginkgo Biloba’'nin “bilissel islev, gunlik yasam aktiviteleri, davranis ve global degisim” gibi
olcutlerde plaseboya gore istatistiksel olarak anlamli bir yavaslama tespit etmis olan
calismalar bulunmaktadir.

AH’li hastalarda bilissel iglev, iglevsellik ve noropsikiyatrik belirtiler Gzerinde olgulebilir ama
mutevazi bir fayda gosterebilir.

Ginkgo’nun, asetilkolin, dopamin ve glutamat gibi nérotransmitter sistemleri Gzerinde
modulator etkisi olabilecegine dair deneysel veriler mevcuttur.




CNS Neurosci Ther. 2019 Feb;25(2):288-298.doi: 10.1111/cns.13095. - Treatment of dementia and mild cognitive impairment
with or without cerebrovascular disease: Expert consensus on the use of Ginkgo biloba extract, EGb 761®
www.ncbi.nlm.nih.gov/pmc/articles/PMC6488894/pdf/CNS-25-288.pdf

Front Pharmacol. 2021 Nov 4;12:775034.doi: 10.3389/fphar.2021.775034. eCollection 2021. - The Use of Ginkgo Biloba L. as a
Neuroprotective Agent in the Alzheimer's Disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8599153/pdf/fphar-12-
775034.pdf

Neurotherapeutics. 2019 Jul;16(3):666-674.doi: 10.1007/s13311-019-00767-8. - Neuroprotective and Antioxidant Effect of
Ginkgo biloba Extract Against AD and Other Neurological Disorders -
https://www.ncbi.nim.nih.gov/pmc/articles/PMC6694352/pdf/13311_2019_Article_767.pdf

Pharmaceuticals (Basel). 2021 Apr 1;14(4):305.doi: 10.3390/ph14040305. - Mild Cognitive Impairment and Mild Dementia:
The Role of Ginkgo biloba (EGb 761®) - https://www.ncbi.nim.nih.gov/pmc/articles/PMC8065464/pdf/pharmaceuticals-14-

00305.pdf

JAMA. 2008 Nov 19;300(19):2253-62.doi: 10.1001/jama.2008.683. - Ginkgo biloba for prevention of dementia: a randomized
controlled trial - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2823569/pdf/nihms103555.pdf

Front Pharmacol. 2021 Aug 3;12:721216.doi: 10.3389/fphar.2021.721216. eCollection 2021. - Ginkgo Biloba Extract Is
Comparable With Donepezil in Improving Functional Recovery in Alzheimer's Disease: Results From a Multilevel

Characterized Study Based on Clinical Features and Resting-State Functional Magnetic Resonance Imaging -
https://www.ncbi.nIm.nih.gov/pmc/articles/PMC8369572/pdf/fphar-12-721216.pdf

Front Pharmacol. 2020 Feb 21;10:1688.doi: 10.3389/fphar.2019.01688. - An Updated Review of Randomized Clinical Trials
Testing the Improvement of Cognitive Function of Ginkgo biloba Extract in Healthy People and Alzheimer's Patients -
www.ncbi.nim.nih.gov/pmc/articles/PMC7047126/pdf/fphar-10-01688.pdf



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC6488894/pdf/CNS-25-288.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8599153/pdf/fphar-12-775034.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6694352/pdf/13311_2019_Article_767.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8065464/pdf/pharmaceuticals-14-00305.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2823569/pdf/nihms103555.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8369572/pdf/fphar-12-721216.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC7047126/pdf/fphar-10-01688.pdf
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Oksidatif stresin azalmasi, sinir hicrelerinin korunmasina katki sagladiqt,
inflamasyonun azalmasi ile birlikte Amyloid-B (AB) peptit birikiminin ve toksisitesinin
azaltilmasina katki sagladigi bir cok deneysel calismada gosterilmistir.

Oksidatif stresi azaltarak nitrik oksit dizeylerini dusirmus ve antioksidan enzimlerin
duzeylerini iyilestirmistir.

Noroinflamasyonu kontrol ederken, pro-inflamatuvar sitokinlerin dizeylerini anlamili
sekilde duglirmustir . Inflamatuvar néral yaniti baskiladi§i, mikroglia aktivasyonunu
azalttigi, gosterilmistir.

Genel olarak Ozetlersek; Oksidatif stres & noroinflamasyonun azaltiimasi, A
uretimi/birikiminin ve toksisitesinin azaltiimasi, Mitokondriyal/sinaptik fonksiyonun
desteklenmesi, Kolinerjik iletimin desteklenmesi, Hicre dlumu/apopitozun engellenmesi
gibi tedavide gerekli olan surecleri destekledigini soyleyebiliriz.




Exp Ther Med. 2017 Apr;13(4):1353-1359.doi: 10.3892/etm.2017.4093. Epub 2017 Jan 31. - Isoquercetin activates the ERK1/2-Nrf2
pathway and protects against cerebral ischemia-reperfusion injury in vivo and in vitro -
www.ncbi.nim.nih.gov/pmc/articles/PMC5377244/pdf/etm-13-04-1353.pdf

Cell J. 2021 Aug;23(3):355-365.doi: 10.22074/cellj.2021.7116. Epub 2021 Jul 17. - Neuroprotective Effects of Isoquercetin: An In Vitro and
In Vivo Study - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8286454/pdf/Cell-J-23-355.pdf

Eur Rev Med Pharmacol Sci. 2022 Dec;26(23):8700-8712.doi: 10.26355/eurrev_202212_30541. - Effect of quercetin glycosides on
cognitive functions and cerebral blood flow: a randomized, double-blind, and placebo-controlled study
www.europeanreview.org/wp/wp-content/uploads/8700-8712.pdf

Int J Mol Sci. 2021 Apr 17;22(8):4180.doi: 10.3390/ijms22084180. - A Comprehensive Analysis into the Therapeutic Application of Natural
Products as SIRT6 Modulators in Alzheimer's Disease, Aging, Cancer, Inflammation, and Diabetes
www.ncbi.nlm.nih.gov/pmc/articles/PMC8073883/pdf/ijms-22-04180.pdf



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5377244/pdf/etm-13-04-1353.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8286454/pdf/Cell-J-23-355.pdf
http://www.europeanreview.org/wp/wp-content/uploads/8700-8712.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC8073883/pdf/ijms-22-04180.pdf

Vv
Beyinde, bir metabolit olarak rolinun ve tim biyokimyasal yollara katiliminin 6tesinde, magnezyum

sinir sinyali iletimi ve iyonik homeostazin surduralmesi igin temeldir.

Magnezyum, Alzheimer hastaliginda potansiyel koruyucu ve destekleyici etkilere sahip olabilir.
Eksitotoksisiteyi azaltarak sinaptik hasari onleyebilir.

Plak ve norofibriler yumak olusumunu azaltabilir.

Norovaskuler hasari ve ilerlemeyi yavaslatabilir.

Ogrenme-hafiza sireclerini gliclendirebilir.

Noronal enerji dengesini destekler.

Bilissel gerilemeyi yavasglatir.

Sinaptik rezervi destekler.

Oksidatif stres ve noroinflamasyonu azaltir.

Metabolik-nérovaskuler butunluga korur..




In: Magnesium in the Central Nervous System [Internet]. Adelaide (AU): University of Adelaide Press; 2011. - Magnesium in Alzheimer’s
disease - https://www.ncbi.nIim.nih.gov/books/NBK507264/pdf/Bookshelf NBK507264.pdf

Nutrients. 2018 Jun 6;10(6):730.doi: 10.3390/nu10060730. - The Role of Magnesium in Neurological Disorders -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6024559/pdf/nutrients-10-00730.pdf

World J Psychiatry. 2022 Sep 19;12(9):1261-1263.doi: 10.5498/wjp.v12.i9.1261. - Magnesium may be an effective therapy for Alzheimer's
disease - https://www.ncbi.nIlm.nih.gov/pmc/articles/PMC9521536/pdf/WJP-12-1261.pdf

Int J Mol Sci. 2022 Dec 23;24(1):223.doi: 10.3390/ijjms24010223. - Magnesium and the Brain: A Focus on Neuroinflammation and
Neurodegeneration - https://www.ncbi.nim.nih.gov/pmc/articles/PMC9820677/pdf/ijms-24-00223.pdf

Front Hum Neurosci. 2013 Oct 29;7:735.doi: 10.3389/fnhum.2013.00735. - The role of iron-induced fibrin in the pathogenesis of
Alzheimer's disease and the protective role of magnesium - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3810650/pdf/fnhum-07-
00735.pdf

CNS Neurosci Ther. 2018 Jan;24(1):70-79.doi: 10.1111/cns.12775. Epub 2017 Nov 10. - Magnesium boosts the memory restorative effect
of environmental enrichment in Alzheimer's disease mice - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6489792/pdf/{CNS-24-70.pdf



https://www.ncbi.nlm.nih.gov/books/NBK507264/pdf/Bookshelf_NBK507264.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6024559/pdf/nutrients-10-00730.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9521536/pdf/WJP-12-1261.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9820677/pdf/ijms-24-00223.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3810650/pdf/fnhum-07-00735.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6489792/pdf/CNS-24-70.pdf
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Asetil L Karnitin ile ilgili aragtirmalar, kolinerjik noral iletim uzerindeki aktivitesi ve
mitokondride noronal metabolizmayi arttirma yetenegi ile iligkili olabilecegini
gostermektedir.

= Asetil L Karnitin'in ayrica glukokortikoidlerin ve sinir buyume faktorinun hipokampal
baglanmasini arttirdidi, oksidatif stresi azalttigi ve beyin dokusu ve BOS'ta
eksitotoksisiteyi inhibe ettigi, boylece hucre olumunu ve iskemi kaynakli noronal
hasari onledigi gosterilmisgtir.

= Yag asitlerinin mitokondriye tagsinmasina yardimci olan karnitin sisteminin bir
turevidir ve sinir hucrelerinde enerji uretimi ile iligkilidir.

= Asetil-grubu saglayarak asetilkolin sentezini destekleyebilecegi, sinaptik islevleri ve
noroplastisiteyi etkileyebilecegi gosterilmistir.

= Noroproteksiyon, hicre olumu azalmasi, tau ve amyloid ile ilgili patoloji uzerine
etkiler gibi preklinik bulgular vardir.




Nutrients. 2020 May 12;12(5):1389.doi: 10.3390/nu12051389. - Acetyl-L-Carnitine in Dementia and Other Cognitive Disorders: A Critical
Update - https://www.ncbi.nim.nih.gov/pmc/articles/PMC7284336/pdf/nutrients-12-01389.pdf

Dement Neurocogn Disord. 2017 Mar;16(1):26-31.doi: 10.12779/dnd.2017.16.1.26. Epub 2017 Mar 31. - Cerebral Perfusion Changes after
Acetyl-L-Carnitine Treatment in Early Alzheimer's Disease Using Single Photon Emission Computed Tomography -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6427992/pdf/dnd-16-26.pdf

Free Radic Biol Med. 2007 Feb 1;42(3):371-84.doi: 10.1016/j.freeradbiomed.2006.11.006. - Involvement of PI3K/PKG/ERK1/2 signaling
pathways in cortical neurons to trigger protection by cotreatment of acetyl-L-carnitine and alpha-lipoic acid against HNE-mediated
oxidative stress and neurotoxicity: implications for Alzheimer's disease -
https://www.ncbi.nIlm.nih.gov/pmc/articles/PMC1808543/pdf/nihms-16915.pdf

Neurochem Res. 2017 Jun;42(6):1661-1675.doi: 10.1007/s11064-017-2288-7. Epub 2017 May 16. - L-Carnitine and Acetyl-L-carnitine
Roles and Neuroprotection in Developing Brain - https://www.ncbi.nIm.nih.gov/pmc/articles/PMC5621476/pdf/nihms877214.pdf

PLoS One. 2016 May 19;11(5):e0155694.d0i:10.1371/journal.pone.0155694.eCollection 2016. - Serum Levels of Acyl-Carnitines along the
Continuum from Normal to Alzheimer's Dementia - https://www.ncbi.nim.nih.gov/pmc/articles/PMC4873244/pdf/pone.0155694.pdf



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7284336/pdf/nutrients-12-01389.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6427992/pdf/dnd-16-26.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1808543/pdf/nihms-16915.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5621476/pdf/nihms877214.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4873244/pdf/pone.0155694.pdf

-
Sakayik kok ve yaprak-ekstrelerinde yuksek polifenol igerikleri saptanmistir;
Oksidatif stresin norodejenerasyonda onemli rol oynadigini bilindigi icin, bu

tur iceriklerin oksidatif stresin onledigi icin faydaligi olabileceqi
dusunulmustur.

Bazi sakayik turlerinde (0zellikle yakin tlrlerde) asetilkolinesteraz (AChE)
ve butirilkolinesteraz (BChE) inhibisyonu gosterilmistir; kolinerjik
disfonksiyon Alzheimer’da onemli bir patofizyolojik ozelliktir.

AP fibril olusumunun inhibisyonu ve 6nceden olusmus fibrillerin
destabilizasyonunu sagladigi gosterilmistir.

Noroinflamasyon, Alzheimer patolojisinde rol oynar. Bazi P. officinalis
ekstraktlarinda da inflamatuvar parametrelerin modulasyonu
gozlemlenmistir.




Evid Based Complement Alternat Med. 2012;2012:932823.doi: 10.1155/2012/932823.Epub 2012 Mar 13. - Paeonol Protects Memory after
Ischemic Stroke via Inhibiting B-Secretase and Apoptosis - htips://www.ncbi.nlm.nih.gov/pmc/articles/PMC3312264/pdf/ECAM2012-

932823.pdf

J Oleo Sci. 2021 Aug 5;70(8):1133-1146.doi: 10.5650/jos.ess21040. Epub 2021 Jul 9. - Enzyme-assisted Solvent Extraction of High-
yield Paeonia suffruticosa Andr. Seed Oil and Fatty Acid Composition and Anti-Alzheimer's Disease Activity -
https://www.jstage.jst.go.jp/article/jos/70/8/70 ess21040/ pdf/-char/en

Molecules. 2022 Apr 29;27(9):2829.doi: 10.3390/molecules27092829. - Chemical Diversity and Potential Target Network of Woody
Peony Flower Essential Oil from Eleven Representative Cultivars ( Paeonia x suffruticosa Andr.) -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9102020/pdf/molecules-27-02829.pdf

Front Pharmacol. 2022 Aug 12;13:952876.d0i:10.3389/fphar.2022.952876.eCollection 2022. - Integrating network pharmacology
analysis and pharmacodynamic evaluation for exploring the active components and molecular mechanism of moutan seed coat
extract to improve cognitive impairment - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9411852/pdf/fphar-13-952876.pdf

J Neurochem. 2009 Jun;109(6):1648-57.d0i:10.1111/j.1471-4159.2009.06069.x.Epub 2009 May 7. - A traditional medicinal herb Paeonia
suffruticosa and its active constituent 1,2,3,4,6-penta-O-galloyl-beta-D-glucopyranose have potent anti-aggregation effects on
Alzheimer's amyloid beta proteins in vitro and in vivo -https://onlinelibrary.wiley.com/doi/epdf/10.1111/].1471-4159.2009.06069.x



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3312264/pdf/ECAM2012-932823.pdf
https://www.jstage.jst.go.jp/article/jos/70/8/70_ess21040/_pdf/-char/en
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9102020/pdf/molecules-27-02829.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9411852/pdf/fphar-13-952876.pdf
https://onlinelibrary.wiley.com/doi/epdf/10.1111/j.1471-4159.2009.06069.x
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AP fibril olusumunun inhibisyonu ve onceden olusmus fibrillerin destabilizasyonunu
sagladigi gosterilmigtir.

P. Officinalis ekstraktlarinda da inflamatuvar parametrelerin modulasyonu
gozlemlenmigtir.

Ogrenme/hatirlama bozukluklarina, néronal apoptoza, AR (amyloid beta) toksisitesine,
oksidatif stres ve iltihaba karsi koruyucu etkiler gosterdigi bildirilmistir.

Alzheimer modeli farelerinde uzamsal 6grenme ve hafiza bozukluklarini tersine
cevirmis; hipokampus noronal apoptozu azaltmistir.

Sinir kok hicre proliferasyonu/diferensiasyonunu artirmis ve ogrenme/hatirlama
fonksiyonlarini iyilegtirmigtir.

Bir baska calismada, AP ile olusan hasari azaltarak bilissel gerilemeyi hafiflettigini
bildirmistir.




Vv

BMC Complement Med Ther. 2021 Oct 25;21(1):267.doi: 10.1186/s12906-021-03437-5. - Active constituent of Polygala tenuifolia attenuates
cognitive deficits by rescuing hippocampal neurogenesis in APP/PS1 transgenic mice -
https://www.ncbi.nim.nih.gov/pmc/articles/PMC8543956/pdf/12906 2021 Article 3437.pdf

Biol Pharm Bull. 2006 Sep;29(9):1892-6.doi: 10.1248/bpb.29.1892. - Characterization of anti-neurodegenerative effects of Polygala tenuifolia in
Abeta(25-35)-treated cortical neurons -https://www.jstage.jst.go.jp/article/bpb/29/9/29 9 1892/ pdf/-char/en

iol Pharm Bull. 2004 Jul;27(7):1081-5.doi: 10.1248/bpb.27.1081. - Cognitive improving and cerebral protective effects of acylated oligosaccharides
in Polygala tenuifolia - https://www.jstage.jst.go.jp/article/bpb/27/7/27 7 1081/ pdf/-char/en

Evid Based Complement Alternat Med. 2014;2014:392324.doi: 10.1155/2014/392324. Epub 2014 Mar 12. - Memory-Enhancing Effects of the Crude
Extract of Polygala tenuifolia on Aged Mice - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3972950/pdf/ECAM2014-392324.pdf

Brain Circ. 2018 Jan-Mar;4(1):24-32.doi: 10.4103/bc.bc_2_17. Epub 2018 Apr 18. - Neuroprotective effects of tenuigenin on neurobehavior,
oxidative stress, and tau hyperphosphorylation induced by intracerebroventricular streptozotocin in rats -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6057698/pdf/BC-4-24.pdf

Pharm Biol. 2020 Dec;58(1):410-416.doi: 10.1080/13880209.2020.1758732. - Polygala tenuifolia: a source for anti-Alzheimer's disease drugs -
https://www.ncbi.nim.nih.gov/pmc/articles/PMC7301717/pdf/IPHB 58 1758732.pdf

Acta Pharmacol Sin. 2009 Sep;30(9):1211-9.doi: 10.1038/aps.2009.112. Epub 2009 Aug 17. - Polygalasaponin XXXII from Polygala tenuifolia root
improves hippocampal-dependent learning and memory - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4007183/pdf/aps2009112a.pdf

Front Psychiatry. 2021 Dec 17;12:688703.doi: 10.3389/fpsyt.2021.688703. - Protective Effects and Mechanism of Radix Polygalae Against
Neurological Diseases as Well as Effective Substance https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8719339/pdf/fpsyt-12-688703.pdf

PLoS One. 2012;7(9):e45575.doi: 10.1371/journal.pone.0045575. Epub 2012 Sep 21. - Senegenin attenuates hepatic ischemia-reperfusion induced
cognitive dysfunction by increasing hippocampal NR2B expression in rats -
https://www.ncbi.nim.nih.gov/pmc/articles/PMC3448627/pdf/pone.0045575.pdf

BMC Complement Altern Med. 2016 Jan 23;16:26.doi: 10.1186/s12906-016-1006-3. - The neuritogenic and neuroprotective potential of senegenin
against AB-induced neurotoxicity in PC 12 cells - www.ncbi.nim.nih.gov/pmc/articles/PMC4724108/pdf/12906 2016 Article 1006.pdf



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8543956/pdf/12906_2021_Article_3437.pdf
https://www.jstage.jst.go.jp/article/bpb/29/9/29_9_1892/_pdf/-char/en
https://www.jstage.jst.go.jp/article/bpb/27/7/27_7_1081/_pdf/-char/en
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3972950/pdf/ECAM2014-392324.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6057698/pdf/BC-4-24.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7301717/pdf/IPHB_58_1758732.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4007183/pdf/aps2009112a.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8719339/pdf/fpsyt-12-688703.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3448627/pdf/pone.0045575.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4724108/pdf/12906_2016_Article_1006.pdf
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Salidrosid igerigi, Rhodiola'nin 6zelliklerine ¢ok katkida bulunur ve

Rhodiola Rosea'daki ana aktif biyoaktif bilesendir, antioksidan, anti-
inflamatuvar, noroprotektif etkiler gosterilmistir.

Hayvan deneylerinde ve bazi on-klinik calismalarda ogrenme ve
bellek performansinda iyilesme gozlenmis.

Oksidatif stresin azalmasi, inflamasyonun baskilanmasi, kolinerjik
sistemin modulasyonu, noronal olum/hasar yollarinda etkisi bircok
calismada gosterilmigtir.

Bellekle ilgili hedef bolgelerde (Ornegin hipokampus) antioksidan
enzim duzeylerini artirdigi, hucre olumu/apoptozu baskiladigi,
kolinerjik sistem uzerinde olumlu etkiler gosterdigi bildiriimistir.




Aging Dis. 2019 Feb 1;10(1):134-146.d0i:10.14336/AD.2018.0511.eCollection 2019 Feb.- Rosenroot (Rhodiola): Potential Applications in
Aging-related Diseases - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6345333/pdf/ad-10-1-134.pdf

PLoS One. 2012;7(1):e29641.doi: 10.1371/journal.pone.0029641. Epub 2012 Jan 3. - Protective effects of a Rhodiola crenulata extract
and salidroside on hippocampal neurogenesis against streptozotocin-induced neural injury in the rat -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3250459/pdf/pone.0029641.pdf

Front Pharmacol. 2021 Nov 5;12:736198.doi: 10.3389/fphar.2021.736198. eCollection 2021. - Preclinical Evidence and Possible
Mechanisms of Rhodiola rosea L. and Its Components for Ischemic Stroke: A Systematic Review and Meta-Analysis -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8602078/pdf/fphar-12-736198.pdf

Drug Des Devel Ther. 2018 May 24;12:1479-1489.doi: 10.2147/DDDT.S160776. - Pharmacological activities, mechanisms of action, and
safety of salidroside in the central nervous system - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5973445/pdf/dddt-12-1479.pdf

Front Aging Neurosci. 2022 Jan 21;13:809433.doi: 10.3389/fnagi.2021.809433. eCollection 2021. - Salidroside Ameliorates Alzheimer's
Disease by Targeting NLRP3 Inflammasome-Mediated Pyroptosis - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8814655/pdf/fnaqi-13-
809433.pdf

Chin Med. 2022 Jul 4;17(1):82.doi: 10.1186/s13020-022-00634-3. - Salidroside attenuates neuronal ferroptosis by activating the Nrf2/HO1
signaling pathway in AB1-42-induced Alzheimer's disease mice and glutamate-injured HT22 cells -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9254541/pdf/13020_2022_Article 634.pdf

Cell Biosci. 2022 Nov 4;12(1):180.doi: 10.1186/s13578-022-00918-z.- Salidroside reduces neuropathology in Alzheimer's disease models
by targeting NRF2/SIRT3 pathway https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9636768/pdf/13578 2022 Article 918.pdf



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6345333/pdf/ad-10-1-134.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3250459/pdf/pone.0029641.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8602078/pdf/fphar-12-736198.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5973445/pdf/dddt-12-1479.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8814655/pdf/fnagi-13-809433.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9254541/pdf/13020_2022_Article_634.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9636768/pdf/13578_2022_Article_918.pdf

4

Resveratrol, hayvan ve hucre modellerinde 3-amyloid birikimini
azaltabildigini; norodejenerasyona yol acan AR plaklarinin ve sinaptik
hasarin belirginligini dusurebildigini gostermistir.

Oksidatif stres ve enflamasyon odakli etkiler: Resveratrol’'un serbest radikal
supurmesi, mikroglia/astrosit aktivasyonunun baskilanmasi, noroinflamatuar
sitokinlerin azalmasi gibi etkileri pre-klinik verilerde gosterilmistir.

Ayrica sinaptik plastisite, mitokondriyal fonksiyon ve noro-rejeneratif
mekanizmalar ile baglantili olabilecegi yonunde literaturde tartismalar vardir.

Ancak onemli bir kisitlama: Resveratrol’'un biyoyararlanimi oldukcga
dusuktlr; beyin-kan bariyerine giris, metabolik ¢gevrim gibi farmakokinetik
zorluklar vardir.




Vv

Front Biosci (Landmark Ed). 2018 Mar 1;23(7):1380-1390.doi: 10.2741/4650. - Biophysical interaction of resveratrol with sirtuin pathway:
Significance in Alzheimer's disease - https://www.imrpress.com/journal/FBL/23/7/10.2741/4650

Front Aging Neurosci. 2014 Sep 11;6:218.doi: 10.3389/fnagi.2014.00218. - Neuroprotective effects of resveratrol in Alzheimer disease
pathology - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4161050/pdf/fnaqi-06-00218.pdf

Oxid Med Cell Longev. 2018 Oct 30;2018:8152373.doi: 10.1155/2018/8152373. eCollection 2018. - Neuroprotective Mechanisms of
Resveratrol in Alzheimer's Disease: Role of SIRT1 -https://www.ncbi.nim.nih.gov/pmc/articles/PMC6232815/pdf/OMCL2018-8152373.pdf

Front Pharmacol. 2020 Dec 30;11:619024.doi: 10.3389/fphar.2020.619024. eCollection 2020. - Resveratrol and Neuroprotection: Impact
and Its Therapeutic Potential in Alzheimer's Disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7804889/pdf/fphar-11-619024.pdf

Biomed Res Int. 2014;2014:350516.doi: 10.1155/2014/350516. Epub 2014 Nov 26. - Resveratrol as a therapeutic agent for Alzheimer's
disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4261550/pdf/BMRI2014-350516.pdf

Front Aging Neurosci. 2020 Apr 17;12:103.doi: 10.3389/fnagi.2020.00103. eCollection 2020. - Resveratrol Derivatives as Potential
Treatments for Alzheimer's and Parkinson's Disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7180342/pdf/fnagi-12-00103.pdf

Ann N Y Acad Sci. 2017 Sep;1403(1):142-149.doi: 10.1111/nyas.13431. - Resveratrol for Alzheimer's disease
www.ncbi.nlm.nih.gov/pmc/articles/PMC5664214/pdf/nihms885948.pdf

J Neuroinflammation. 2017 Jan 3;14(1):1.doi: 10.1186/s12974-016-0779-0. - Resveratrol regulates neuro-inflammation and induces
adaptive immunity in Alzheimer's disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5234138/pdf/12974 2016_Article_779.pdf

Int J Mol Sci. 2021 Apr 28;22(9):4628.doi: 10.3390/ijms22094628. - Resveratrol, Metabolic Dysregulation, and Alzheimer's Disease:
Considerations for Neurogenerative Disease - https://www.ncbi.nim.nih.gov/pmc/articles/PMC8125227/pdf/ijms-22-04628.pdf

Ageing Res Rev. 2021 May;67:101271.doi: 10.1016/j.arr.2021.101271. Epub 2021 Feb 8. - The pleiotropic neuroprotective effects of
resveratrol in cognitive decline and Alzheimer's disease pathology: From antioxidant to epigenetic therapy -
https://www.sciencedirect.com/science/article/pii/S1568163721000180?via%3Dihub
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https://www.sciencedirect.com/science/article/pii/S1568163721000180?via=ihub
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= Salvia bitkileri, bir dizi fenolik asit ve flavonoid iceren 160'tan fazla

tanimlanmis polifenol iceren zengin bir polifenol bilesikleri kaynagidir.

= Klinik bir calismada, plaseboya kiyasla bilissel igslevierde ve klinik demans
degerlendirmesinde istatistiksel olarak anlamli bir iyilesme gozlenmistir.

Asetilkolinesteraz aktivitesini azalttigi, antioksidan etkiler gosterdigi bildiriimigtir.

Son calismalarda, bilissel performansi artirdigi yontnde olumlu bulgular
oldugunu rapor edilmistir.

Yeni bir degerlendirme (2025) bitkisel kullanimdaki adagayinin AH hastalarinda
dikkat, kelime hatirlama, uyaniklik gibi islemlerde olumlu etkiler gostedigini
belirtmistir.

Antioksidan / antiinflamatuvar etkiler: Norodejenerasyonda rol oynayan oksidatif
stres ve iltihabi mekanizmalar adacgayinin etkili bilesenleriyle module edilebilir.




Drugs R D. 2017 Mar;17(1):53-64.doi: 10.1007/s40268-016-0157-5. - Salvia (Sage): A Review of its Potential Cognitive-Enhancing and
Protective Effects - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5318325/pdf/40268 2016 Article 157.pdf

CNS Neurosci Ther. 2014 Jun;20(6):485-95.doi: 10.1111/cns.12270. Epub 2014 Apr 10. - Systematic review of clinical trials assessing
pharmacological properties of Salvia species on memory, cognitive impairment and Alzheimer's disease -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6493168/pdf/CNS-20-485.pdf

Front Neurosci. 2022 Jun 28;16:909833.doi: 10.3389/fnins.2022.909833. eCollection 2022. - Neuroprotective Potential of Aromatic Herbs:
Rosemary, Sage, and Lavender - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9297920/pdf/fnins-16-909833.pdf

Antioxidants (Basel). 2022 Sep 21;11(10):1865.doi: 10.3390/antiox11101865. - Ethnomedicinal Plants with Protective Effects against Beta-
Amyloid Peptide (AB)1-42 Indicate Therapeutic Potential in a New In Vivo Model of Alzheimer's Disease -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9598277/pdf/antioxidants-11-01865.pdf
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Schisandra Chinensis (SC), Uzakdoguda binlerce yildir bobrek igin bir tonik

ve cgesitli bilissel eksiklik semptomlarini hafifletmek ve ogrenmeyi ve hafizayi
kolaylastirmak i¢in bir tedavi olarak siklikla kullaniimaktadir.

Hipokampal AB birikimini, noroinflamasyonu, oksidatif stresi,
asetilkolinesteraz aktivitesini azaltabildigi, beyin turevli norotrofik faktorler
gibi noroprotektif gostergeleri koruyabildigi bildirilmigtir.

Deneysel calismalarda;
= p-tau birikimini azalttigini ve NLRP3 inflamasyon yolunu module ettigi,
= AChE aktivitesini dusurdugu ve oksidatif hasari azalttigi

= [-amyloid birikimini azalttigi ve norodejenerasyonu hafiflettigi yonunde
veriler de bulunmaktadir.




Biomed Pharmacother.2018 Jan;97:958-968.doi: 10.1016/j.biopha.2017.10.145. - An overview of neuroprotective and cognitive enhancement properties of lignans
from Schisandra chinensis -https://www.sciencedirect.com/science/article/pii/S0753332217346243?via%3Dihub

Molecules. 2018 Apr 10;23(4):870.doi: 10.3390/molecules23040870. - Effects of Lignans from Schisandra chinensis Rattan Stems against AB1-42-Induced Memory
Impairment in Rats and Neurotoxicity in Primary Neuronal Cells - https://www.ncbi.nlm.nih.qov/pmc/articles/PMC6017482/pdf/molecules-23-00870.pdf

Oxid Med Cell Longev. 2022 Jul 11;2022:6362617.doi: 10.1155/2022/6362617. eCollection 2022. - Explore the Therapeutic Composition and Mechanism of Schisandra
chinensis-Acorus tatarinowii Schott on Alzheimer's Disease by Using an Integrated Approach on Chemical Profile, Network Pharmacology, and UPLC-QTOF/MS-
Based Metabolomics Analysis - https://www.ncbi.nim.nih.gov/pmc/articles/PMC9293517/pdf/OMCL2022-6362617.pdf

Evid Based Complement Alternat Med. 2020 Feb 20;2020:2804849.doi: 10.1155/2020/ 2804849. - In Vitro and In Vivo Anti-AChE and Antioxidative Effects of
Schisandra chinensis Extract: A Potential Candidate for Alzheimer's Disease - www.ncbhi.nlm.nih.gov/pmc/articles/PMC7053447/pdf/ECAM2020-2804849.pdf

Indian J Pharmacol.2020 Mar-Apr;52(2):94-101.d0i:10.4103/ijp.IJP_515_19.Epub 2020 Jun 3 - Network pharmacology-based study on the mechanism of Schisandra
chinensis for treating Alzheimer's disease - https://www.ncbi.nlm.nih.qov/pmc/articles/PMC7282681/

J Ethnopharmacol.2019 Jun 12;237:354-365.d0i:10.1016/j.jep.2019.02.046.Epub 2019 Mar 4. - Polysaccharide of Schisandra Chinensis Fructus ameliorates cognitive
decline in a mouse model of Alzheimer's disease - https://www.sciencedirect.com/science/article/abs/pii/S037887411833839X?via%3Dihub

Int J Mol Sci. 2018 Jul 6;19(7):1970.doi: 10.3390/ijms19071970. - Schisandra chinensis Fructus and Its Active Ingredients as Promising Resources for the Treatment
of Neurological Diseases - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6073455/pdf/ijms-19-01970.pdf

Molecules. 2019 Mar 27;24(7):1203.doi: 10.3390/molecules24071203. - Systematically Characterize the Anti-Alzheimer's Disease Mechanism of Lignhans from S.
chinensis based on In-Vivo Ingredient Analysis and Target-Network Pharmacology Strategy by UHPLC-Q-TOF-MS -
https://www.ncbi.nim.nih.gov/pmc/articles/PMC6480032/pdf/molecules-24-01203.pdf

PLoS One. 2016 Apr 1;11(4):e0152772.doi: 10.1371/journal.pone.0152772. eCollection 2016. - Total Lignans of Schisandra chinensis Ameliorates AB1-42-Induced
Neurodegeneration with Cognitive Impairment in Mice and Primary Mouse Neuronal Cells -
https://www.ncbi.nlm.nih.qgov/pmc/articles/PMC4818042/pdf/pone.0152772.pdf
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Taurin, Santral Sinir Sisteminde, glutamattan sonra en bol bulunan ikinci
endojen amino asittir.

Vucutta termoregulasyon, protein katlanmasinin stabilizasyonu, anti-
inflamasyon, antioksidasyon, osmoregulasyon, kalsiyum homeostazi ve
SSS gelisimi dahil olmak uzere bircok rol oynar.

In vitro calismalarda, insan sinir hiicresi hatti Gzerinde oksidatif stres,
inflamasyon gibi toksik uyarilara karsi taurinin koruyucu etkisi
gozlenmistir.

Ayrica post-mortem incelemelerde Alzheimer beyin dokularinda taurine
duzeylerinin normal beyinlere kiyasla dusuk oldugu bulunmustur .




Vv

Sci Rep. 2020 Sep 23;10(1):15551.doi: 10.1038/s41598-020-72755-4. - Evaluation of the neuroprotective effect of taurine in Alzheimer's
disease using functional molecular imaging - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7511343/pdf/41598_2020_Article 72755.pdf

J Immunol Res. 2021 Jul 5;2021:7497185.doi: 10.1155/2021/7497185. eCollection 2021. - Neuroprotective Effect of Taurine against Cell
Death, Glial Changes, and Neuronal Loss in the Cerebellum of Rats Exposed to Chronic-Recurrent Neuroinflammation Induced by LPS -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8277510/pdf/JIR2021-7497185.pdf

Mol Med Rep. 2018 Nov;18(5):4516-4522.doi: 10.3892/mmr.2018.9465. Epub 2018 Sep 6. - Protective effects of taurine against

inflammation, apoptosis, and oxidative stress in brain injury - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6172387/pdf/mmr-18-05-
4516.pdf

Redox Biol. 2019 Jun;24:101223.doi: 10.1016/j.redox.2019.101223. Epub 2019 May 21. - Taurine and its analogs in neurological
disorders: Focus on therapeutic potential and molecular mechanisms -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6536745/pdf/main.pdf

Sci Rep. 2014 Dec 12;4:7467.doi: 10.1038/srep07467. - Taurine in drinking water recovers learning and memory in the adult APP/PS1
mouse model of Alzheimer's disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4264000/pdf/srep07467.pdf

Stem Cell Res. 2015 May;14(3):369-79.doi: 10.1016/j.scr.2015.04.001. Epub 2015 Apr 10. - Taurine increases hippocampal neurogenesis in
aging mice - https://www.sciencedirect.com/science/article/pii/S1873506115000434?via%3Dihub

Nutr J. 2021 Jun 8;20(1):53.doi: 10.1186/s12937-021-00712-6. - The effects of Taurine supplementation on inflammatory markers and
clinical outcomes in patients with traumatic brain injury: a double-blind randomized controlled trial -
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8186362/pdf/12937 2021 Article_712.pdf
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Bu bitkide iridoid glikozitler (6rnegin verbenalin, hastatoside), feniletiloid glikozitler,
flavonoidler gibi bilesenler vardir.

B-amiloid (ARB) peptit toksisitesine karsi noronlari koruyabildigi gosterilmistir.

AR Uretimini azalttigi gosterilmistir. AB birikimini ve davranissal defisitleri azalttigi ve
ogrenme-hafiza gostergelerinde iyilesme raporlanmistir.

Verbenalin, Alzheimer hayvan modellerinin hipokampusunde AB ve tau ekspresyonunu
azaltmistir;

Alzheimer hastaligi olmak Uzere, nérodejeneratif hastaliklarin 6nlenmesinde potansiyel
olarak kullanilabilecegini gosteren deneysel kanitlar bulunmaktadir.




Vv

BMC Pharmacol Toxicol. 2022 Oct 24;23(1):82.doi: 10.1186/s40360-022-00620-3. - Cornin protects against cerebral ischemia/reperfusion
injury by preventing autophagy via the PI3K/Akt/mTOR pathway -
www.ncbi.nim.nih.gov/pmc/articles/PMC9594897/pdf/40360 2022 Article 620.pdf

Basic Clin Neurosci. 2020 Jan-Feb;11(1):91-98.doi: 10.32598/bcn.11.1.3. Epub 2020 Jan 1. - Evaluating the Antidepressant Effect of
Verbena officinalis L. (Vervain) Aqueous Extract in Adult Rats - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7253814/pdf/BCN-11-

91.pdf
Front Plant Sci. 2022 Aug 4;13:955075.doi: 10.3389/fpls.2022.955075. eCollection 2022. - Integrating transcriptome and chemical

analyses to reveal the anti-Alzheimer's disease components in Verbena officinalis Linn
www.ncbi.nlm.nih.gov/pmc/articles/PMC9386363/pdf/fpls-13-955075.pdf

Saudi J Biol Sci. 2018 Sep;25(6):1170-1177.doi: 10.1016/j.sjbs.2017.10.005. Epub 2017 Oct 13. - The protective role of verbenalin in rat
model of focal cerebral ischemia reperfusion - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6117236/pdf/main.pdf

Molecules. 2022 Dec 8;27(24):8678.doi: 10.3390/molecules27248678. - Verbenalin Reduces Amyloid-Beta Peptide Generation in Cellular
and Animal Models of Alzheimer's Disease - https://www.ncbi.nim.nih.gov/pmc/articles/PMC9781082/pdf/molecules-27-08678.pdf
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Kolinin icinde bulunan 25 ml ol¢ekli kap, tercihan yemeklerden yarim saat once, sabah ve

aksam olarak giinde 2 defa ALZSTOP® ile doldurularak bos bir bardaga bosaltilir ve
bardagin geri kalan kismi meyve suyu,...vs bir icecek ile tamamlanip, karistirilarak icirilir.
Ginliik doz kesinlikle asiilmamahdar.
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