
83  

DAFTAR PUSTAKA 

 

Akbar, N. L., Effendy, E., & Camellia, V. (2019). The Indonesian Version of Montreal 

Cognitive Assessment (MoCA-Ina): The Difference Scores Between Male 

Schizophrenia Prescribed by Risperidone and Adjunctive of Donepezil in Public 

Hospital of Dr Pirngadi Medan, Indonesia. Open Access Macedonian Journal 

of Medical Sciences, 7(11), 1762–1767. 

https://doi.org/10.3889/oamjms.2019.461 

Alruwaili, M., Basri, R., AlRuwaili, R., Albarrak, A. M., & Ali, N. H. (2023). Neurological 

Implications of Vitamin B12 Deficiency in Diet: A Systematic Review and Meta-

Analysis. Healthcare, 11(7), 958. https://doi.org/10.3390/healthcare11070958 

Altaf, R., Gonzalez, I., Rubino, K., & Nemec, E. C. (2021). Folate as adjunct therapy to 

SSRI/SNRI for major depressive disorder: Systematic review & meta-analysis. 

Complementary Therapies in Medicine, 61, 102770. 

https://doi.org/10.1016/j.ctim.2021.102770 

Amick, H. R., Gartlehner, G., Gaynes, B. N., Forneris, C., Asher, G. N., Morgan, L. C., 

Coker-Schwimmer, E., Boland, E., Lux, L. J., Gaylord, S., Bann, C., Pierl, C. 

B., & Lohr, K. N. (2015). Comparative benefits and harms of second generation 

antidepressants and cognitive behavioral therapies in initial treatment of major 

depressive disorder: systematic review and meta-analysis. BMJ (Clinical 

Research Ed.), 351, h6019. https://doi.org/10.1136/bmj.h6019 

Amir, N. (2016). Depresi, Aspek Neurobiologi, Diagnosis Dan Penatalaksanaan. In Balai 

Penerbit FKUI, Jakarta (Kedua). 

Baddam S, Khan KM, Jialal I. Folic Acid Deficiency. [Updated 2025 Jun 25]. In: 

StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2025 Jan-

. Available from: https://www.ncbi.nlm.nih.gov/books/NBK535377/ 

Bathina, S., & Das, U. N. (2015). Brain-derived neurotrophic factor and its clinical 

implications. Archives of Medical Science, 6, 1164–1178. 

https://doi.org/10.5114/aoms.2015.56342 

Björkholm, C., & Monteggia, L. M. (2016). BDNF - a key transducer of antidepressant 

effects. Neuropharmacology, 102, 72–79. 

https://doi.org/10.1016/j.neuropharm.2015.10.034 

Borges-Vieira, J. G., & Cardoso, C. K. S. (2023). Efficacy of B-vitamins and vitamin D 

therapy in improving depressive and anxiety disorders: a systematic review of 

randomized controlled trials. Nutritional Neuroscience, 26(3), 187–207. 

https://doi.org/10.1080/1028415X.2022.2031494 

Boschloo, L., Hieronymus, F., & Cuijpers, P. (2022). Clinical response to 

<scp>SSRIs</scp> relative to cognitive behavioral therapy in depression: a 

symptom‑specific approach. World Psychiatry, 21(1), 152–153. 

https://doi.org/10.1002/wps.20944 

Bouattour, N., Farhat, N., Hadjkacem, H., Hdiji, O., Dammak, M., & Mhiri, C. (2017). 

Trail Making Test (TMT): Tunisian normative values from 339 normal adult 

controls. Journal of the Neurological Sciences, 381, 846. 

https://doi.org/10.1016/j.jns.2017.08.2381 



84  

Cano-López, I., Thomas, A. J., & Jones, L. (2021). Educational level moderates the 

relationship between baseline depressive symptoms and cognitive functioning 

over five years. Psychogeriatrics, 21(5), 550–558. 

https://doi.org/10.1017/s1041610221000272 

Centers for Disease Control and Prevention. (2025). Depression prevalence in 

adolescents and adults, United States, 2021–2023: Data brief (No. 527). U.S. 

Department of Health and Human Services. Retrieved from National Center for 

Health Statistics https://dx.doi.org/10.15620/cdc/174579 

Chen, S.-D., Wu, C.-L., Hwang, W.-C., & Yang, D.-I. (2017). More Insight into BDNF 

against Neurodegeneration: Anti-Apoptosis, Anti-Oxidation, and Suppression 

of Autophagy. International Journal of Molecular Sciences, 18(3), 545. 

https://doi.org/10.3390/ijms18030545 

Chu, A., & Wadhwa, R. (2024). Selective Serotonin Reuptake Inhibitors. In StatPearls. 

http://www.ncbi.nlm.nih.gov/pubmed/27672691 

Citri, A., & Malenka, R. C. (2008). Synaptic Plasticity: Multiple Forms, Functions, and 

Mechanisms. Neuropsychopharmacology, 33(1), 18–41. 

https://doi.org/10.1038/sj.npp.1301559 

Cohen‑Cory, S., Kidane, A. H., Shirkey, N. J., & Marshak, S. (2010). Brain‑derived 

neurotrophic factor and the development of structural neuronal connectivity. 

Developmental Neurobiology, 70(5), 271–288. 

https://doi.org/10.1002/dneu.20774 

Coppen, A., & Bolander-Gouaille, C. (2005). Treatment of depression: time to consider 

folic acid and vitamin B12. Journal of Psychopharmacology, 19(1), 59–65. 

https://doi.org/10.1177/0269881105048899 

Correia, A. S., Almeida, P., Costa, R., & Gonçalves, J. (2023). BDNF unveiled: Exploring 

its role in major depression disorder, serotonergic imbalance and associated 

stress conditions. International Journal of Molecular Sciences. Advance online 

publication. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10457827/ 

Correia, A. S., Cardoso, A., & Vale, N. (2023). BDNF Unveiled: Exploring Its Role in 

Major Depression Disorder Serotonergic Imbalance and Associated Stress 

Conditions. Pharmaceutics, 15(8). 

https://doi.org/10.3390/pharmaceutics15082081 

Cubillos, S., Engmann, O., & Brancato, A. (2022). BDNF as a Mediator of 

Antidepressant Response: Recent Advances and Lifestyle 

Interactions. International Journal of Molecular Sciences, 23(22), 14445. 

https://doi.org/10.3390/ijms232214445 

Douaud, G., Refsum, H., de Jager, C. A., Jacoby, R., Nichols, T. E., Smith, S. M., & 

Smith, A. D. (2013). Preventing Alzheimer's disease-related gray matter 

atrophy by B-vitamin treatment. Proceedings of the National Academy of 

Sciences of the United States of America, 110(23), 9523–9528. 

https://doi.org/10.1073/pnas.1301816110 

Deodhar, M., Rihani, S. B. Al, Darakjian, L., Turgeon, J., & Michaud, V. (2021). 

Assessing the Mechanism of Fluoxetine-Mediated CYP2D6 Inhibition. 

Pharmaceutics, 13(2). https://doi.org/10.3390/pharmaceutics13020148 



85  

Dewi, N., Syamsuddin, S., Liaury, K., Zainuddin, A. A., Rasyid, H., & Lisal, S. T. (2023). 

THE EFFECT OF ADJUVANT THERAPY OF FOLIC ACID AND 

METHYLCOBALAMINE ON HOMOCYSTEINE LEVELS AND COGNITIVE 

FUNCTION IN SCHIZOPHRENIA PATIENTS. 

https://doi.org/https://doi.org/10.53555/jptcp.v30i18.2769 

Di Carlo, P., Punzi, G., & Ursini, G. (2019). Brain-derived neurotrophic factor and 

schizophrenia. Psychiatric Genetics, 29(5), 200–210. 

https://doi.org/10.1097/YPG.0000000000000237 

Díaz-Tufinio, C. A., Palma-Aguirre, J. A., & Gonzalez-Covarrubias, V. (2023). 

Pharmacogenetic Variants Associated with Fluoxetine Pharmacokinetics from 

a Bioequivalence Study in Healthy Subjects. Journal of Personalized Medicine, 

13(9), 1352. https://doi.org/10.3390/jpm13091352 

Dombi, Z. B., Szendi, I., & Burnet, P. W. J. (2022). Brain derived neurotrophic factor and 

cognitive dysfunction in the schizophrenia-bipolar spectrum: A systematic 

review and meta-analysis. Frontiers in Psychiatry, 13, 827322. 

https://doi.org/10.3389/fpsyt.2022.827322 

Duman, R. S., & Monteggia, L. M. (2006). A neurotrophic model for stress-related mood 

disorders. Biological Psychiatry, 59(12), 1116–1127. 

https://doi.org/10.1016/j.biopsych.2006.02.013 

Duman, R. S., Deyama, S., & Fogaça, M. V. (2019). Role of BDNF in the 

pathophysiology and treatment of depression: Activity-dependent effects 

distinguish rapid-acting antidepressants. European Journal of Neuroscience, 

53(1), 126–139. https://doi.org/10.1111/ejn.14630 

Edinoff, A. N., Akuly, H. A., Hanna, T. A., Ochoa, C. O., Patti, S. J., Ghaffar, Y. A., Kaye, 

A. D., Viswanath, O., Urits, I., Boyer, A. G., Cornett, E. M., & Kaye, A. M. (2021). 

Selective Serotonin Reuptake Inhibitors and Adverse Effects: A Narrative 

Review. Neurology International, 13(3), 387–401. 

https://doi.org/10.3390/neurolint13030038 

Eisch, A. J., & Petrik, D. (2012). Depression and hippocampal neurogenesis: a road to 

remission? Science (New York, N.Y.), 338(6103), 72–75. 

https://doi.org/10.1126/science.1222941 

Erensoy, H. (2020). Vitamin B12 and Folic Acid in Depression and Anxiety: A Pilot Study. 

The Journal of Neurobehavioral Sciences, 7(3), 164. 

https://doi.org/10.4103/jnbs.jnbs_32_20 

Fakhrzadeh, H., Ghotbi, S., Pourebrahim, R., Nouri, M., Heshmat, R., Bandarian, F., 

Shafaee, A., & Larijani, B. (2006). Total plasma homocysteine, folate, and 

vitamin b12 status in healthy Iranian adults: the Tehran homocysteine survey 

(2003–2004)/a cross – sectional population based study. BMC Public Health, 

6(1), 29. https://doi.org/10.1186/1471-2458-6-29 

Feng, G., Qin, G., Zhang, T., Chen, Z., & Zhao, Y. (2022). Common Statistical Methods 

and Reporting of Results in Medical Research. Cardiovascular Innovations and 

Applications, 6(3), 117–125. https://doi.org/10.15212/CVIA.2022.0001 

Fu, J., Liu, Q., Zhu, Y., Sun, C., Duan, H., Huang, L., Zhou, D., Wang, Z., Zhao, J., Li, 

Z., Ma, F., Li, W., Liu, H., Zhang, X., Chen, Y., Wang, G., Du, Y., & Huang, G. 

(2022). Circulating folate concentrations and the risk of mild cognitive 

impairment: A prospective study on the older Chinese population without folic 



86  

acid fortification. European Journal of Neurology, 29(10), 2913–2924. 

https://doi.org/10.1111/ene.15474 

Gao, S., Khalid, A., Amini-Salehi, E., Radkhah, N., Jamilian, P., Badpeyma, M., & 

Zarezadeh, M. (2024). Folate supplementation as a beneficial add-on treatment 

in relieving depressive symptoms: A meta-analysis of meta-analyses. Food 

Science & Nutrition, 12(6), 3806–3818. https://doi.org/10.1002/fsn3.4073 

Gao, S., Khalid, A., Amini-Salehi, E., Radkhah, N., Jamilian, P., Badpeyma, M., & 

Zarezadeh, M. (2024). Folate supplementation as a beneficial add-on treatment 

in relieving depressive symptoms: A meta-analysis of meta-analyses. Food 

Science & Nutrition, 12(6), 3806–3818. https://doi.org/10.1002/fsn3.4073 

Giannelis, A., Palmos, A., Hagenaars, S. P., Breen, G., Lewis, C. M., & Mutz, J. (2021). 

Examining the association between family status and depression in the UK 

Biobank. Journal of Affective Disorders, 279, 585–598. 

Global Burden of Disease Collaborative Network. (2020). Global Burden of Disease 

Study 2019. Results. Institute for Health Metrics and Evaluation., 2019(Gbd), 

1–2. https://vizhub.healthdata.org/gbd-results/ 

Habibzadeh, F. (2020). Reporting descriptive statistics. Journal of Public Health and 

Emergency. https://jphe.amegroups.org/article/view/4270/5110 

Hack, L. M., Tozzi, L., Zenteno, S., Olmsted, A. M., Hilton, R., Jubeir, J., Korgaonkar, 

M. S., Schatzberg, A. F., Yesavage, J. A., O’Hara, R., & Williams, L. M. (2023). 

A Cognitive Biotype of Depression and Symptoms, Behavior Measures, Neural 

Circuits, and Differential Treatment Outcomes: A Prespecified Secondary 

Analysis of a Randomized Clinical Trial. JAMA Network Open, 6(6), e2318411. 

https://doi.org/10.1001/jamanetworkopen.2023.18411 

Hayat, M. R., Umair, M., Ikhtiar, H., Wazir, S., Palwasha, A., & Shah, M. (2024). The 

Relationship Between Brain-Derived Neurotrophic Factor and Serotonin in 

Major Depressive and Bipolar Disorders: A Cross-Sectional Analysis. Cureus. 

https://doi.org/10.7759/cureus.70728 

Horch, H. W., & Katz, L. C. (2002). BDNF release from single cells elicits local dendritic 

growth in nearby neurons. Nature Neuroscience, 5(11), 1177–1184. 

https://doi.org/10.1038/nn927 

Jain, R., Manning, S., & Cutler, A. J. (2020). Good, better, best: clinical scenarios for the 

use of L-methylfolate in patients with MDD. CNS Spectrums, 25(6), 750–764. 

https://doi.org/10.1017/S1092852919001469 

Jehn, C. F., Becker, B., Flath, B., Nogai, H., Vuong, L., Schmid, P., & Lüftner, D. (2015). 

Neurocognitive function, brain-derived neurotrophic factor (BDNF) and IL-6 

levels in cancer patients with depression. Journal of Neuroimmunology, 287, 

88–92. https://doi.org/10.1016/j.jneuroim.2015.08.012 

Jesulola, E., Micalos, P. dan Baguley, I. J. (2018) “Understanding the pathophysiology 

of depression: From monoamines to the neurogenesis hypothesis model - are 

we there yet?,” Behavioural Brain Research, 341, hal. 79–90. doi: 

10.1016/j.bbr.2017.12.025. 

Ji, X., Li, C., Zhu, X., Yu, W., Cai, Y., Zhu, X., Lu, L., Qian, Q., Hu, Y., Zhu, X., & Wang, 

H. (2022). Methylcobalamin Alleviates Neuronal Apoptosis and Cognitive 



87  

Decline Induced by PM2.5 Exposure in Mice. Journal of Alzheimer's disease : 

JAD, 86(4), 1783–1796. https://doi.org/10.3233/JAD-215384 

Jin, Y., Sun, L. H., Yang, W., Cui, R. J., & Xu, S. B. (2019). The role of BDNF in the 

neuroimmune axis regulation of mood disorders. Frontiers in Neurology, 

10(JUN). https://doi.org/10.3389/fneur.2019.00515 

Karrouri, R., Hammani, Z., Benjelloun, R., & Otheman, Y. (2021). Major depressive 

disorder: Validated treatments and future challenges. World Journal of Clinical 

Cases, 9(31), 9350–9367. https://doi.org/10.12998/wjcc.v9.i31.9350 

Kasir, N. R., Teddy, L. S., Hawaidah, Irfan, I., Abdul, M., Erlyn, L., & Saidah, S. (2023). 

Effect Of Folic Acid and Methylcobalamin Adjuvant Therapy On Improvement 

Of Clinical Symptoms and BDNF Levels Of In Schizophrenia Patients. Journal 

of Population Therapeutics & Clinical Pharmacology, 30(17), 1313–1324. 

https://doi.org/10.53555/jptcp.v30i17.2590 

Kealy, J., Greene, C., & Campbell, M. (2020). Blood-brain barrier regulation in 

psychiatric disorders. Neuroscience Letters, 726, 133664. 

https://doi.org/10.1016/j.neulet.2018.06.033 

Kovich, H., Kim, W., & Quaste, A. M. (2023). Pharmacologic Treatment of Depression. 

American Family Physician, 107(2), 173–181. 

http://www.ncbi.nlm.nih.gov/pubmed/36791444 

Kusumawardhani,  dkk. (2013). Panduan untuk Gangguan Depresi Besar. PDSKJI. 

Lam, N. S. K., Long, X. X., Li, X. G., Saad, M., & Lim, F. (2022). The potential use of 

folate and its derivatives in treating psychiatric disorders: A systematic review. 

Biomedicine & Pharmacotherapy, 152, 113222. 

https://doi.org/10.1016/j.biopha.2021.112541 

Leschik, J., Gentile, A., Cicek, C., Péron, S., Tevosian, M., Beer, A., Radyushkin, K., 

Bludau, A., Ebner, K., Neumann, I., Singewald, N., Berninger, B., Lessmann, 

V., & Lutz, B. (2022). Brain-derived neurotrophic factor expression in 

serotonergic neurons improves stress resilience and promotes adult 

hippocampal neurogenesis. Progress in Neurobiology, 217, 102333. 

https://doi.org/10.1016/j.pneurobio.2022.102333 

Litbang Kementerian Kesehatan RI (2018) Riset Kesehatan Dasar. Jakarta: Kemenkes 

RI. 

Liwinski, T., & Lang, U. E. (2023). Folate and Its Significance in Depressive Disorders 

and Suicidality: A Comprehensive Narrative Review. Nutrients, 15(17), 3859. 

https://doi.org/10.3390/nu15173859 

Lu, B., Nagappan, G., & Lu, Y. (2014). BDNF and Synaptic Plasticity, Cognitive 

Function, and Dysfunction (pp. 223–250). https://doi.org/10.1007/978-3-642-

45106-5_9 

Luzzi, S., Cherubini, V., Falsetti, L., Viticchi, G., Silvestrini, M., & Toraldo, A. (2022). 

Homocysteine, cognitive functions, and degenerative dementias: State of the 

art. Biomedicines, 10(11), 2741. 

https://doi.org/10.3390/biomedicines10112741 

Macaluso, M. (2022). L-methylfolate in antidepressant non-responders: The impact of 

body weight and inflammation. Frontiers in Psychiatry, 13, 840116. 

https://doi.org/10.3389/fpsyt.2022.840116 



88  

Maletic, V., Shelton, R., & Holmes, V. (2023). A review of l-methylfolate as adjunctive 

therapy in the treatment of major depressive disorder. Primary Care 

Companion for CNS Disorders, 25(3), 22nr03361. 

https://doi.org/10.4088/PCC.22nr03361 

Markun, S., Gravestock, I., Jäger, L., Rosemann, T., Pichierri, G., & Burgstaller, J. M. 

(2021). Effects of Vitamin B12 Supplementation on Cognitive Function, 

Depressive Symptoms, and Fatigue: A Systematic Review, Meta-Analysis, and 

Meta-Regression. Nutrients, 13(3), 923. https://doi.org/10.3390/nu13030923 

Martinowich, K., & Lu, B. (2008). Interaction between BDNF and Serotonin: Role in 

Mood Disorders. Neuropsychopharmacology, 33(1), 73–83. 

https://doi.org/10.1038/sj.npp.1301571 

Marwaha, S., Palmer, E., Suppes, T., Cons, E., Young, A. H., & Upthegrove, R. (2023). 

Novel and emerging treatments for major depression. The Lancet, 401(10371), 

141–153. https://doi.org/10.1016/S0140-6736(22)02080-3 

Maslim, R. (2013). Diagnosis of mental disorders: A concise reference to PPDGJ-III and 

DSM-5 (2nd ed.). 

Maynard, A. G., Petrova, B., & Kanarek, N. (2023). Notes from the 2022 Folate, Vitamin 

B12, and One-Carbon Metabolism Conference. Metabolites, 13(4), 486. 

https://doi.org/10.3390/metabo13040486 

Miranda, M., Morici, J. F., Zanoni, M. B., & Bekinschtein, P. (2019). Brain-Derived 

Neurotrophic Factor: A Key Molecule for Memory in the Healthy and the 

Pathological Brain. Frontiers in Cellular Neuroscience, 13(August), 1–25. 

https://doi.org/10.3389/fncel.2019.00363 

Mizoguchi, Y., Yao, H., Imamura, Y., Hashimoto, M., & Monji, A. (2020). Lower brain-

derived neurotrophic factor levels are associated with age-related memory 

impairment in community-dwelling older adults: the Sefuri study. Scientific 

Reports, 10(1), 16442. https://doi.org/10.1038/s41598-020-73576-1 

Murawska-Ciałowicz, E., Wiatr, M., Ciałowicz, M., Gomes de Assis, G., Borowicz, W., 

Rocha-Rodrigues, S., Paprocka-Borowicz, M., & Marques, A. (2021). BDNF 

Impact on Biological Markers of Depression—Role of Physical Exercise and 

Training. International Journal of Environmental Research and Public Health, 

18(14), 7553. https://doi.org/10.3390/ijerph18147553 

Nadia Husein, Silvia Francina Lumempouw, Yetty Ramli, H. (2010). MONTREAL 

COGNITIVE ASSESSMENT VERSI INDONESIA MoCAIna UNTUK SKRINING 

GANGGUAN FUNGSI KOGNITIF. 

Nasreddine, Z. S., Phillips, N. A., Bédirian, V., et al. (2005). The Montreal Cognitive 

Assessment, MoCA: A brief screening tool for mild cognitive impairment. 

Journal of the American Geriatrics Society, 53(4), 695–699. 

https://doi.org/10.1111/j.1532-5415.2005.53221.x 

Nieto, R., Kukuljan, M., & Silva, H. (2013). BDNF and schizophrenia: from 

neurodevelopment to neuronal plasticity, learning, and memory. Frontiers in 

Psychiatry, 4, 45. https://doi.org/10.3389/fpsyt.2013.00045 

Oh, H., Lewis, D. A., & Sibille, E. (2016). The Role of BDNF in Age-Dependent Changes 

of Excitatory and Inhibitory Synaptic Markers in the Human Prefrontal Cortex. 

Neuropsychopharmacology : Official Publication of the American College of 



89  

Neuropsychopharmacology, 41(13), 3080–3091. 

https://doi.org/10.1038/npp.2016.126 

Oner, P., Yilmaz, S., & Doğan, S. (2023). High homocysteine levels are associated with 

cognitive impairment in patients who recovered from COVID-19 in the long 

term. Journal of Personalized Medicine, 13(3), 503. 

https://doi.org/10.3390/jpm13030503 

Paduchová, Z., Katrenčíková, B., Vaváková, M., Laubertová, L., Nagyová, Z., Garaiova, 

I., Ďuračková, Z., & Trebatická, J. (2021). The Effect of Omega-3 Fatty Acids 

on Thromboxane, Brain-Derived Neurotrophic Factor, Homocysteine, and 

Vitamin D in Depressive Children and Adolescents: Randomized Controlled 

Trial. Nutrients, 13(4), 1095. https://doi.org/10.3390/nu13041095 

Pan, L., at al. (2022). Association of depressive symptoms with marital status among 

the middle-aged and elderly in rural China: Serial mediating effects of sleep 

time, pain and life satisfaction. Journal of Affective Disorders, 303, 52–57. 

https://doi.org/10.1016/j.jad.2022.01.111 

Papakostas, G. I., Shelton, R. C., Zajecka, J. M., Etemad, B., Rickels, K., Clain, A., … 

Fava, M. (2012). l-Methylfolate as Adjunctive Therapy for SSRI-Resistant Major 

Depression: Results of Two Randomized, Double-Blind, Parallel-Sequential 

Trials. American Journal of Psychiatry, 169(12), 1267–1274. 

https://doi.org/10.1176/appi.ajp.2012.11071114 

Rana, T., Behl, T., Sehgal, A., Srivastava, P., & Bungau, S. (2021). Unfolding the Role 

of BDNF as a Biomarker for Treatment of Depression. In Journal of Molecular 

Neuroscience (Vol. 71, Issue 10, pp. 2008–2021). Humana Press Inc. 

https://doi.org/10.1007/s12031-020-01754-x 

Reitan, R. (2004). The Trail Making Test as an initial screening procedure for 

neuropsychological impairment in older children. Archives of Clinical 

Neuropsychology, 19(2), 281–288. https://doi.org/10.1016/S0887-

6177(03)00042-8 

Riskesdas. (2018). Laporan Nasional Riskesdas 2018. In Lembaga Penerbit 

Balitbangkes (p. 674). Kementerian Kesehatan Republik Indonesia. 

https://kesmas.kemkes.go.id/assets/upload/dir_519d41d8cd98f00/files/Hasil-

riskesdas-2018_1274.pdf 

Rodríguez-Carrillo, A., Verheyen, V. J., Van Nuijs, A. L. N., Fernández, M. F., & Remy, 

S. (2024). Brain-derived neurotrophic factor (BDNF): An effect biomarker of 

neurodevelopment in human biomonitoring programs. Frontiers in Toxicology, 

5, Article 1319788. https://doi.org/10.3389/ftox.2023.1319788 

Rosas-Sánchez, G. U., Germán-Ponciano, L. J., Guillen-Ruiz, G., Cueto-Escobedo, J., 

Limón-Vázquez, A. K., Rodríguez-Landa, J. F., & Soria-Fregozo, C. (2024). 

Neuroplasticity and Mechanisms of Action of Acute and Chronic Treatment with 

Antidepressants in Preclinical Studies. Biomedicines, 12(12), 2744. 

https://doi.org/10.3390/biomedicines12122744 

Rumajogee, P., Vergé, D., Hanoun, N., Brisorgueil, M., Hen, R., Lesch, K., Hamon, M., 

& Miquel, M. (2004). Adaption of the serotoninergic neuronal phenotype in the 

absence of 5‑HT autoreceptors or the 5‑HT transporter: involvement of BDNF 

and cAMP. European Journal of Neuroscience, 19(4), 937–944. 

https://doi.org/10.1111/j.0953-816X.2004.03194.x 



90  

Salve, H. R., et al. (2024). Prevalence and gender differences in depression in primary 

care settings. Frontiers in Public Health. 

https://doi.org/10.4103/jfmpc.jfmpc_290_23 

Sen, S., Duman, R., & Sanacora, G. (2008). Serum brain-derived neurotrophic factor, 

depression, and antidepressant medications: meta-analyses and 

implications. Biological psychiatry, 64(6), 527–532. 

https://doi.org/10.1016/j.biopsych.2008.05.005 

Sil, A., Kumar, H., Mondal, R. D., Anand, S. S., Ghosal, A., Datta, A., Sawant, S. V., 

Kapatkar, V., Kadhe, G., & Rao, S. (2018). A randomized, open labeled study 

comparing the serum levels of cobalamin after three doses of 500 mcg vs. a 

single dose methylcobalamin of 1500 mcg in patients with peripheral 

neuropathy. The Korean journal of pain, 31(3), 183–190. 

https://doi.org/10.3344/kjp.2018.31.3.183 

Sohel, A. J., Shutter, M. C., Patel, P., & Molla, M. (2024). Fluoxetine. In StatPearls. 

http://www.ncbi.nlm.nih.gov/pubmed/30977111 

Song, M., Martinowich, K., & Lee, F. S. (2017). BDNF at the synapse: why location 

matters. Molecular Psychiatry, 22(10), 1370–1375. 

https://doi.org/10.1038/mp.2017.144 

Stover, P. J., Durga, J., & Field, M. S. (2017). Folate nutrition and blood–brain barrier 

dysfunction. Current Opinion in Biotechnology, 44, 146–152. 

https://doi.org/10.1016/j.copbio.2017.01.006 

Surén, P., Roth, C., Bresnahan, M., Haugen, M., Hornig, M., Hirtz, D., Lie, K. K., Lipkin, 

W. I., Magnus, P., Reichborn-Kjennerud, T., Schjølberg, S., Smith, G. D., Øyen, 

A.-S., Susser, E., & Stoltenberg, C. (2013). Association Between Maternal Use 

of Folic Acid Supplements and Risk of Autism Spectrum Disorders in Children. 

JAMA, 309(6), 570. https://doi.org/10.1001/jama.2012.155925 

Syed, E. U., Wasay, M., & Awan, S. (2013). Vitamin B12 Supplementation in Treating 

Major Depressive Disorder: A Randomized Controlled Trial. The Open 

Neurology Journal, 7(1), 44–48. 

https://doi.org/10.2174/1874205X01307010044 

Tian, H., Hu, Z., Xu, J., & Wang, C. (2022). The molecular pathophysiology of 

depression and the new therapeutics. MedComm, 3(3), e156. 

https://doi.org/10.1002/mco2.156 

Ting, E. Y. C., Yang, A. C., & Tsai, S. J. (2020). Role of interleukin-6 in depressive 

disorder. International Journal of Molecular Sciences, 21(6), 1–22. 

https://doi.org/10.3390/ijms21062194 

Trautmann, C., Bock, A., Urbach, A., Hübner, C. A., Engmann, O., et al. (2020). Acute 

vitamin B12 supplementation evokes antidepressant response and alters the 

Ntrk-2 pathway. Neuropharmacology, 171, 108112. 

https://doi.org/10.1016/j.neuropharm.2020.108112 

Vallejo, G., Fernández, M. P., & Livacic-Rojas, P. E. (2024). Multivariate analysis of 

covariance for heterogeneous and incomplete data. Psychological Methods (in 

press). https://doi.org/10.1037/met0000558 

van Vliet, M. M., Schoenmakers, S., Gribnau, J., & Steegers-Theunissen, R. P. M. 

(2024). The one-carbon metabolism as an underlying pathway for placental 



91  

DNA methylation – a systematic review. Epigenetics, 19(1). 

https://doi.org/10.1080/15592294.2024.2318516 

Varjacic, A., Mantini, D., Demeyere, N., & Gillebert, C. R. (2018). Neural signatures of 

Trail Making Test performance: Evidence from lesion-mapping and 

neuroimaging studies. Neuropsychologia, 115, 78–87. 

https://doi.org/10.1016/j.neuropsychologia.2018.03.031 

Verma, R., & Dhyani, I. (2024). Development and Validation of an Android-based Trail 

Making Test Application (TMT App) for Cognitive Evaluation in Healthy and 

Depressed Individuals. Indian Journal of Psychological Medicine, XX, 1–7. 

https://doi.org/10.1177/02537176241247789 

Vyas, C. M., Mischoulon, D., Chang, G., Reynolds, C. F., 3rd, Cook, N. R., Weinberg, 

A., Copeland, T., Bubes, V., Bradwin, G., Lee, I. M., Buring, J. E., Mora, S., 

Rifai, N., Manson, J. E., & Okereke, O. I. (2023). Relation of serum BDNF to 

major depression and exploration of mechanistic roles of serum BDNF in a 

study of vitamin D3 and omega-3 supplements for late-life depression 

prevention. Journal of psychiatric research, 163, 357–364. 

https://doi.org/10.1016/j.jpsychires.2023.05.069 

Wan, C. (2022). The new mechanism of cognitive decline induced by 

hyperhomocysteinemia: A review. Frontiers in Cardiovascular Medicine, 9, 

892701. https://doi.org/10.3389/fcvm.2022.928701 

Wang, B., Ogburn, E. L., & Rosenblum, M. (2019). Analysis of covariance in randomized 

trials: More precision, less conditional bias, and valid confidence intervals, 

without model assumptions. Biometrics, 75(4), 1391–1400. 

https://doi.org/10.1111/biom.13062 Johns Hopkins University 

Wang, S., Zhang, Y., Zhang, X., et al. (2022). Changes in serum BDNF levels and 

cognitive function after antidepressant treatment in patients with major 

depressive disorder. Journal of Psychiatric Research, 149, 149–156. 

Wang, X., et al. (2023). Associations of socioeconomic status components with cognitive 

function. Scientific Reports, 13, 4480. https://doi.org/10.1038/s41598-023-

34648-0 

Wang, Y., Bai, L.-P., Liu, W., Zhu, X.-D., & Zhang, X.-Y. (2022). Altered BDNF levels 

are associated with cognitive impairment in Parkinson’s disease patients with 

depression. Parkinsonism & Related Disorders, 103, 122–128. 

https://doi.org/10.1016/j.parkreldis.2022.08.020 

Wei, M. D., Huang, Y. Y., Zeng, Y., Lan, Y. X., Lu, K., Wang, Y., & Chen, W. Y. (2023). 

Homocysteine Modulates Social Isolation-Induced Depressive-Like Behaviors 

Through BDNF in Aged Mice. Molecular neurobiology, 60(9), 4924–4934. 

https://doi.org/10.1007/s12035-023-03377-w 

WHO. (2023). Depressive disorder (depression). World Health Organitation. 

https://www.who.int/news-room/fact-sheets/detail/depression 

Widhianingtanti, L. T., Luijtelaar, G. Van, Suryani, A. O., Hestyanti, Y. R., & Sulastri, A. 

(2022). Indonesian Trail Making Test: Analysis of Psychometric Properties, 

Effects of Demographic Variables, and Norms for Javanese Adults. Jurnal 

Psikologi, 49(2), 104. https://doi.org/10.22146/jpsi.68953 



92  

World Health Organization. (2023). Depression. https://www.who.int/news-room/fact-

sheets/detail/depression 

Xue, W., Wang, P., Li, B., Li, Y., Xu, X., Yang, F., Yao, X., Chen, Y. Z., Xu, F., & Zhu, 

F. (2016). Identification of the inhibitory mechanism of FDA approved selective 

serotonin reuptake inhibitors: an insight from molecular dynamics simulation 

study. Physical Chemistry Chemical Physics, 18(4), 3260–3271. 

https://doi.org/10.1039/C5CP05771J 

Yang, X., Huang, Y. A., & Marshall, J. (2025). Targeting TrkB-PSD-95 coupling to 

mitigate neurological disorders. Neural regeneration research, 20(3), 715–724. 

https://doi.org/10.4103/NRR.NRR-D-23-02000 

Yang, Y., et al. (2024). Unemployment and mental health: A global study of 

unemployment's influence on mental disorders from 1970 to 2020. International 

Journal of Environmental Research and Public Health, 21, 1234. 

https://doi.org/10.3389/fpubh.2024.1440403 

Zahra Persada, T., & Intan Puspitasari, D. (2024). The Relationship between Folic Acid 

Intake and Depression among College Students. J. Gizi Pangan, 19, 63–68. 

Zakaria, F. H., Samhani, I., Mustafa, M. Z., & Shafin, N. (2022). Pathophysiology of 

Depression: Stingless Bee Honey Promising as an Antidepressant. Molecules, 

27(16), 5091. https://doi.org/10.3390/molecules27165091 

Zhao, G., Ford, E. S., Li, C., Greenlund, K. J., Croft, J. B., & Balluz, L. S. (2011). Use of 

folic acid and vitamin supplementation among adults with depression and 

anxiety: a cross-sectional, population-based survey. Nutrition Journal, 10(1), 

102. https://doi.org/10.1186/1475-2891-10-102 

 

 

  



93  

 
LAMPIRAN 

  



94  

 

 

 

 

 

 

 

 

Lampiran 5 

KEMENTERIAN PENDIDIKAN TINGGI, SAINS, 

DAN TEKNOLOGI 

UNIVERSITAS HASANUDDIN 

FAKULTAS KEDOKTERAN 

 

 

 
SURAT PERSETUJUAN 

Jalan Perintis Kemerdekaan Km. 10 
Tamalanrea, Makassar 90245 

Telepon (0411) 586200 
e-mail: office@unhas.ac.id 
Laman: www.unhas.ac.id 

 

Yang bertanda tangan di bawah ini : 

Nama : Dr. Saidah Syamsuddin, dr., Sp.K.J. 

NIP : 197001142001122001 

Jabatan : Ketua Program Studi Spesialis Kedokteran Jiwa 

Fakultas Kedokteran Universitas Hasanuddin 

Sebagai atasan langsung dari : 

Nama : dr. Maria Devinta Dianomo 

NIM : C065221003 

Menyatakan menyetujui bila yang bersangkutan mengadakan penelitian dengan judul : 

"Pengaruh Pemberian Terapi Adjuvan Asam Folat Dan Metilkobalamin Terhadap Kadar BDNF 

(Brain Derived Neurotropic Factor) Dan Fungsi Kognitif Pada Pasien Depresi Yang Mendapatkan 

Terapi Fluoxetin" 

 

 

 

Makassar, 4 Februari 2025 

Ketua Program Studi Spesialis Kedokteran Jiwa 

Fakultas Kedokteran 
 

 

Dr. Saidah Syamsuddin, dr., Sp.K.J. 

NIP. 197001142001122001 



95  

 



96  

 

 
 

 

 

 

 

 

ADMINISTRASI 
 

FORMULIR 2 

Nomor : 422/08/FR2/2025 Tanggal : 7 Agustus 2025 

SURAT KETERANGAN 

SELESAI PENGAMBILAN DATA/ ANALISA BAHAN HAYATI 

 

Dengan hormat, 

Dengan ini menerangkan bahwa peneliti/mahasiswa berikut ini : 

Nama : Maria Devinta Dianomo 

NIM : C065221003 

Institusi : Dept. Ilmu Kedokteran Jiwa (Psikiatri) Fakultas Kedokteran UNHAS 

Judul Penelitian : Pengaruh Pemberian Terapi Adjuvan Asam Folat Dan Metilkobalamin 

Terhadap Kadar BDNF (Brain Derived Neurotropic Factor) dan Fungsi 

Kognitif Pada Pasien Depresi Yang Mendapatkan Terapi Fluoxetin. 

 
Telah selesai melakukan pengambilan data/ analisa bahan hayati : 

Pada tanggal : 7 Agustus 2025 

Jumlah subjek : ± 36 Sampel manusia 

Jenis data : Data Primer 

 
Dengan staf pendamping/pembimbing : 

 
Nama : Syafri S., AMAK 

 
Konsultan : - 

 
Surat keterangan ini juga merupakan penjelasan bahwa peneliti/mahasiswa diatas tidak 

mempunyai sangkutan lagi pada unit/laboratorium kami. 

 
Demikian surat ini dibuat untuk dipergunakan sebagaimana mestinya. 

 

 
Pendamping/Pembimbing 

 
 
 
 

Syafri S., AMAK 
NIP 

Mengetahui, 
Kepala Laboratorium, 

 
 

 
dr. Rusdina Bte Ladju, Ph.D 

NIP 198108302012122002 

 
 
 
 

 

Formulir Keterangan Selesai Pengambilan Data/ Analisa Bahan Hayati Hal. 1 dari 1 



97  

DOKUMENTASI 

  

  

  

 


