
DAFTAR PUSTAKA 

 

Adjamian, P., Hall, D. A., Palmer, A. R., Allan, T. W., & Langers, D. R., 2014. 

Neuroanatomical abnormalities in chronic tinnitus in the human brain. 

Neuroscience & Biobehaviorial Reviews, 45 :119-133. 

Albert M, DeKosky ST, Dickson D, Dubois B. The diagnosis of mild cognitive 
impairment due to Alzheimer’s disease: Recommendations from the 

National Institute on Aging-Alzheimer’s Association workgroups on 

diagnostic guidelines for Alzheimer’s disease. Alzheimers Dement. 

2011;7(3):270-79. 

Aggarwal, B.B., Young-Joon Surh and Shishir Shishodia (2007). The 

molecular targets and therapeutic uses of curcumin in health and 

disease. New York: Springer.  
Aswani, T., Manalu, W., Suprayogi, A., & Rahminiwati, M. (2015). Potensi ekstrak 

pegagan (Centella Asiatica) dan kunyit (Curcuma longa) untuk meningkatkan 

aktivitas enzim glutation peroksidase (GSH Px) pada jaringan hati tikus. 

Berita Biologi, 14(3), 259-265. 
Ballard, C., Rowan, E., Stephens, S., Kalaria, R., Kenny, R.A, 2003. Prospective 

follow up study between 3 and 15 months after stroke: Improvements and 

decline in cognitive function among dementia-free stroke survivors >75 years 

of age. Stroke ; 34:2440-2444.  

Basu, NK., 2004. Human UDP glucuronosytransferase show atypical metabolis 

of mycopenolic acid and inhibition by curcumin. Drug Metab Dispos. 

Jul;32(7)768-73 

Ballard, C., Stephens, S., Kenny, R., Kalaria, R., Tovee, M. and O’Brien, J. 

(2003). Profile of Neuropsychological Deficits in Older Stroke 

Survivors without Dementia. Dementia and Geriatric Cognitive 

Disorders, 16(1), pp.52–56. 

Baum, L., Lam, C.W., Cheung, S.K., et al. 2008. Six-month randomized, 

placebo- controlled, double-blind, pilot clinical trial of curcumin in 

patients with Alzheimer disease. J Clin Psychopharmacol,28(1):110-

113. 

Baum, L. and Ng, A. (2004). Curcumin interaction with copper and iron 

suggests one possible mechanism of action in Alzheimer’s disease 

animal models. Journal of Alzheimer’s Disease, 6(4), pp.367–377. 

Belcaro, G., Cesarone, M.R., Dugall, M., et al., 2010. Product-evaluation 

registry of Meriva(R), a curcumin-phosphatidylcholine complex, for the 

complementary management of osteoarthritis. Panminerva Med, 

52(2):55-62. 

Birks, J.S. and Harvey, R.J. (2018). Donepezil for dementia due to 

Alzheimer’s disease.Cochrane Database of Systematic Reviews.  

BPOM, 2014. Peraturan Kepala Badan Pengawasan Obat dan Makanan 

Republik Indonesia tentang    Pedoman Uji Klinik Obat Herbal No 12 

tahun 2014.  

BPOM. 2014.  Peraturan kepala badan pengawas obat dan makanan Republik 

Indonesia Nomor 7 tahun 2014 Tentang Pedoman Uji Toksisitas 

Nonklinik secara in vivo. 

Brattstrom,L.,Cuskelly, 1998. Homocysteine lowering trialist collaboration 

lowering blood homocysteine with folic acid based suplements: 

Metaanalysis of Randomised Trial. British Medical Journal; 316:984-

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



898.  

Bruscoli M, Lovestone S. Is MCI really just early dementia? A systematic 

review of conversion studies. . Int Psychogeriatr. 2004;16(2):128-

40.45. 

Cai, T., Mazzoli, S., Bechi, A., et al., 2009. Serenoa repens associated with 

urtica dioica (ProstaMEV) and curcumin and quercetin (FlogMEV) 

extracts are able to improve the efficacy of prulifloxacin in bacterial 

prostatitis patients: results from a prospective randomised study. Int J 

Antimicrob Agents, 33(6):549-553.  

Chaldarov, G. N., Tonchev, A. B., & Aloe, L. (2009). NGF and BDNF: 

from nerves to adipose tissue, from neurokines to 

metabokines. Rivista di psichiatria, 44(2), 79-87.  

Cole, G.M., Teter, B., Frautschy, S.A., 2007. Neuroprotective effects od 

curcumin, in: Aggarwal, B.B., Surh, Y.-J., Shishodia, S. (Eds.), The 

Molecular Targets and Therapeutic Uses of Curcumin in Health and 

Disease: Advances in Experimental Medicine and Biology. Springer 

US, Boston, MA, pp. 197–212. https://doi.org/10.1007/978-0-387-

46401-5_8 

 

Citrome, L. and Ketter, T.A. (2013). When does a difference make a 

difference? Interpretation of number needed to treat, number needed to 

harm, and likelihood to be helped or harmed. International Journal of 

Clinical Practice, 67(5), pp.407– 411. 

Chaisawang, P., Sirichoat, A., Chaijaroonkhanarak, W., Pannangrong, W., 

Sripanidkulchai, B., Wigmore, P., & Welbat, J. U. (2017). Asiatic acid 

protects against cognitive deficits and reductions in cell proliferation 

and survival in the rat hippocampus caused by 5-fluorouracil 

chemotherapy. PLoS One, 12(7), e0180650. 

Chauhan, P.K., Singh, V., 2012. Acute and subacute toxicity study of the 

acetone leaf extract of Centella asitica in experimental animal models. 

Asian Pacific Journal of Tropical Biomedicine : 511 – 513. 
Chivapat, S., Chavalittumrong, P., and Tantisira, M.H., 2011. Acute and sub-chronic 

toxicity studies of a standardized extract of Centella asiatica ECa 233. Thai J 

Pharm Sci, 35:55-64. 
Chauhan, P.K., Singh, V., 2012. Acute and subacute toxicity study of the 

acetone leaf extract of Centella asitica in experimental animal models. 

Asian Pacific Journal of Tropical Biomedicine : 511 – 51. 
Clifford R. Jack Jr., et al. 2011. Introduction to the recommendations from the National 

Institute on Aging-Alzheimer's Association workgroups on diagnostic 

guidelines for Alzheimer's disease. Cole, G. M., Teter, B., & Frautschy, S. A. 

(2007). Neuroprotective effects of curcumin. The molecular targets and 

therapeutic uses of curcumin in health and disease, 197-212. 
Cox, K.H.M., Pipingas, A., and Scholey, A.B. 2014. Investigation of the effects 

of solid lipid curcumin on cognition and mood in a healthy older 

population. J of Psychopharmacology, 29(5):642-651 

Craker, L.E. and Simon, J.E. (n.d.). Herbs, spices, and medicinal plants. New 

York ; London: Food Products Press 
Cravotto, G., Boffa, L., Genzini, L., 2010. Phytotherapeutics: an evaluation of the 

potential of 1000 plants. J Clin Pharm Ther; 35(1): 1365-2710. 

Cohen, S., 2000. The subacute stroke patient: preventing recurent stroke. In 

management of ischemic stroke. New York; Mc Graw Hill; pp 89-109 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/

http://www.ncbi.nlm.nih.gov/pubmed/21514247
http://www.ncbi.nlm.nih.gov/pubmed/21514247
http://www.ncbi.nlm.nih.gov/pubmed/21514247


Dev, R.D.O., 2009. Comparison on cognitive effects of centella asiatica in 

healthy middle age female and male volunteers. Ann Nutr Metab 55: 

174-176. 

Dev, R. D. O., Mohamed, S., Hambali, Z., & Samah, B. A. (2009). Comparison 

on cognitive effects of Centella asiatica in healthy middle age female 

and male volunteers. European Journal of Scientific Research, 31(4), 

553-565. 

Deshpande, O.P., Mohan, V., and Thakurdesai, P., 2015. Preclinical safety 

assessment of standardized extract of Centella asiatica (L.) urban 

leaves. Toxicol Int,22(1): 10 – 20. 

Dhanaasekaran, M., Holcomb, L.A., Hitt, A.R., Tarakan, B., Porter, J.W., 

Young, K.A., dan Manyam, B.V., 2009. Centella asiatica extract 

selectively decreases amyloid β levels in hippocampus of Alzheimer’s 

disease animal model.Phytother Res, 23: 14- 19. 

Dhanaasekaran, S., Devi, R.S., Srikumar, R., Manikandan, S., and Tangaraj, 

R., 2007, Protective effect of tripala on cold stress induced behavioural 

and biochemical abnormalities in rats, Yakugaku Zasshi, 127 (11): 

1863-67. 

Dichgans, M., Markus, H.S., Salloway, S.2008. Donepezilin patients with 

subcortical vascular cognitive impairment; a randomized double blind 

trial in CADASIL. Lancet Neurology;7:310-318.  

Dichgans, M. and Leys, D. (2017). Vascular Cognitive Impairment. Circulation 

Research, 120(3), pp.573–591. 

Dou, K.-X., Tan, M.-S., Tan, C.-C., Cao, X.-P., Hou, X.-H., Guo, Q.-H., Tan, 

L., Mok, V. and Yu, J.-T. (2018). Comparative safety and effectiveness 

of cholinesterase inhibitors and memantine for Alzheimer’s disease: a 

network meta-analysis of 41 randomized controlled trials. Alzheimer’s 

Research & Therapy, [online] 10(1). Available at: 

https://alzres.biomedcentral.com/articles/10.1186/s13195-018-0457-9 

[Accessed 3 Feb. 2020]. 

Dwi Cahyani, 2015. Efek Neurotrofik dan Neuroprotektif Ekstrak Etanol Daun 

Pegagan (Centella Asiatica) terhadap Gangguan Memori Spasial Pasca 

Stress Kronis. FKKMK: 2015. 

Ethan, M., Balk, M.,D., Gowri, R., et al., 2007. Vitamin B6, B12 and folic acid 

suplementation and cognitive function: Systematic review of 

Randomized trials. Arch Intern me; 167:21-30. 

Farhana, K. M., Malueka, R. G., Wibowo, S., & Gofir, A. (2016). Effectiveness 

of Gotu Kola Extract 750 mg and 1000 mg Compared with Folic Acid 

3 mg in Improving Vascular Cognitive Impairment after Stroke. 

Evidence-Based Complementary and Alternative Medicine, Evidence-

Based Complementary and Alternative Medicine, 2016, 

2016,e2795915.http://doi.org/10.1155/2016/2795915,10.1155/2016/27

95915. 

Frautschy, S.A., Hu, W., Kim, P., et al., 2001. Phenolic anti-inflammatory 

antioxidant reversal of Abeta-induced cognitive deficits and 

neuropathology. Neurobiol Aging; 22(6): 993-1005. 

Garcea, G., Berry, DP., Jones, DJ., Singh, R., Dennison, AR., et al., 2005. 

Consumption of the putative chemopreventive agent curcumin by 

cancer patients: assessment of curcumin levels in the colorectum and 

their pharmacodynamic consequences. Cancer Epidemiol Biomarkers 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/

https://alzres.biomedcentral.com/articles/10.1186/s13195-018-0457-9
http://doi.org/10.1155/2016/2795915


Prev. Jan;14(1):120-5.  

Gavrilova, S. I., Preuss, U. W., Wong, J. W. M., Hoerr, R., Kaschel, R., 

Bachinskaya, N., & GIMCIPlus Study Group. (2014). Efficacy and 

safety of Ginkgo biloba extract EGb 761® in mild cognitive impairment 

with neuropsychiatric symptoms: a randomized, placebo‐controlled, 

double‐blind, multi‐center trial. International journal of geriatric 

psychiatry, 29(10), 1087-1095. 

Gohil, K.J., Patel, J.A., Gajjar, A.K., 2010. Pharmacological review on Centella 

asiatica: A potential herbal cure-all. Indian J Pharm Sci; 72(5): 546-556 

Gorelick, P.B., Scuteri, A., Black, S.E., 2011. Vascular contributions to 

cognitive impairment and dementia. Stroke;42(9):2672-2713. 

Gouaille, 1999. Focus on Homocystein.Springer-Verlag.telos,Sweden:10.1-6.  

Gray, N. E., Sampath, H., Zweig, J. A., Quinn, J. F., & Soumyanath, A. (2015). 

Centella asiatica attenuates amyloid-β-induced oxidative stress and 

mitochondrial dysfunction. Journal of Alzheimer's Disease, 45(3), 933-

946. 

Griffanti, L., Wilcock, G.K., Voets, N., Bonifacio, G., Mackay, C.E., 

Jenkinson, M. and Zamboni, G. (2016). Donepezil Enhances Frontal 

Functional Connectivity in Alzheimer’s Disease: A Pilot Study. 

Dementia and Geriatric Cognitive Disorders Extra, 6(3), pp.518–528. 

Guilliams, T.G., 2004. Homocysteine A Risk factor for vascular disease: 

Guidelines for Clinical Practice. Jour of the American Nutraceutical 

Association Vol 7;1. 

Gupta, S.C., Patchva, S., and Aggarwal, B.B. 2013. Therapeutic roles of 

curcumin: lessons learned from clinical trials. AAPS J, 15(1):195-218. 

Haring, H.P., 2002. Cognitive impairment after stroke. Lippncott Williams 

Wilkins;15:79- 84. 
Hochstenbach, J., Mulder, T., van Limbeek, J., Donders, R., & Schoonderwaldt, H. 

(1998). Cognitive decline following stroke: a comprehensive study of 

cognitive decline following stroke. Journal of clinical and experimental 

neuropsychology, 20(4), 503-517 
Howes, M.J.R., Houghton, P.J. 2009. The search for plants to manage 

neurodegenerative diseases.        Ethnopharmacology; 2: 1-10  

Ireson, CR., Jones DJ, Orr S, Coughtrie MW, Boocock DJ, Williams ML, et 

al., 2002. Metabolism of the cancer chemopreventive agent curcumin 

in human and rat intestine. Cancer Epidemiol Biomarkers Prev. 

Jan;11(1):105-11. 
Ivan, C.S., Seshadri, S., Beiser, A., et al., 2004. Dementia After Stroke: The 

Framingham Study. Stroke;35:1264-9. 

Jaillard, A., Naegele, B., Trabucco-Miguel, S., LeBasJ.F. and Hommel, M. 

(2009). Hidden Dysfunctioning in Subacute Stroke. Stroke, 40(7), 

pp.2473–2479.Justin Thenmozhi, A. (2018). Asiatic acid nullified 

aluminium toxicity in in vitro model of Alzheimer rsquo s disease. 

Frontiers in Bioscience, 10(1), pp.287–299.  

Jiang, B., Ding, C., Yao, G., Yao, C., Zhang, Y., Ge, J., & Qiu, E. (2014). 

Intervention effect of folic acid and vitamin B12 on vascular cognitive 

impairment complicated with hyperhomocysteinemia. Journal of 

Medical Biochemistry, 33(2), 169-174. 

Jin, K., Zhu, Y., Sun, Y., Mao, X. O., Xie, L., & Greenberg, D. A. (2002). 

Vascular endothelial growth factor (VEGF) stimulates neurogenesis in 

vitro and in vivo. Proceedings of the National Academy of 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



Sciences, 99(18), 11946-11950.  

Johnson, J., Mukhtar, 2007. Curcumin for chemoprevention of colon cancer. 

Cancer let. Oct 8;255(2):170-81 

Jorge, O.A., Jorge, A.D., 2005, Hepatotoxicity associated with the ingestion 

ofCentella asiatica, Rev Esp Enferm Dig ; 97:115-124, Madrid.  

Jurenka, JS., 2009. Anti-inflammatory properties of curcumin, a major 

constituent of Curcuma longa: a review of preclinical and clinical 

research. Altern Med Rev. 2009 Sep;14(3):277. 

Karting T. Clinical application of Centella asiatica (L) Urb. In: Herbs, 

spices, and medicinal plants (Cracker LE, Simon JE Eds.). Phoenix, 

AZ, USA: Oxyx Press. 1998: 145-73. 

Kavirajan, H., Schneider, L.S., 2007. Efficacy and adverse effects of 

cholinesterase inhibitors and memantine in vascular dementia: a meta-

analysis of randomized controlled trials. Lancet neurology;6:782-792. 

Kinra, M., Ranadive, N., Gourishetti, K., Nayak, P. G., Jagdale, R. N., Ahmed, 

S. M., ... & Nandakumar, K. (2021). Neuroprotective effect of 

Mulmina™ against chemotherapy-induced   cognitive    decline    in    

normal    rats. Biomedical reports, 14(1),1-1. 

Kim, Y and Szele, F.G., 2008. Activation of subventricular zone stem cells 

after neuronal injury. Cell Tissue Res; 331(1): 337-345. 

Krishnamurthy, R.G., Senut, M.C., Zemke, D., et al., 2009. Asiatic acid, a 

pentacyclic triterpene from Centella asiatica, is neuroprotective in a 

mouse model of focal cerebral ischemia. J Neurosci Res; 87(11): 2541-

2550.  

Kraeuter AK, Guest PC, and Sarnyai Z. The Y-Maze for assessment of 

spatial working and reference memory in mice. Methods Mol 

Biol 2019;1916:105-111.https://doi.org/10.1007/978-1-4939- 8994-

2_10. 

Krishnaraju, A. V., Sundararaju, D., Sengupta, K., Venkateswarlu, S., & 

Trimurtulu, G. (2009). Safety and toxicological evaluation of 

demethylatedcurcuminoids; a novel standardized curcumin product. 

Toxicology mechanisms and methods, 19(6-7), 447-460.  

Kulkarni, R., Shetty, S. K., Rajarajeshwari, N. M., Rao, P. N., & Nayan, J. 

(2016). Rasayana herbs of ayurveda to treat age related cognitive 

decline: An update. Pharmacognosy Journal, 8(5). 

Kumar, M.H., Gupta, Y.K., 2002. Effect of different extracts of Centella 

asiatica on cognition and markers of oxidative stress in rats. J 

Ethnopharmacol; 79(2): 253- 260 

Kumar, P., Ansari, S.H., Ali, J., 2009. Herbal remedies for the treatment of 

periodontal disease – a patent review. Recent Pat Drug Deliv Formul; 

3(3): 221-228. 

Kumar, A., Prakash, A., Dogra, S., 2011. Centella asiatica attenuates D-

GalactoseInduced cognitive impairment,oxidative and mitochondrial 

dysfunction inmice. Journal of Alzheimer’s disease; 347-569.  

Kusuma, F. R., & Zaky, B. M. (2005). Tumbuhan liar berkhasiat obat. 

AgroMedia. 

Kuszewski, J.C., Howe, P.R.C. and Wong, R.H.X. (2020). Evaluation of 

Cognitive Performance following Fish-Oil and Curcumin 

Supplementation in Middle-Aged and Older Adults with Overweight or 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



Obesity. The Journal of Nutrition, 150(12), pp.3190– 3199. 

Laurence, D.R. and Bacharach, A.L. (1964). Evaluation of drug activities: 

pharmacometrics, ed. by D.R. Laurence and A.L. Bacharach. London, 

Academic Press.  

Lawal, O. M., Wakel, F., & Dekker, M. (2021). Consumption of fresh Centella 

asiatica improves short term alertness and contentedness in healthy 

females. Journal of Functional Foods, 77, 104337. 

Lee, J. Y., Dong, W. L., Cho, S. J., Na, D. L., Hong, J. L., Kim, S. K., You, R. L., 

Youn, J. 

H., Kwon, M., Lee, J. H., Mang, J. C., 2008. Brief screening for mild 

cognitive impairment in elderly outpatient clinic: validation of the 

Korean version of the Montreal Cognitive Assessment. J Geriatry 

Psychiatri Neurol; 21 (2): 104-110 

Lemolo, F., Duro, G., Rizzo, C., et al., 2009. Pathophysiology of vascular 

dementia. 

Immun Ageing; 6: 13 

Levine, D.A., Langa, K.M., 2011. Vascular cognitive impairment: disease 

mechanisms and therapeutic implications. Neurotherapeutics; 8(3): 

361-373. 

Li, H., Guoying, Z., Huaiyun, Z., et al., 2010. Chemical constituents and 

biological activitites of saponin from the seed of Camellia oleifera. 

Scientific Research and Essay; 5(25): 4088-4092. 
Lim, G.P., Chu, T., Yang, F., et al., 2001. The curry spice curcumin reduces oxidative 

damage and amyloid pathologi in an Alzheimer transgenic mouse. J Neurosci; 

21(21): 8370-8377. 

Lwanga, S. K., Lemeshow, S., & World Health Organization. (1991). Sample 

size determination in health studies: a practical manual. World Health 

Organization. 

Majeed, M., Rajendran, R., Srinivas, PS, 2007. Bioavaibility of curcumin. 

Molecular Pharmacology 2007, 4(6):807-18. 

Markus, Hugs. S., 2003. An Introduction Of Stroke, Stroke Genetics, New 

York:Oxford University Press;1-3. 

Martini, S., 2002. Gangguan Kognitif Pasca Stroke dan Faktor Risikonya. J 

Med Masy;18(4): 24-7.  

McClure R, Ong H, Janve V, Barton S, Zhu M, Li B, et al.  Aerosol delivery  

of curcumin reduced amyloid- deposition and improved cognitive 

performance in transgenic model of Alzheimer’s disease. J 

Alzheimer Dis 2016; 55 (2): 797-811.https://doi. org/10. 3233/JAD-

160289 

Middleton, L.E., Lam, B., Fahmi, H., Black, S.E., McIlroy, W.E., Stuss, D.T., 

Danells, C., Ween, J. and Turner, G.R. (2014). Frequency of domain-

specific cognitive impairment in sub-acute and chronic stroke. 

NeuroRehabilitation, 34(2), pp.305–312. 

Mizui, Toshiyuki, et al.,2014. The biological actions and mechanisms of brain-

derived neurotrophic factor in healthy and disordered brains." 

Neuroscience and Medicine 5.04 : 183. 

Munnik, W.A., 2011. The role of neurogenesis in stroke recovery. Mast thesis 

neuroscience & cognition. Utrecht university. 

Nadia, H.H., Lumepaw, S.F., Rramli, Y., 2009. Uji Validitas dan reliabilitas 

Montreal Cognitive Assement versi Indonesia (MoCA-Ina) untuk 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



penapisan gangguan fungsi kognitif. Jakarta.  

Nagabhushan, M., Bhide, SV., 1986. Nonmutagenicity of curcumin and its 

antimutagenic action versus chili and capsaicin. Nutr Cancer.(3):201-

10.  

Nair, A & Jacob, S 2016, “A simple practice guide for dose conversion between 

animals and human,” Journal of Basic and Clinical Pharmacy, vol. 7, 

no. 2, p. 27. 

Nasreddine, Z.S.,2005. The Montreal Cognitive Assesment, MoCA: A Brief 

Screening Tool For Mild Cognitive Impairment. J Am Geriart 

Soc;53:695-696.Nehlig, A. 2010. Is caffeine a cognitive enhancer? J 

Alzheimers Dis; 20: 85-94.  

Nehlig, A. 2010. Is caffeine a cognitive enhancer? J Alzheimers Dis; 20: 85-94 

Ng, T.P., Chiam, P.C., Lee, T., et al., 2006. Curry consumption and cognitive 

function in the elderly. Am J Epi; 164(9): 898-906. 

Nys GMS, van Zandvoort MJE, de Kort PLM, Jansen BPW, Den Haal EHF, 

Kappelle LJ, et al. Cognitive disorders in acute stroke:

 prevalence and clinical determination. Cerebrovasc Di 2007; 

23(5-6):408-16. https://doi.org/10.1159/000101464 

Organization for Economic Cooperation and Development (OECD). 2001. 

Guidelines forTesting of Chemicals. OECD. 407 – 408.  

Omar, R.D, Mohamed, S., Hambali, Z., Samah, B.A., 2009. Comparison on 

cognitive effects of centella asiatica in healthy middle age female and 

male volunteers. European Journal of Scientific research. Vol:31:pp 

553-565. 

Orhan, I.E., 2012. Centella asiatica (L) urban : from traditional medicine to 

modern medicine with neuroprotective potential. Based compl and 

Alternative medic. 
Oruganti, M., Roy, B.K., Singh, K.K., Prasad, R., and Kumar, S., 2010. Safety 

assessment of centella asiatica in albino rats. Phcog J, 2(16):5-13.  

Palpu P, Rao CV, Kishore K, Gupta YK, Kartik R, Govindrajan R. U. S. Patent 

No. 7,429,397. Washington, DC: U. S. Patent and Trademark Office. 2008. 
Pantoni, L., Gorelick, P., 2011. Advances in vascular cognitive impairment.Stroke; 

42:291-293. 
Paramasivam, 2009. The Agronomy and Economy of Turmeric and Ginger: 

The Invaluable Medicinal. Elsevier. London 

Perrone, D., Ardito, F., Giannatempo, G., Dioguardi, M., Troiano, G., Lo 

Russo, L., ... & Lo Muzio, L. (2015). Biological and therapeutic 

activities, and anticancer properties of curcumin. Experimental and 

therapeutic medicine, 10(5), 1615-1623. 

Petersen RC. Mild cognitive impairment as a diagnostic entity. J Intern Med. 

2004;256(3):183-94.46.Albert M, DeKosky ST, Dickson D, Dubois B. 

The diagnosis of mild cognitive impairment due to Alzheimer’s 

disease:  

Petersen RC, Smith GE, Waring SC. Mild cognitive impairment: clinical 

characterization and outcome. Arch Neurol. 1999;56(3):303-8.43. 

Praptiwi, Wulansari, D., & Chairul, 2010. Efek toksisitas ekstrak pegagan 

(Centella asiatica Linn.) pada organ dan jaringan mencit (Mus 

musculus). Majalah Farmasi Indonesia; 2(1): 40-47.  

Prasetyo, B., Lumempouw, S. and Ramli, Y. (2011). Nilai Normal Montreal 

Cognitive Assesment Versi Indonesia (MoCA-Ina). Artikel Penelitian

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/

https://doi.org/10.1159/000101464


 Neurona,[online] 29(1). Available at: 

http://www.neurona.web.id/paper/784.pdf. 

Prins, N. D., Den Heijer, T., Hofman, A., Koudstaal, P. J., Jolles, J., Clarke, R., 

& Breteler, M. M. B. (2002). Homocysteine and cognitive function in 

the elderly: the Rotterdam Scan Study. Neurology, 59(9), 1375-1380. 

Provino, R. 2010. The role of adaptogens in stress management. Australian J 

Med Herbalism; 22(2): 41-49. 

Qadri, N. M., Ahmad, S., Qureshi, S., & Badar, Y. (2001). Acute toxicological 

evaluation of the aqueous extract of Eclipta alba Hassk. Pakistan 

Journal of Scientific and Industrial Research (Pakistan).. 

Rainey-Smith, S.R., Brown, B.M., Sohrabi, H.R., et al., 2016. Curcumin and 

cognition: a randomised, placebo-controlled, double blind study of 

community-dwelling older adults. British J Nutr; 115: 2106-2113. 

Rao, K.G.M., Rao, S.M., 2005. Centella asiatica (L) leaf extract treatment 

during the growth spurt period in neonatal rats.Neuroanatomy, 4: 18-

23. 

Rao, K.G.M., Rao, M. and Rao,S.G., 2007. Enhancement of hippocampal CA3 

neuronal dendritic arborization by Centella asiatica (Linn) fresh leaf 

extract treatment in adult rats.J Chin Med Assoc, 71 (1): 6-13.  

Rasyid, A., & Lelo, A. (1999). The effect of curcumin and placebo on human 

gall-bladder function: an ultrasound study. Alimentary Pharmacology 

and Therapeutics, 13(2), 245-250. 

Rasquin, S., Lodder, J. and Verhey, F. (2005). The Association between 

Psychiatric and Cognitive Symptoms after Stroke: A Prospective Study. 

Cerebrovascular Diseases, 19(5), pp.309–316. 

Rather, M. A., Thenmozhi, A. J., Manivasagam, T., Nataraj, J., Essa, M. M., & 

Chidambaram, S. B. (2018). Asiatic acid nullified aluminium toxicity 

in in vitro model of Alzheimer’s disease. Front. Biosci.-Elite, 10(2), 

287-299. 

Rincon, F., Wright, C.B., 2013. Vascular cognitive impairment. Curr Opin 

Neurol; 26(1): 29-36. 

Ringman, J.M., Frautschy, S.A., Cole, G.M., et al. 2005. A potential role of the 

curry spice curcumin in Alzheimer’s disease. Curr Alzheimer 

Res,2(2):131-136. 

Roman, G.C., Salloway, S., Black, S.E., et al., 2010. Randomized, 

placebocontrolled, clinical trial of Donepezil in vascular 

dementia:different effects by hipocampalsize.Stroke;41:1213-1221. 

Rosenberg, G.A, 2009. Inflamation and white matter damage in 

vascularcognitive impairment. Stroke; 40(3 Suppl):20-23.  

Rincon, F., & Wright, C. B. (2013). Vascular cognitive impairment. Current 

opinion in neurology, 26(1), 29-36.  

Santosa, HB., 2013, Kunyit, Tumpas Penyakit dengan 40 daun dan 10 akar 

rimpang, Cahaya Jiwa, Jakarta.  

Sari S, Aswin, S., Susilowati, R., Ar-Rochmah, M., Prakosa, D., Romi, M., 

Tranggono, U. and Arfian, N. (2014). Ethanol Extracts of Centella 

asiatica Leaf Improves Memory Performance in Rats after Chronic 

Stress via Reducing Nitric Oxide and Increasing Brain-Derived 

Neurotrophic Factor (BDNF) Concentration. GSTF Journal of 

Psychology, 1(1). 

Sastroasmoro, S., & Ismael, S. (2011). Dasar-dasar metodologi penelitian 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/

http://www.neurona.web.id/paper/784.pdf


klinis. Jakarta: sagung seto, 55. 

Serrano, S., Domingo, J., Garcia, E.R., Castro, M.D.,Del Ser, T., 2007. 

Frequency of Cognitive Impairment Without Dementia in Patients With 

Stroke: A Two-Year Follow-Up Study. Stroke;38;105-10.  

Shah, B. H., Nawaz, Z., Pertani, S. A., Roomi, A., Mahmood, H., Saeed, S. A., 

& Gilani, A. H. (1999). Inhibitory effect of curcumin, a food spice from 

turmeric, on platelet-activating factor-and arachidonic acid-mediated 

platelet aggregation through inhibition of thromboxane formation and 

Ca2+ signaling. Biochemical pharmacology, 58(7), 1167-1172. 

Sharma, R.A., Euden, S.A., Platton, S.L., et al., 2004. Phase I clinical trial of 

oral curcumin: biomarkers of systemic activity and compliance. Clin 

Cancer Res, 10(20):6847- 6854. 

Shekokar, S. S., & Nayak, S. U. A Study on Phytochemical Evaluation of Ardra 

and Shushka Dosage Formsof Eclipta Alba Hassk.(Bhringaraj) 

Panchanga According to Sharangdhar Samhita. International Journal of 

Ayurvedic& Herbal Medicine 8(3) May.-June. 2018; 3223-3234. 

Sidiarto, L.D., Kusumoputro, S., 2003. Memori setelah usia 50. Penerbit 

Universitas Indonesia, p 41-45. 

Simon, P., Gusseklo, J., Frolich, M., et al., 2005. Homosisteine, vitamin B 12, 

and folic acid and the risk of cognitive decline in old age: The Leiden 

85-Plus study. Am J Clin Nutr;82:866-71. 

Singh, R.H., Narsimhamurthy, K., Singh, G., 2008. Neuronutrient impact of 

Ayurvedic Rasayana therapy in brain aging. Biogerontology; 9: 369-

374 

Small, G.W., Siddarth, P., Li, Z.,Miller K.J., Ercoli L., Emerson D. Et al. 2017. 

Memory and brain amyloid and tau effects of a bioavailable form of 

curcumin in non- demented adults: A double-blind, placebo-controlled 

18-month trial. Am J Ger Psych;26(3):266-277 

Smith, A.J. Oertle, J., Prato, D. 2015. Multiple actions of curcumin including 

anticancer, anti-inflammatory, antimicrobial and enhancement via 

cyclodextrin. J. Cancer. Ther.; 6: 257 – 272 

Smith, T., Gildeh, N., et al. 2007. The Montreal Cognitive Assesment ;Validity 

and Utility in a Memory Clinic Setting. J Psychiatry; 52:329-332. 

Snell, R.S. 2001. Clinical neuroanatomy for medical students. 5th ed. 

Washington DC:Lippincott Williams & Wilkins Inc. USA;. p. 67-70. 

Somchit, M.N., Sulaiman, M.R., Zuraini, A.,et al., 2004. Antinociceptive and 

antiinflamatory effects of centella asiatica.Ind J Pharmacol, 36 (8) : 

377-380. 

Songvut, P., Chariyavilaskul, P., Khemawoot, P. and Tansawat, R. (2021). 

Publisher Correction: Pharmacokinetics and metabolomics 

investigation of an orally modified formula of standardized Centella 

asiatica extract in healthy volunteers. Scientific Reports, 11(1). 

Soumyanath, A., Zhong, Y.P., Henson, E., et al., 2012. Centella asiatica extract 

improves behavioral deficits in a mouse model of Alzheimer’s disease: 

Investigation of a possible mechanism of action. Int J Alzheimers Dis; 

2012. 

Sperling RA, Aisen PS, Becker LA, Bennett DA, Craft S, Fagan AM. Toward 

defining the preclinical stages ofAlzheimer’s 

disease:Recommendations from the National Institute on Aging and the 

Alzheimer’s Association workgroup. Alzheimer’s & Dementia. 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



2011:1-3.  

Sulastri, F., Surastry, B., 2009. Uji Toksisitas akut yang diukur dengan 

penentuan LD50 ekstrak daun pegagan (Centella asiatica (L.) urban) 

terhadap mencitBalb/ c, Universits Diponegoro. Tesis 

Tatemichi, T.K., Desmond, D.W., Stern, Y., Paik, M., Sano, M. and Bagiella, 

E. (1994). Cognitive impairment after stroke: frequency, patterns, and 

relationship to functional abilities. Journal of Neurology, Neurosurgery 

& Psychiatry, 57(2), pp.202–207. 

Tiwari, S., Singh, S., Patwardhan, K., Gehlot, S., et al., 2008. Effect of centella 

asiatica on mild cognitive impairment (MCI) and other common age-

related clinical problems. Digest journals of nonmaterials and 

biostructures vol.3:p 215-220. 

Toglia, J., Fitzegarld, K. A., Michael, W., Mastrogiovani, 2011. The mini 

mental state examination and montreal cognitive assesment in person 

with mild subacute stroke: relatonship to functional outcome. Arch hys 

Med Rehabil; 92:792. 

Triantari, R., 2011. Hubungan asupan vitamin B6,B12, asam folat, aktivitas 

fisik, dan kadar homosistein pada gangguan kognitif lansia. Undip 

Semarang. 

Udani, Jay K.2013.Effects of SuperUlam on supporting concentration and 

mood: a randomized, double-blind, placebo-controlled crossover study. 

Evidence-Based Complementary and Alternative Medicine. 

Yin, H. L., Wang, Y. L., Li, J. F., Han, B., Zhang, X. X., Wang, Y. T., & Geng, 

S. (2014). Effects of curcumin on hippocampal expression of NgR and 

axonal regeneration in Aβ- induced cognitive disorder rats. Genet Mol 

Res, 13(1), 2039-47. 

Walesiuk, A., Trofimuik, E. And Braszko,JJ., 2005, Ginko biloba extract 

diminishes stress induced memory defisit in rats, Pharmacol. Rev. 

57:176-187. 

Wang, Y., Yin, H., Li, J., Zhang, Y., Han, B., Zeng, Z., ... & Li, J. (2013). 

Amelioration of β-amyloid-induced cognitive dysfunction and 

hippocampal axon degeneration by curcumin   is   associated   with    

suppression    of    CRMP-2 hyperphosphorylation. Neuroscience 

letters, 557, 112-117. 

Wang, R., Li, Y.-B., Li, Y.-H., Xu, Y., Wu, H. and Li, X.-J. (2008). Curcumin 

protects against glutamate excitotoxicity in rat cerebral cortical neurons 

by increasing brain-derived neurotrophic factor level and activating 

TrkB. Brain Research, 1210, 84–91. 

Wathanattorn, J., Mator, L., Muchimapura, S., et al., 2008. Positive 

modulation ofcognition and mood in healthy elderly volunteer 

following theadministration of centella asiatica. Elsevier Ireland Ltd. 

doi:10.1016/j.jep.2007.11.038. 

Waxmann, S.G., 2007. The Limbic System In: Lange neuroanatomy. New 

york. The Mac Graw Hill Company; p28-30. 

Wijayakusuma, H. M. (1992). Tanaman berkhasiat obat. Jilid I. Jakarta: 

Pustaka Kartini. 

Winblad, B., Kilander, L., Eriksson, S., Minthon, L., Båtsman, S., Wetterholm, 

A. L. & Severe Alzheimer's Disease Study Group. (2006). Donepezil in 

patients with severe Alzheimer's disease: double-blind, parallel-

group, placebo-controlled   study. The Lancet, 367(9516), 1057-1065. 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/



Wijeweera, P., Arnason, J.T., Koszycki, D., et al., 2006. Evaluation of 

anxiolytic properties of Gotukola (Centella asiatica) extracts and 

asiaticoside in rat behavioral models. Phytomedicine; 13(9-10): 668-

676 

Xu, Y., Cao, Z., Khan, I., et al., 2008. Gotu Kola (Centella Asiatica) extract 

enhances phosphorylation of cyclic AMP response element binding 

protein in neuroblastoma cells expressing amyloid beta peptide. J 

Alzheimers Dis; 13(3): 341-349. 

Xu, Y., Lin, D., Li, S., Li, G., Shyamala, S. G., Barish, P. A., ... & Ogle, W. O. 

(2009).Curcumin reverses impaired cognition and neuronal plasticity 

induced by chronic stress. Neuropharmacology, 57(4), 463-471. 

Zeng, J., Too, H.P., Ma, Y., et al., 2004. A synthetic peptide containing loop 4 

of nerve growth factor for targeted gene delivery. J Gene Med; 6(11): 

1247-1256 

Zhang, L., Li, H., Gong, X., et al., 2010. Protective effects of Asiaticoside on 

acute liver injury induced by lipopolysaccharide/D-galactosamine in 

mice. Phytomedicine; 17(10): 811-819. 

Zheng, C.J., Qin, L.P. 2007. Chemical components of Centella asiatica and 

their bioactivities. Zhong Xi Yi Jie He Xue Bao; 5(3): 348-351. 

Zhao, Q.L., Zhou, Y., Wang, Y.L., Dong, K.H., Wang, Y.J., 2010, A new 

diagnostic algorithm for vascular cognitive impairment: the proposed 

criteria and evaluation of its reliability and validity. Chin Med 

J;123(3):311-9 
 

KEEFEKTIFAN DAN KEAMANAN SEDIAAN KOMBINASI EKSTRAK PEGAGAN (Centella asiatica L.
Urban) DAN EKSTRAK
RIMPANG KUNYIT (Curcuma longa L.)  UNTUK PERBAIKAN FUNGSI KOGNITIF : KAJIAN PRAKLINIK
DAN KLINIK
ABDUL GOFIR, Prof. DR. Mustofa, Apt, MKes.; Prof. DR. dr. Samekto Wibowo, P.FarK, Sp.FK(K), Sp.S(K).; Prof. dr. Moh. Hakimi, Sp.OG(K), PhD 
Universitas Gadjah Mada, 2021 | Diunduh dari http://etd.repository.ugm.ac.id/


