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Abstract

Treatment strategies for AD will have to include a variety of interventions directed at multiple
targets. So far, the outcomes with available approved medications for AD are often unsatisfactory,
and there is a place for alternative medicine, in particular herbal medicine. Herbal medicines are
being used by about 80% of the world population primarily in the developing countries for
primary health care. They have stood the test of time for their safety, efficacy, cultural
acceptability and lesser side effects. This review tries to summarize the studies regarding Ginkgo
biloba, Salvia officinalis, Melissa officinalis and Crocus sativus in the treatment of Alzheimer’s
disease.
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Introduction

Alzheimer's disease (AD) is the most
common form of dementia in the elderly [1].
This condition is characterized by a
progressive loss of memory, deterioration of
virtually all intellectual functions, increased
apathy, decreased speech function,
disorientation, and gait irregularities. It is also
one of the best known and important of all
degenerative diseases [2]. It is a condition that
is associated with considerable psychological
and emotiona distress for patients and their
families. It is estimated that 3.5% of the
population in the United States between the
ages of 65 and 74 years of ageisin at least the
initial stage of AD [1, 2]. Most individuas
who have advanced disease are 85 years of age
and older. Females are dightly more likely
than males to develop Alzheimer’s disease [1,
2]. Deposition of amyloid-B (AB) in the brain
is a neuropathological hallmark of AD and a
potential cause of neuronal damage [3].
Although a “magic bullet” for AD has clearly
not as yet been found, certain medicines offer
modest benefit, and these may be conveniently
divided into three classes, according as to
whether they may prevent the development of
the disease, retard its progression once it has
set in, or offer some symptomatic relief [4, 5].

New studies suggest novel strategies for
AD therapy. The most viable of these at the
moment is targeting the disruption of
neurotransmitter ~ systems.  Counteracting
overproduction of amyloid-B is attractive in
theory and has spurred the development of
secretase inhibitors as well as active and
passive immunization techniques.
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Nevertheless, the present drugs effects are
quite limited [4, 5].

Herbal medicine is still the mainstay of
about 75 — 80% of the world population,
mainly in the developing countries, for
primary health care because of better cultural
acceptability, better compatibility with the
human body and lesser side effects. However,
the last decade has seen a major increase in
their use in the developed world [6, 7].
Preliminary clinical evidence indicates that
some herbal medicines can ameliorate learning
and memory in patients suffering from mild-
to-moderate AD [8]. Potentia beneficia
actions exerted by the active ingredients of
these herbs are not limited to the inhibition of
cholinesterase inhibitors and include the
modification of AP processing, protection
against apoptosis and oxidative stress, and
anti-inflammatory effects.

Ginkgo biloba

Originally, Ginkgo biloba (Coniferae) has
been traditionaly used for respiratory
disorders in China and to improve memory
loss associated with blood circulation
abnormalities [9]. This herb has been
subjected to numerous investigations regarding
its potentiad in  cognitive  disorders.
Standardized extracts, particularly EGb 761,
derived from the plants leaves are
successfully used as herbal drug for the
improvement of cognitive and memory
impairment [10]. EGb 761 represents a
prototype of plant extracts for attenuating CNS
disorders, due to the fact that both flavonoids
and terpenic lactones, which are partly aso
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present in numerous other plant extracts, have
been identified as the active principles in
Ginkgo extracts as well as the ample
experimental evidence on EGb 761's
protective efficiency in vitro and in vivo. The
potential of EGb 761 to attenuate the cytotoxic
effects of Alzheimer's related neurotoxic
amyloid peptides when added to the culture
medium was demonstrated not only in
neuronal-like cell lines but also primary
neurons, though with different efficiency [11-
13]. The impact of Ginkgo extract has been
largely attributed to its antioxidant activity
[12]. The effects of oxidative stress were
reduced in lymphocytes and brain cells derived
of EGb 761-treated AD-transgenic and non-
transgenic mice [14, 15]. Recent data,
however, indicate that EGb 761 also affects
the production of neurotoxic beta-amyloid
peptides (AP), for example, by up regulating
a-secretase activity both in cells and animals
[15]. In a nutshell, many placebo-controlled
clinical trials proved G. biloba to be a useful
herbal remedy for attenuating symptoms in
dementia, with efficiency comparable to those
of standard drugs in AD treatment [15]. This
notion has been confirmed in a recent 3-month
study in comparison to donepezil [16].
Furthermore, EGb 761 has been suggested to
prevent neurodegenerative pathologies [17].
The ongoing GuidAge study, a double-blind
randomized trial, will shed further light on the
efficiency of EGb 761 in the prevention of AD
[18].
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Salvia officinalis, Melissa officinalis and
Crocus sativus

Salvia officinalis (Sage; Lamiaceag)
traditionally used, e.g., in tea preparations as
anti-inflammatory  agent, recently attracts
attention as beneficial in dementia [19]. Sage
protects PC12 cells from A4 induced
neurotoxicity, which include reactive oxygen
species formation, lipid peroxidation, DNA
fragmentation caspase-3 activation, and tau
protein hyper phosphorylation [20]. These
in vitro findings may help to elucidate Sage's
clinical effects: S officinalis extract was tested
in patients with mild to moderate AD in a
double-blind, randomized and placebo
controlled multi-center tria in Iran [21, 22]. At
4 months, S. officinalis extract produced a
significant better outcome on cognitive
functions than placebo [23]. Using comparable
clinical settings Akhondzadeh et al. [24] also
reported beneficia effects for the traditional
used remedies Crocus sativus (Iridaceae),
traditionally used to treat al varieties of
gastrointestinal  ailments and  Melissa
officinalis (Lamiaceae) traditionally used, e.g.,
as an anxiolytic or mild sedative agent [24,
25]. Recent screening assays identified
rosmarinic acid from M. officinalis extracts to
potently inhibit AChE [26, 27]. Saffron is the
world’ s most expensive spice and apart from
its traditional value as a food additive recent
studies indicate its potential as an anti cancer
agent and memory enhancer [28, 29]. The
value of saffron (dried stigmas of Crocus
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sativus L.) is determined by the existence of
three main secondary metabolites: crocin and
its derivatives which are responsible for color;
picrocrocin, responsible for taste; and safranal
responsible for odor [30]. This plant belongs to
the Iridaceae family and as a therapeutically
plant, saffron it is considered an excellent aid
for stomach allments and an antispasmodic,
helps digestion and increases appetite. It is
also relieves renal colic, reduces stomach ache
and relieves tension [8, 31]. The world's total
annual saffron production is estimated at 205
tons per year, with >80% of this harvest
originating from Iran, mainly from the South
Khorassan province. Saffron is used for
depression and dementia in Persian traditional
medicine [32]. Indeed, it is a Persian herb with
a history as long as the Persian Empire itself
[33-35]. It has been shown that administration
of extracts of Crocus sativus L. antagonized
ethanol-induced memory impairment in the
passive avoidance task in the mouse, and the
constituent of saffron extracts, crocin,
prevented ethanol-induced inhibition of
hippocampal long-term potentiation (LTP), a

References

form of activity - dependent synaptic plasticity
that may underlie learning and memory [36].
In addition, it has also been reported that
crocin counteracted ethanol inhibition of
NMDA receptor-mediated responses in rat
hippocampal neurons [37]. Low doses of
Crocus sativus extract antagonized extinction
of recognition memory in the object
recognition test and scopolamine-induced
performance deficits in the passive avoidance
task [38].

In conclusion, these studies show that
Crocus sativus stigmas extract has antioxidant
and anti amyloidogenic activity, thus
reinforcing ethnopharmacological observations
that saffron has a positive effect on cognitive
function [39]. Another study indicated the
possible use of Crocus sativus stigma
constituents for inhibition of aggregation and
deposition of amyloid-p in the human brain
[40]. Therefore, increasing evidence from
Persian traditional medicine as well as recent
basic and clinical studies confirms that saffron
may have potential for treating AD.

1. Tedeschi G, Cirillo M, Tessitore A, Cirillo
S. Alzheimer's disease and other dementing
conditions. Neurol. Sci. 2008; 29 (Suppl): 301
-7.

2. Citron M. Strategies for disease
modification in Alzheimer’s disease. Nat. Rev.
Neurosci. 2004; 5: 677 — 85.

Journal of Medicinal Plants, Volume 11,
No. 41, Winter 2012

3. Golde TE. The A hypothesis: leading usto
rationally-designed therapeutic strategies for
the treatment or prevention of Alzheimer
disease. Brain Pathol. 2005; 15: 84 — 7.

4. Becker RE, Greig NH. Alzheimer's disease
drug development in 2008 and beyond:
problems and opportunities. Curr. Alzheimer


https://dor.isc.ac/dor/20.1001.1.2717204.2012.11.41.1.7
http://jmp.ir/article-1-148-fa.html

[ Downloaded from jmp.ir on 2026-07-01 ]

[ DOR: 20.1001.1.2717204.2012.11.41.1.7 ]

Res. 2008; 5: 346 - 57.

5. Rafii MS, Aisen PS. Recent developments
in Alzheimer's disease therapeutics. BMC
Med. 2009; 19: 7.

6. Mantle D, Pickering AT, Perry E. Medical
Plant extracts for treatment of dementia A
review of their pharmacology, efficacy and
tolerability. CNS Drugs 2002; 13: 201 — 13.

7. 1zzo AA, Capasso F. Herbal medicines to
trezi. Alzheimer’s disease. Trends Pharmacol.
Sci. 2006; 28: 47 - 8.

8. Akhondzadeh S, Abbas SH. Herba
medicine in the treatment of Alzheimer's
disease. Am. J. Alzheimers Dis. Other Demen.
2006; 21: 113 - 8.

9. Howes M J, Perry N S, Houghton PJ. Plants
with traditional uses and activities, relevant to
the management of Alzheimer's disease and
other cognitive disorders. Phytother. Res.
2003; 17: 1-18.

10. Kumar V. Potential medicinal plants for
CNS disorders. an overview. Phytother. Res.
2006; 20: 1023 — 35.

11. Bastianetto S, Ramassamy C, Dore S,
Christen Y, Poirier J, Quirion R. The Ginkgo
biloba extract (EGb 761) protects hippocampal
neurons against cell death inducedby beta-
amyloid. Eur. J. Neurosci. 2000; 12: 1882 —
90.

12. Yao Z X, Drieu K, Papadopoulos V. The
Ginkgo biloba extract EGb 761 rescues the
PC12 neuronal cells from beta-amyloid-
induced cell death by inhibiting the formation
of beta- amyloid-derived diffusible neurotoxic
ligands. Brain Res. 2001; 889: 181 — 90.

13. Eckert A, Kel U, Scherping I,
Hauptmann S, Muller WE. Stabilization of

Hajiaghaee & Author

mitochondrial membrane potentia  and
improvement of neuronal energy metabolism
by Ginkgo Biloba extract EGb 761. Ann. N. Y.
Acad. Sc. 2005; 1056: 474 — 85.

14. Schindowski K, Leutner S, Kressmann S,
Eckert A, Muller W E. Age-related increase of
oxidative stress induced apoptosis in mice
prevention by Ginkgo biloba extract
(EGDb761). J. Neural Transm. 2001; 108: 969 —
78.

15. Abde-Kader R, Hauptmann S, Keil U,
Scherping |, Leuner K, Eckert A, Muller WE.
Stabilization of mitochondrial function by
Ginkgo biloba extract (EGb 761). Pharmacol.
Res. 2007; 56: 493 — 502.

16. Mazza M, Capuano A, Bria P, Mazza S.
Ginkgo hiloba and donepezil: a comparison in
the treatment of Alzheimer's dementia in a
randomized placebo-controlled double-blind
study. Eur. J. Neurol. 2006; 13: 981 — 5.

17. Christen Y. Ginkgo biloba and
neurodegenerative disorders. Fron. Biosc.
2004; 9: 3091 — 104.

18. Andrieu S, Ousset P J, Coley N, Ouzid
M, Mathiex-Fortunet H, Vellas B. GuidAge
study: a 5-year double blind, randomised trial
of EGDb 761 for the prevention of Alzheimer’'s
disease in ederly subjects with memory
complaints, rationale, design and baseline data.
Curr. Alzheimer Res. 2008; 5: 406 — 15.

19. Kennedy DO, Scholey AB. The
psychopharmacology of European herbs with
cognitionenhancing properties. Cur. Pharm.
Des. 2006; 12: 4613 — 23.

20. luvone T, De Filippis D, Esposito G,
D’Amico A, 1zzo AA The spice sage and its
active ingredient rosmarinic acid protect PC12

-


https://dor.isc.ac/dor/20.1001.1.2717204.2012.11.41.1.7
http://jmp.ir/article-1-148-fa.html

[ Downloaded from jmp.ir on 2026-07-01 ]

[ DOR: 20.1001.1.2717204.2012.11.41.1.7 ]

Herbal Medicinein ...

cells from amyloid-beta peptide-induced
neurotoxicity. J. Pharmacol. Exp. Ther. 2006;
317:1143-9.

21. Akhondzadeh S, Noroozian M,
Mohammadi M, Ohadinia S, Jamshidi AH,
Khani M. Salvia officinalis extract in the
treatment of patients with mild to moderate
Alzheimer's disease: a double blind,
randomized and placebo controlled trial. J.
Clin. Pharm. Ther. 2003; 28: 53 - 9.

22. Akhondzadeh S, Abbasi SH. Herbal
medicine in the treatment of Alzheimer's
disease. Am. J. Alzheimers Dis. Other Demen.
2006; 21: 113 -8.

23. Akhondzadeh S, Noroozian M,
Mohammadi M, Ohadinia S, Jamshidi AH,
Khani M. Melissa officinalis extract in the
treatment of patients with mild to moderate
Alzheimer's disease: a double blind,
randomized, placebo controlled trial. J.
Neurol. Neurosurg. Psychiatr. 2003; 74. 863 —
6.

24, Akhondzadeh S, Shafiee Sabet M,
Harirchian MH, Togha M, Cheraghmakani H,
Razeghi S, Hegazi SS, Yousefi MH,
Alimardani R, Jamshidi A, Rezazadeh SA,
Yousefi A, Zare F, Moradi A, Vossoughi A. A
22 - week, multicenter, randomized, double-
blind controlled trial of Crocus sativus in the
treatment of mild-to-moderate Alzheimer's
disease. Psychopharmacology (Berl) 2010;
207: 637 - 43.

25. Akhondzadeh S, Sabet MS, Harirchian
MH, Togha M, Cheraghmakani H, Razeghi S,
Hegazi SSh, Yousefi MH, Alimardani R,
Jamshidi A, Zare F, Moradi A. Saffron inthe
treatment of patients with mild to moderate

Journal of Medicinal Plants, Volume 11,
No. 41, Winter 2012

Alzheimer's disease: a 16-week, randomized
and placebo-controlled trial. J. Clin. Pharm.
Ther. 2010; 35: 581 - 8.

26. Dastmalchi K, Ollilainen V, Lackman P,
Boije af Gennas G, Dorman HJ, Jarvinen PP,
Yli-Kauhaluoma J, Hiltunen R.
Acetylcholinesterase inhibitory guided
fractionation of Melissa officinalis L. Bioorg.
Med. Chem. 2009; 17: 867 — 871.

27. Abe K, Saito H. Effects of Saffron
Extract and its Constituent Crocin on Learning
Behaviour and Long-term  Potentiation.
Phytother. Res. 2000; 14: 149 — 52.

28. Abdullaev Fl, Espinosa-Aguirre JJ.
Biomedical properties of saffron and its
potential use in cancer therapy and
chemoprevention trials. Cancer Detect. Prev.
2004; 28: 426 - 32.

29. Schmidt M, Betti G, Hensel A. Saffronin
phytotherapy: Pharmacology and clinical uses.
Wien Med Wochenschr. 2007; 157: 315 - 9.
30. Akhondzadeh S, Tahmacebi-Pour N,
Noorbala AA, Amini H, Falah-Pour H,
Jamshidi AH. Khani M. Crocus sativus L. in
the treatment of mild to moderate depression:
a double-blind, randomized and placebo-
controlled trial. Phytother. Res. 2005; 19: 148
—b51.

31. Noorbala AA, Akhondzadeh S
Tahmacebi-Pour N, Jamshidi AH. Hydro-
alcoholic extract of Crocus sativus L. versus
fluoxetine in the treatment of mild to moderate
depression: a double-blind, randomized pilot
trial. J. Ethnopharmacol. 2005; 97: 281 - 4.

32. Akhondzadeh Basti A, Moshiri E,
Noorbala AA, Jamshidi AH, Abbas SH,
Akhondzadeh S. Comparison of petal of


https://dor.isc.ac/dor/20.1001.1.2717204.2012.11.41.1.7
http://jmp.ir/article-1-148-fa.html

[ Downloaded from jmp.ir on 2026-07-01 ]

[ DOR: 20.1001.1.2717204.2012.11.41.1.7 ]

Crocus sativus L. and fluoxetine in the
treatment of depressed outpatients: a pilot
double-blind  randomized trial.  Prog.
Neuropsychopharmacol.  Biol.  Psychiatry
2007; 31: 439 - 42.

33. Moshiri E, Basti AA, Noorbaa AA,
Jamshidi  AH, Hesameddin Abbas S
Akhondzadeh S. Crocus sativus L. (petd) in the
treatment of mild-to-moderate depression: a
double-blind, randomized and placebo-
controlled trial. Phytomedicine 2006; 13: 607 -
11.

34. Akhondzadeh S, Fallah-Pour H, Afkham
K, Jamshidi AH, Khalighi-Cigaroudi F.
Comparison of Crocus sativus L. and
imipramine in the treatment of mild to
moderate depression: a pilot double-blind
randomized trial [ISRCTN45683816]. BMC
Complement Altern. Med. 2004; 4: 12.

35. Agha-Hosseini M, Kashani L, Aleyaseen
A, Ghoreishi A, Rahmanpour H, Zarrinara AR,
Akhondzadeh S. Crocus sativus L. (saffron) in
the treatment of premenstrual syndrome: a
double-blind, randomised and placebo-
controlled trial. BJOG 2008; 115: 515 - 9.

36. Sugiura M, Shoyama Y, Sato H,

Hajiaghaee & Author

Nishiyama N. Crocin improves the ethanol-
induced impairment of learning behaviors of
mice in passive avoidance tasks. Proc. Japan
Acad. Ser. B 1995; 1: 319 —24.

37. Sugiura M, ShoyamaY, Saito H, Abe K.
Ethanol extract of Crocus sativus L.
antagonizes the inhibitory action of ethanol on
hippocampal long-term potentiation in vivo.
Phytother. Res. 1995; 9: 100 — 4.

38. AbeK, Sugiura M, ShoyamaY, Saito H.
Crocin antagonizes ethanol inhibition of
NMDA receptor-mediated responses in rat
hippocampal neurons. Brain Res. 1998; 787:
132-8.

39. Pitskas N, Zisopoulou S, Tarantilis PA,
Kanakis CD, Polissou MG, Sekelaridis N.
Effects of the active condituents of Crocus
sativus L. crocins on recognition and spatial rats
memory. Behav. Brain Res. 2007; 183: 141 - 6.
40. Papandreou MA, Kanakis CD, Polissiou
MG, Efthimiopoulos S, Cordopatis P,
Margarity M, Lamari FN. Inhibitory activity
on amyloid-beta aggregation and antioxidant
properties of Crocus sativus stigmas extract
and its crocin constituents. J. Agric. Food
Chem. 2006; 15: 8762 - 8.


https://dor.isc.ac/dor/20.1001.1.2717204.2012.11.41.1.7
http://jmp.ir/article-1-148-fa.html
http://www.tcpdf.org

