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RECENT Research work

A phase 2 clinical trial approved by US and Taiwan FDASs: applying ceftriaxone on
neurodegeneration and dementia in Parkinson’s disease

FETE R AR & A OE A 2 G R ER: Title: To Assess the Efficacy and Safety of Ceftriaxone
in Patients With Mild to Moderate Parkinson's Disease Dementia - Trial No.: BRICEFA20170414;
Website:
https://clinicaltrials.gov/ct2/results?cond=&term=BRICEFA20170414&cntry=&state=&city=&dis
t=&Search=Search

Ceftriaxone is developed for the new indication to treat Parkinson’s disease dementia (PDD).
Ceftriaxone is the drug substance of Rocephine approved by FDA in 1984 as a cephalosporin
antibiotic to function as anti-bacterial infection. Ceftriaxone is a B-lactam antibiotic for treating
respiratory tract infection, urinary tract infection, bacterial septicemia, and meningitis (Congeniet
al.,, 1984). It has been reported that ceftriaxone upregulated expression of glutamate
transporter-1(GLT-1) (Rothsteinet al.,2005), and several subsequent studies demonstrated the
antiexcitotoxic potential of this compound (Chu et al.,2007).Neuroprotective effects of ceftriaxone
have been demonstrated following 5 days of pretreatment with ceftriaxone(200 mg/kg/day)in the in
vitro models of stroke (Lipskiet al., 2007). Treatment with ceftriaxone(200 mg/kg/day) for 7 or 14
days during hypoxic exposure was found to increase GLT-1 expression, resulting in sequestration
of excess glutamate into glial cells, protection of neurons from excitotoxicity, and improved spatial
memory retrieval (Hotaet al.,2009).However, nothing is known about the effects of ceftriaxone on
cognitive behavior and neurodegeneration in Parkinson’s disease(PD)patients.

Since ceftriaxone increases GLT-1 expression and reuptake of released glutamate may thus reduce
excitotoxicity, it may be useful for treating PD symptoms. Ceftriaxone was used to conduct in
several nonclinical pharmacological studies to show the effects of ceftriaxone on working memory,
object recognition, and neuroprotection in the 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine
(MPTP)-induced PD rat model, which demonstrated that ceftriaxone inhibited MPTP
lesion-induced dopaminergic degeneration in the nigrostriatal system, microglial activation in the
substantia nigra pars compacta (SNc), and cell loss in the hippocampal CA1 area. These results
demonstrate that ceftriaxone prevents loss of neurogenesis in the brain of PD rats.

Clinical program: A randomized, double-blinded, Phase Il trial is designed to investigate the safety
and efficacy profiles of ceftriaxone in PDD patients.

The present study includes primary and secondary study objectives. The primary objective is to evaluate
the improvement of cognitive function in PDD patients with ceftriaxone administration. The
secondary objectives are to evaluate the efficacy and safety profiles in PDD patients with
ceftriaxone administration. The study will be enrolled in approximate 106 patients to achieve at
least 84 evaluable patients. Eligible subjects will be randomized to receive either ceftriaxone or
placebo in a 1:1 ratio. Patients in the investigational product group will receive 1g/day of
ceftriaxone reconstituted in lidocaine; while patients with placebo treatment will receive the same
volume of lidocaine injection. Both groups will be administered via intramuscular (IM) injection
for 3 doses every cycle (2 weekly cycle), for a total of 16 cycles.

For primary endpoint, comparison of the treatment difference in mean net change in Alzheimer’s Disease
Assessment Scale-Cognitive subscale (ADAS-Cog)score with time course will be evaluated. For
secondary endpoints, the efficacy profile of ceftriaxone will be assessed by the changes of Unified
Parkinson’s Disease Rating Scale (UPDRS), Judgment of Line Orientation score, Mini Mental
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State Examination, Clinical Dementia Rating Scale, Color Trail test scores, Tc-99m TRODAT
SPECT and MRI images changes as well as the overall evaluation of Alzheimer’s Discase
Cooperative Study-Clinician’s Global Impression of Change(ADCS-CGIC) score from baseline at
week 16 and 32 visits. The baseline of each efficacy factors will be evaluated on Day 1 before

dosing.
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Ho YJ* MS Shen, CH Tai, HH Li, JH Chen WC Liao, PY Chiu, IY Lee, CL Lin, CS Hung.
Use of ceftriaxone in treating cognitive and neuronal deficits associated with dementia with
Lewy bodies. Forntiers in in Neurosciences (in press 20190502) (SCI).

\olgin AD, A Bashirzade, TG Amstislavskaya, OA Yakovlev, KA Demin, YJ Ho, D Wang, VA
Shevyrin, D Yan, Z Tang, J Wang, M Wang, ET Alpyshov, N Serikuly, EA Wappler-Guzzetta,
AM Lakstygal, AV Kalueff*. Dark classics in chemical Neuroscience: arecoline. ACS Chem
Neurosci, 2019. E-pub Date: 2019/01/22, (in press, 2019). (SCI)

Lai CL, WM Chi, YJ Ho, CC Lin, HC Lin, CL Kuo, JH Chen* Using a Numerical Method to
Precisely Evaluate the Alpha Angle in a Hip Image. Med Biol Eng Comput, published online:
08 April, 2019. DOI: 10.1007/s11517-019-01973-4 (SCI)

Tai CH, M Bellesi, AC Chen, CL Lin, HH Li, PJ Lin, WC Liao, CS Hung*, RK Schwarting*,
YJ Ho*. A new avenue for treating neuronal diseases: ceftriaxone, an old antibiotic
demonstrating behavioral neuronal effects. Brain Res Res 364: 149- 156, Feb. 20, 2019. (SCI)
<Review paper>

PR FFR CREE C FIF RIS EF A KB AR B
& 5% = ;= (Exploring a therapeutic method for dementia with Lewy bodies based on the
pathophysiology) - = ;3"}“:?}2;‘,& (in press, 2018)

PRI A A F R F RN R N A Y e B AR TR R
£714¢ R ILIERI o 2 B (Complicated pathophysiology of dementia with Lewy
bodies: Therapeutic potential of ceftriaxone. Clinical Medicine 83(3): 185-93, 2019)- &4 ;f:?
A2 z& 83(3): 185-93, 2019

Kung WM, Ho YJ, H Yoshizawa, S Matsuo, CY Wei. Behavioural and cognitive changes in
Lewy body dementia. Behavioural Neurology, vol. 2018, 2018. Article 1D: 2404191, 2018.
(SCI)

Chang CC, TC Lin, HL Ho, HH Li, CY Kuo, TA Korolenko, WJ Chen, TJ Lai, YJ Ho*, CL
Lin*. GLP-1 analogue Liraglutide attenuates mutant huntingtin-induced neurotoxicity by
restoration of neuronal insulin signaling. Int J Mol Sci 19: 2505, 2018. (SCI)

Ho YJ*, JC Weng, CL Lin, MS Shen, HH Li, WC Liao, NM Tsai, CS Hung*, TJ Lai*, 1Y Lee*.
Ceftriaxone treatment for neuronal deficits: a histological and MEMRI study in a rat model of
dementia with Lewy bodies. Behav Neurol 2018: 4618716, Aug. 2, 2018. (SCI)

Chang CC, HH Li, YT Chang, YJ Ho, LJ Hsieh, PY Chiu, YS Cheng, CL Lin, TJ Lai. Abeta
exacerbates a-synuclein-induced neurotoxicity through impaired insulin signaling in
a-synuclein-overexpressed human SK-N-MC neuronal cells. CNS Neuroscience &
Therapeutics 24(1): 47-57, 2018. . DOI: 10.1111/cns.12772. Oct. 11, 2017. (SCI)

Chi WM, -CC Lin, YJ Ho, HC Lin, JH Chen*. Using nonlinear finite element models to analyse
stress distribution during subluxation and torque required for dislocation of newly developed
total hip structure after prosthetic impingement. Med Biol Eng Comput 56: 37- 47, 2018. (SCI)
Hsieh MH*, WY Meng®, WC Liao”, JC Weng, HH Li, HL Su, CL Lin*, CS Hung*, YJ Ho*.
Ceftriaxone reverses deficits of behavior and neurogenesis in an MPTP-induced rat model of
Parkinson’s disease dementia. Brain Res Bull 132: 129- 38, 2017. (SCI)

Tikhonova MA, SC Ho, AA Akopyan, NG Kolosova, JC Weng, WY Meng, CL Lin, TG
Amstislavskaya, YJ Ho*. Neuroprotective effects of ceftriaxone treatment on cognitive and
neuronal deficits in a rat model of accelerated senescence. Behav Brain Res, 330: 8-16, May.
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12, 2017. (SCI)

Chen LY, TY Renn, WC Liao, FD Mai, YJ Ho, G Hsiao, AW Lee, HM Chang. Melatonin
successfully rescues hippocampal bioenergetics and improves cognitive function following
drug intoxication by promoting Nrf2-ARE signaling activity. J Pineal Res e12417, May. 2,
2017. (SCI)

Weng JC, MA Tikhonova, JH Chen, MS Shen, WY Meng, YT Chang, KH Chen, KC Liang, CS
Hung, TG Amstislavskaya, YJ Ho*. Ceftriaxone prevents the neurodegeneration and decreased

neurogenesis seen in a Parkinson’s disease rat model: an immunohistochemical and MRI study.
Behav Brain Res 305: 126-39, Mar 08, 2016 (SCI)

Lin CL, YS Cheng, HH Li, PY Chiu, YT Chang, YJ Ho, TJ Lai. Amyloid-p suppresses
AMP-activated protein kinase (AMPK) signaling 2 and contributes to a-synuclein-induced
cytotoxicity. Exp Neurol 275: 84-98, 2016. (SCI)

Chi WM, CY Wang, LY Chen, YJ Ho, PJ Wu, JH Chen. Effects of Yuan Ji dance on standing
balance control in community-dwelling middle-aged and elderly people. J Nan Kai, 12: 1,
21-30, 2015.

Huang CK, YT Chang, TG Amstislavskaya, MA Tikhonova, CL Lin, CS Hung, TJ Lai, YJ Ho*.
Synergistic effects of ceftriaxone and erythropoietin on neuronal and behavioral deficits in an
MPTP-induced animal model of Parkinson’s disease dementia. Behav Brain Res 294: 198-207,
Aug 15, 2015. (SCI)

Tikhonova MA, AV Romaschenko, AE Akulov, YJ Ho, NG Kolosova, MP Moshkinb, TG
Amstislavskaya. Comparative study of perception and processing of socially or sexually
significant odor information in male rats with normal or accelerated senescence using fMRI.
Behav Brain Res. 294: 89-94, Aug. 12, 2015. (SCI)

Lin HC HC, WM Chi, YJ Ho, CC Lin, JH Chen. Theoretical Analysis of Total Hip Dislocation
and Comparison of the Hemispherical Cup and a Newly Developed Cup. Med Biol Eng
Comput 51(4): 397- 404, Apr. 1, 2015. (SCI, EI)

Tikhonova MA, CH Ting, NG Kolosova, CY Hsu, JH Chen, CW Huang, GT Tseng, CS Hung,
PFu Kao, TG Amstislavskaya, YJ Ho*. Improving bone microarchitecture in aging with
diosgenin treatment: a study in senescence-accelerated OXYS rats. Chin J Physiol 58(5):
322-31, Oct. 31, 2015 (SCI)

Hsu CY, CS Hung, HM Chang, WC Liao, SC Ho, YJ Ho*. Ceftriaxone prevents and reverses
behavioral and neuronal deficits in an MPTP-induced animal model of Parkinson’s disease
dementia. Neuropharmacol 91:43-56, 2015. (SCI)

Chu SC, PN Chen, YJ Ho, CH Yu, YS Hsieh, DY Kuo*. Both neuropeptide Y knockdown and
Y1 receptor inhibition modulate CART-mediated appetite control. Hormones and Behavior 67:
38-47, 2015. (SCI)

Lin WL, SM Wang, YJ Ho, HC Kuo, YJ Lee, TH Tsen. Ethyl acetate extract of Wedelia
chinensis inhibits tert-butyl hydroperoxide-induced damage in PC12 cells and
D-galactose-induced neuronal cell loss in mice. BMC Complement Altern Med 14: 491, 2014.
(SCI)

Ho SC, CC Hsu, CR Pawlak, MA Tikhonova, TJ Lai, TG Amstislavskaya, YJ Ho*. Effects of
ceftriaxone on the behavioral and neuronal changes in an MPTP-induced Parkinson's disease
rat model. Behav Brain Res 268: 177-84, May 05, 2014. (SCI)
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Ho SC, CC Hsu, CH Yu, WN Huang, MA Tikhonova, MC Ho, CS Hung, TG Amstislavskaya,
YJ Ho*. Measuring Attention in a Parkinson’s disease Rat Model using the 5-arm Maze Test.
Physiology & Behavior 130: 176-81, May 05, 2014. (SCI)

Tikhonova MA, CH Yu, NG Kolosova, LA Gerlinskaya, SO Maslennikova, AV Yudina, TG
Amstislavskaya, YJ Ho*. Comparison of behavioral and biochemical deficits in rats with
hereditary defined or D-galactose-induced accelerated senescence: Evaluating the protective
effects of diosgenin. Pharmacol Biochem and Behav 120: 7-16, Feb. 1, 2014. (SCI)

Hung YT, MA Tikhonova, SJ Ding, PF Kao, HHC Lan, JM Liao, JH Chen, TG Amstislavskaya,
and YJ Ho*. Effects of chronic treatment with diosgenin on bone loss in a D-galactose-induced
aging rat model. Chin J Physiol 57(3): 121- 27, 2014. (SCI).

Lin HC, WM Chi, YJ Ho, JH Chen. Effects of design parameters of total hip components on
the impingement angle and determination of the preferred liner skirt shape with an adequate
oscillation angle. Med Biol Eng Comput 51(4): 397- 404, Apr. 1, 2013. (SCI)

Yang LH, YJ Ho, JF Lin, CW Yeh, SH Kao, LiS Hsu. Butein inhibits the proliferation of
breast cancer cells through generation of reactive oxygen species and modulation of ERK and
p38 activities. Molecular medicine reports 6(5):1126-32, Nov. 2012. (SCI)

Hsia CH, CH Wang, YW Kuo, YJ Ho, HL Chen. Fructo-oligosaccharide systemically
diminished D-galactose-induced oxidative molecule damages in BALB/cJ mice. British
Journal of Nutrition 107: 1787-92, 2012. (SCI).

Lin HC, WM Chi, YJ Ho, JH Chen*. Effects of design parameters of total hip components on
the impingement angle and determination of the preferred liner skirt shape with an adequate
oscillation angle. Med Biol Eng Comput 51(4): 397- 404, Apr. 1, 2013. (SCI).

Hsia CH, CH Wang, YW Kuo, YJ Ho, HL Chen. Fructo-oligosaccharide systemically
diminished D-galactose-induced oxidative molecule damages in BALB/cJ mice. British
Journal of Nutrition 107: 1787-92, 2012. (SCI).

Hsieh MH, SC Ho, KY Yeh, CR Pawlak, HM Chang, YJ Ho*, TJ Lai*, FY Wu. Blockade of
metabotropic glutamate receptors inhibits cognition and neurodegeneration in an
MPTP-induced Parkinson's disease rat model. Pharmacology, Biochemistry and Behavior 102:
64-71, 2012. (SCI).

Pawlak CR, FS Chen, FY Wu, YJ Ho*. Potential of D-cycloserine in the treatment of
behavioral and neuroinflammatory disorders in Parkinson’s disease and studies that need to be
performed before clinical trials. Kaohsiung J Med Sci 28(8): 407-17, Aug. 16, 2012. (SCI).

Ho YJ*, FL Chen, SM Liu, AL Wang, YC Li, TJ Lai, SS Huang. Effects of chronic resistive
airway loading on behavioral changes in rats. Chin J Physiol 55(4): 245-252, Aug. 31, 2012.
DOI: 10.4077/CJP.2012.BAA044 (SCI).

Ho YJ*, SY Tai, CR Pawlak, AL Wang, CW Cheng, MH Hsieh. Behavioral and IL-2 Responses
to Diosgenin in Ovariectomized Rats. Chin J Physiol 55(2): 91-100, 12 Apr, 2012. (SCI).

Pawlak CR, BD Karrenbauer, P Schneider, YJ Ho. The elevated plus-maze test: differential
psychopharmacology of anxiety-elated behavior. Emotion Review 4(1):98-115, Jan. 24, 2012.
(SCI)

Hsieh MH, SL Gu, SC Ho, CR Pawlak, CL Lin, YJ Ho*, TJ Lai, FY Wu. Effects of MK-801
on recognition and neurodegeneration in MPTP-induced Parkinson’s rat model. Behav Brain
Res 229(1): 41-47, Jan. 10, 2012 (SCI)
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Schneider P, WF Wolfgang, N Schweinfurth, YJ Ho, A Sartorius, R Spanagel, CR Pawlak.
Central metabolite changes and activation of microglia after peripheral interleukin-2 challenge.
Brain Behav Immun, 26(2): 277-83, Feb. 1, 2012. (SCI)

Chang CC, TC Kuan, YY Hsieh, YJ Ho, YL Sun, CS Lin. Effects of diosgenin on myometrial
matrix metalloproteinase-2 and -9 activity and expression in ovariectomized rats. Int J Biol Sci
7:837-847, July. 7. 2011. (SCI)

Schneider P, YJ Ho, R Spanagel, CR Pawlak. A novel elevated plus-maze procedure to avoid
the one-trial tolerance problem. Frontiers in Behavioral Neuroscience 5(43):1-8, July 27, 2011.
(SCI)

Ho YJ*, SC Ho, CR Pawlak, KY Yeh. Effects of D-cycloserine on MPTP-induced behavioral
and neurological changes: potential for treatment of Parkinson's disease dementia. Behavioural
Brain Research 219(2): 280-90, 2011. (SCI)

Huang GJ, SC Ho, CK Lai, SL Gu, MH Hsieh, YJ Ho*. D-cycloserine reverses recognition
deficits in MPTP-induced Parkinson’s disease mice model. Proceedings of XVII International
Congress of Neuropathology, pp 31-35, 2010. (September 11-15, 2010, Salzburg, Austria)

Ho SC, GJ Huang, CK Lai, SL Gu, MH Hsieh, Ho YJ*. MPTP-induced animal model of
Parkinson’s disease dementia: there are species differences. Proceedings of XVII International
Congress of Neuropathology pp 23-29, 2010. (September 11-15, 2010, Salzburg, Austria)

Sy HN, SL Wu, WF Wang, CH Chen, YT Huang, YM Liou, CS Chiou, CR Pawlak, YJ Ho*.
MPTP-induced dopaminergic degeneration and deficits in object recognition in rats are
accompanied by neuroinflammation in the hippocampus. Pharmacol Biochem and Behav
95:158-165, Feb. 26, 2010. (SCI).

Wang AL, YM Liou, CR Pawlak, YJ Ho*. Involvement of NMDA receptors in both
MPTP-induced neuroinflammation and deficits in episodic-like memory in Wistar rats. Behav
Brain Res 208: 38-46, Mar. 17", 2010. (SCI).

Wang WF, SL Wu, YM Liou, AL Wang, CR Pawlak, YJ Ho*. MPTP lesion causes
neuroinflammation and deficits in object recognition in Wistar rats. Behavioral Neuroscience
123(6): 1261-70, Dec. 17™, 2009. (SC1).

Karrenbauer BD, YJ Ho, V Ludwig, J L6hn, R Spanagel, RKW Schwarting, CR Pawlak.
Time-dependent effects of striatal interleukin-2 on open field behaviour in rats. Journal of
Neuroimmunology 208: 10-18, Mar. 31, 2009. (SCI).

Bauhofer A, YJ Ho, A Schmitt, M Kdster, RKW Schwarting, CR Pawlak. Individual behavioral
differences in recovery from abdominal sepsis in rats. Inflammation Research 58:1-9, Feb. 5,
2009. (SCI).

Lee SD, WW Kuo, YJ Ho, AC Lin, CH Tsai, HF Wang, CH Kuo, AL Yang, CY Huang, JM
Hwang. Cardiac Fas-dependent and mitochondrial dependent apoptosis in ovariectomized rats.
Maturitas 61:268-77, Nov. 20, 2008. (SCI).

Chiang CY, KY Yeh, SF Lin, H Hsuchou, MY Tai, YJ Ho*, YF Tsai. Effects of alcohol on the
mouse-killing behavior of olfactory bulbectomized rats. Chinese Journal of Physiology 51(6):
408-13, Dec. 31, 2008. (SCI)

Chen JH, JSS Wu, HC Lin, SL Wu, WF Wang, SK Huang, YJ Ho*. Dioscorea improves the
morphometric and mechanical properties of bone in ovariectomized rats. Journal of the
Science of Food and Agriculture 88: 2700-06, Oct. 7. 2008. (SCI)
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Pawlak CR*, YJ Ho*, R. K.W. Schwarting*. Animal models of human psychopathology based
on individual differences in novelty-seeking and anxiety. Neuroscience & Biobehavioral
Reviews 32: 1544-68, Oct. 10. 2008. (SCI)

Lee YT, WF Wang, CW Cheng, SL Wu, CR Pawlak, YJ Ho*. Effects of escapable and
inescapable stressors on behavior and interleukin-2 in the brain. Neuroreport 19(12): 1243-47,
Aug. 6. 2008. (SCI)

Hsieh YS, SF Yang, SC Chu, YJ Ho, CS Kuo, DY Kuo. Transcriptional interruption of cCAMP
response element binding protein modulates superoxide dismutase and neuropeptide
Y-mediated feeding behavior in freely moving rats. Journal of Neurochemistry 105:
1438-1449, May. 2008. (SCI)

Wu SL, LS Hsu, WT Tu, WF Wang, YT Huang, CR Pawlak”, YJ Ho*. Effects of D-cycloserine
on the behavior and ERK activity in the amygdala: Role of individual anxiety levels.
Behavioral Brain Research 187(2): 246-53, Mar. 5. 2008. (SCI)

Ho YJ*, WY Hsu, CF Wang, T Tseng, CW Cheng, YC Hung, CC Hsu, MD Kao, YF Tsai.
Psychoimmunological effects of dioscorea in the ovariectomized rats: role of anxiety level.
Annals of General Psychiatry 6:21, Aug. 10, 2007.

Wang WF, YP Lei, T Tseng, WY Hsu, CF Wang, CC Hsu, YJ Ho*. Effects of apomorphine on
the expression of learned helplessness behavior. Chinese Journal of Physiology 50(2): 63-68,
Apr. 30, 2007. (SCI).

Chen LM, WW Kuo, JJ Yang, SG Wang, YL Yeh, FJ Tsai, YJ Ho, MH Chang, CY Huang, SD
Lee. Eccentric cardiac hypertrophy was induced by long-term intermittent hypoxia.
Experimental Physiology 92(2):409-16 Mar. 2007. (SCI).

Ho YJ* LS Hsu, CF Wang, WY Hsu, TJ Lai, CC Hsu, YF Tsai. Behavioral effects of
D-cycloserine in rats: the role of anxiety level. Brain Res 1043: 179-185, May. 2005. (SCI).

Ho YJ, KH Chen, MY Tai, YF Tsai. MK-801 suppresses muricidal behavior but not locomotion
in olfactory bulbectomized rats: involvement of NMDA receptors. Pharmacol Biochem Behav
77: 641-46, Mar. 2004. (SCI).

Ho YJ, H Hsuchou, HA Shui, MY Tai, KH Chen, YF Tsai. Effects of desipramine and MK-801
on components of muricidal behavior in olfactory bulbectomized rats: an application of
incisor-cutting animal model. Neurosci Res Comm 34(3): 136-43, May. 2004. (SCI).

Ho YJ, CR Pawlak, LH Ku, RKW Schwarting. Acute and long-term consequences of single
MDMA administration in relation to individual anxiety levels in the rat. Behav Brain Res 149:
135-44, Mar. 2004. (SCI).

Pawlak CR, YJ Ho, RKW Schwarting, A Bauhofer. Relationship between striatal levels of
interleukin-2 mMRNA and plus-maze behaviour in the rat. Neurosci Lett 341: 205-08, May. 2003.
(SCI).

Ho YJ, J Eichendorff, RKW Schwarting. Individual response profiles of male Wistar rats in
animal models of anxiety and depression. Behav Brain Res 136: 1-12, Oct. 2002. (SCI).

Hsuchou H, YJ Ho, HA Shui, MY Tai, KH Chen, YF Tsai. Effects of incisor cutting on
muricidal behavior induced by olfactory bulbectomy in rats. Physiol and Behav 76 (4-5):
669-75, Aug. 2002. (SCI).

Ho YJ, TM Liu, MY Tai, CS Wong, YF Tsai. Effects of olfactory bulbectomy on the density of
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NMDA receptors in rat’s brain: [°H] MK-801 binding assay. Brain Res 900: 214-18, May. 11,
2001. (SCI)

Ho YJ, YC Chang, TM Liu, MY Tai, CS Wong, YF Tsai. Striatal glutamate release during
novelty exposure-induced hyperactivity in olfactory bulbectomized rats. Neurosci Lett 287 (2):
117-20, Jun. 23, 2000. (SCI)

(B) In Chinese with English Abstract

PR ANE ML P HFE S EF A R AT R A ATRA R
SEASR RN TR 1:,\,?,/;% z_ 7+ (Complicated Pathophysiology of Dementia with Lewy
Bodies: Therapeutic Potential of Ceftriaxone) - &4 ;“ 1234 (in press, 2018) °

PR FFR R E  FIOR AR EF AN e LS VA A 2 R
5 & /57 = = ( Exploring a Therapeutic Method for Dementia with Lewy Bodies based on the
Pathophysiology) - ;;‘3“}‘5’,—2‘2% (in press, 2018) -

PR Y E CPARL AT AT i R SR LA SRR R NNRT A
REAAG U A FEE IE'_,%.;,’; 11(3): 37-42, Jul, 2015. (Neuronal protection of erythropoietin: a
possible application in Parkinson’s disease dementia. Cheng Ching Medical Journal 11(3): 37-42, Jul,
2015)

A ERE YR R FE S PEFL TR RLE BRI FRYT R
BFg* o M A iR EE S 2 AT & &V * BanLAivak iz sk o ¢ AR A REE =
P g ¢ 2012 £ € w < § 0 Apr., 2012, Taipei- [Liao TY, YT Hung, CY Chou, GD Huang, SH Ho,
GJ Huang, SY Chang, SH Hsu, SH Wu, JM Liao, YJ Ho*. Effects of enhancing glutamate transporter
expression on cognitive dysfunction in Parkinson's disease rat model. Biomaterials and Drug Delivery
Systems 2012 Annual Meeting and Symposium, Apr., 2012, Taipei.)

Migd ~ F BM ~ £ 5%~ PRI - Amantadine #r4]% £ & < g % 2 NMDA X f3t 2 @ o>
A2 k4w AERRG - RA F & 68(5): 386-92, Nov. 1, 2011 -

B~ B E s mARL ~ £ § ® - PRI T o D-cycloserine 4r i e R 2 o R B IE R L 2 ;?etb)@;? °
~ ;?‘?‘5 15(6): 1-11, Jun 21, 2011. - [Chuang T, MH Hsieh, FS Chen, FY Wu, YJ Ho*.
D-cycloserine facilitates the effects of exposure therapy on phobias. Formosan J Medicine 15(6): 1-11,
Jun 21, 2011. (in Chinese with English abstract). ]

Gl - Rt ﬁfiﬂﬁ NERR A CLAN ¥ R $ﬂm}i§,im~§fi BV gpenpl Soosmsig o
r,?fé;’ 14(1): 88-96, Jan. 1%, 2010 - [YJ Ho*, Wu SY, Wang WF Sy HN, Huang YT. Hallucinations
in Parkinson’s disease: the possible neuropsychological mechanisms, Formosan J Medicine 14(1): 88-96,
Jan. 1%, 2010. (in Chinese with English abstract). ]

PRER* lérg'ﬁt 3R F s M R o BORMA G AREN G RN BT £ 5L
FFenv g & & o ;;‘;‘;‘ﬁ 13(1): 100-06, Jan. 1%. 2009 - (CCH grant 93118 and 92521; NSC
96-2320-B-040-019) [ Ying-Jui Ho", Shey-Lin Wu, Wen-Fu Wang, Yao-Ting Huang, Chun-Wen Cheng.
Role of glutamatergic and neuroimmunological function in the dementia in Parkinson’s disease.
Formosan J Medicine 13(1): 100-06, Jan. 1%. 2009]

3 R AE i%%f%.ﬁ-!{-fr ~ 3 K& P % %,ﬁq&q ﬁob ERE LAY EE 4;;% 2l % ﬁi‘ﬁ"‘i‘fiﬁvﬁﬁfi EO % 1: ﬁ
B F 2 B s [The effects of biofeedback-assisted relaxation on nursing staffs with anxiety
reaction in ICU, Chung Shan Medical Journal] - # J,ffﬁégﬁ » 18(2): 241-53, Dec. 2007 -
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10.

11.

12.

13.

14.

15.

16.

IRAGCHRY 2T PR R ARTAYRE YR H AT AR R
2 B2 s % (Effect of biofeedback training and relaxation training on anxiety and depressive reactions
of college students, Chung Shan Medical Journal ) - # J/l;*“_;*f‘,é*ééé » 18(2): 255-70, Dec. 2007 -

FAE CIRAR Y PRRY SRR R BPH LA N E 2O RE A B L
B2 SR n g2 AH - B }“5’ 4 1/58(1):51-56, Jul. 2006 - [ Huang CK, CF Wang, WY Hsu,
YT Huang, TJ Lai, YJ Ho*. Inflammatory substances affecting neuronal function and affective
disorders: fundamentals of psychoneuroimmunology. Clinical Medicine 58(1): 51-56, Jul. 2006. (in
Chinese with English abstract) ]

PRIM* S Bl o REA S AR AR R T i D kR “éfi < B G BT
@ eng gy o AR A FE Rz 19(1): 5-18, Mar. 2005. (TSSCI).  [YJ Ho*, YF Tsai. Possible Role of
Glutamatergic System in Depression: Evidence from Animal Model of Olfactory Bulbectomized Rats.
Taiwanese J Psych 19(1): 5-18, Mar. 2005.)

IR e~ B oA i:‘é?ﬁ R RS S FE R R A PRBT - NMDA £ 48 A
D-cycloserine ¥t £ jg 7 5 (% 2. £ 4 o ;;‘i‘ff 9(2): 173-179, Mar. 2005. [ Tu WT, T Tseng, AL
Wang, WL Chung, CC Lin, LS Hsu, WY Hsu, CF Wang, YJ Ho. Effects of D-cycloserine on anxiety
behavior: role of NMDA receptor. Formosan Journal of Medicine 9(2): 173-197, Mar. 2005.) (in
Chinese with English abstract) ]

FHBECIRAB R RET S PRI BORRA T KA NMDA X 8 A 2 g2 &4
T hH IR ig s 2 Fh AR R Yy o A }“5’ 4 7 55(4): 253-258, Apr. 2005. [Huang CK, CF
Wang, WY Hsu, TJ Lai, YJ Ho*. Role of glutamatergic NMDA receptor in schizophrenia: evidence
from drugs acting at the glycine binding site. Clinical Medicine 55(4): 253-258, Apr. 2005. (in Chinese
with English abstract) ]

FAE RBBT WL A OANY 3RS DR $ o fRE FERR
10 (2): 49-62, 2002. (Huang CK, YJ Ho". “Ecstasy”, its dangerous acute-effects and long-term toxicity.
Formosa J Clinic Pharmacy 10 (2): 49-62, 2002. (in Chinese with English abstract))

FRIE> e LE SO EF o % % 7 7 164:90-93,1996 - [Ho YJ. Dioscorea, Phytohormone.
Evergreen 164:90-93, 1996. (in Chinese with English abstract) ]

(C) Conference Abstract

More than 170 conference abstracts, since 1995.

(D) Patent

BPA IR RE T Y G td L F < v s o L A use of pharmaceutical composition
comprising erythropoietin and ceftriaxone in the manufacture of a medicament for the treatment of
Parkinson's disease dementia. Japan, P # & (= 7,4) »

B AR RE T Y G td L F < v s o L A use of pharmaceutical composition
comprising erythropoietin and ceftriaxone in the manufacture of a medicament for the treatment of
Parkinson's disease dementia. Australia ;£ & | (% /%085 :104112897) <% 4] : 2016.04.20.-
2036.04.19.>
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3. BMA LR MED VG LY LFA e F e R AR - g R e
w4 R F e s KK/ T £ & < Jg 4 4 (Treatment and/or prevention of Parkinson’s
disease dementia with a combination of ceftriaxone and erythropoietin ) Taiwan, /4 % JI(& f/3# 50
1558410 %) <& 41#7:2016.11.21- 2035.04.21>

4. PRRTU AP R J,%g Ko LA NS HA KT MR ;}iv Pb;fffib ¥ (Pharmaceutical
compositions for treatment of neurodegenerative disorders). Taiwan, & &% 4] (FflF 5 #F P 5§
1544923 %) (Taiwan)

5. PR AR BT J,%g Ko LA NS HA 5T MR ;}iv %%‘f.‘ib ¥ (Pharmaceutical
compositions for treatment of neurodegenerative disorders). Taiwan, & #% 4] (B flF 5 #F P 5§
1544923 %) (Taiwan)

6. @;pg/\:Fﬁ;}a“‘fp)%ﬁoe'%%-»k:c’,l%&%‘f’g;oiépg ﬁﬁ;-ik %ﬁ&g%%f#‘o;,ﬁﬁgﬂo
Y Ed (105 % - (= )04486 3 % 10520740900 5L (Taiwan) -

7. FPAIRPRE o EfHEA P LFFAE S F LR NS R RLA U O SEY & L
2RI ¥ & F g % 97 (Treatment and / or prevention of Parkinson’s disease dementia with
ceftriaxone) - % B & 4% : US 9,326,988 B2 (USA) -

8.  Treatment and/or prevention of parkinson’s disease dementia with ceftriaxone, China (% 4| %
8.:71.2012101549642) - # A PR o gL ¢ »"%%ﬁ FFHi-3 R *Egwwd
Wi BRI R T 7 & S 4 AP E &% o ¢ Bk ) (China)

9. Instrument for measuring and training animal attention, Taiwan, ROC (% 15 5.:M433088) - ¥ & R
FAR A PR ERIF ERGF AP c R B A PR E BIE LR (Taiwan) -

10. Composition containing diosgenin and use thereof to improve at least one of cognitive deficits
associated with menopausal syndrome, China (% 413 %.:ZL 201110100440.0) - ® R & 4] o 3 p £ @
PR MEL B P LFEF PR R o Bl LAL R Eia
ke B oR G F OB I Rk Aod Ka e (China)

11. Improvement of cognitive deficit associated with menopausal syndrome with diosgenin - (& 41 %
5.1422378) ¢ FARFE M L] o F A I PRBFE D o BAEA 0P LFE S Lz
R Bie F kel SR EEG M gL TR he (Taiwan)

(E) Book

1. ANBEATHES : GpsThEE >~ Ml o dEFE[E - [AIERSSEE¥ [ Vander, Sherman, Luciano's Brief

Edition Human Physiology - 2006 & - Zh#f (&&= H ik tt - (ISBN @ 986157252X )
2. FHZE - (BN - A BIER - mEE RN -~ BEER - BEE - wEY - BRIE

R  BAAEE - Wrdm AR BRER - AR A TR A H] - 2004 4> & - (ISBN 986-7905-27-X)
Ho YJ. (2003). Nervous system. In CM Chung (Eds.): Current Physiology. Wagner Publishing
Co. Ltd., Tai-Chung, Taiwan. 77-120. (ISBN 986-7905-27-X)

Ho YJ. (2003). The central nervous system. In CM Chung (Eds.): Current Physiology. Wagner
Publishing Co. Ltd., Tai-Chung, Taiwan. 121-148. (ISBN 986-7905-27-X)
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3. LRFHFL ARG ~ o] fE - AF PRER S B - B i Al 2003 4> &2 JL T - (ISBN 9576167108)
4, BFE ~ o ARFHESKERE o BETEE AR » 2002 4 - BT o (ISBN 9576166799)

PROFESSIONAL MEMBERSHIPS

Taiwan Neuromodulation Society
Taiwanese Psychological Association
Society for Neuroscience

The Chinese Physiological Society
The Chinese Neuroscience Society

LICENCE
Pharmacist of ROC

R BEFREZ PR R ETREFET S 17091 5L

HONOR AND AWARDS

2016 Special Talents Award (MOST, ROC. 2016.08.01- 2017.07.31)

2015 Special Talents Award (MOST, ROC. 2015.08.01- 2016.07.31)

2014 Special Talents Award (MOST, ROC. 2014.08.01- 2015.07.31)

2014 Super Teacher Award (Teachers Union of Taichung, ROC. 2015)

2013 Outstanding Teaching Award, Chung Shan Medical University

2013 Special Talents Award, National Science Consul (NSC, ROC. 2013.08.01- 2014.07.31)
2012 Special Talents Award, National Science Consul (NSC, ROC. 2012.08.01- 2013.07.31)
2005 Avrristotle Research Award, The International Society on Brain and Behaviour, Europ
2003 Award of Outstanding Scientific Achievement and Presentation, Neuroscience Society, ROC
2001 Visiting Scholar of NSC and DAAD, Germany

2000 Award of Scholarship from Chung Hwa Rotary Educational Foundation, ROC

1993 Award of Scholarship from Academic Research Foundation, ROC

UNIVERSITY COMMITTEES

Interviewer, Department of Psychology applicants, Chung Shan Medical University (2002-present)

Committee on Faculty Promotions and Evaluation, School of Psychology, Chung Shan Medical
University (2002-present)

Committee on Faculty Promotions and Evaluation, School of Optometry, Chung Shan Medical
University (2002-present)

Committees, Environment and Safety Office, Chung Shan Medical University (2002-present)
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INTERNATIONAL SCIENTIFIC ACTIVITYS

_ , . _ Profs. TG Amstislavskay |,013/07/09~

Institute of Cytology and Genetics, Novosibirsk, Russia ) 0713

MA Tikhonova

Profs. TG Amstislavska -
Institute of Cytology and Genetics, Novosibirsk, Russia ) Y (2)3/1122/06/25

MA Tikhonova
Visiting Department of Experimental and Physiological . 2008/07/14~
Psychology, Philipps-University of Marburg., Germany Prof. RKW Schwarting g7
Visiting Department of Psychopharmacology, Central Institute | Dr. Cornelius Rainer 2007/06/30~
of Mental Health, Germany Pawlak 2007/07/11

Conference presentation

10.

11.

12.

Ho YJ*, AC. Chen, CH. Tai, PF. Kao, CY. Shen, WH. Wang, CC. Kuo, MA. Tikhonova, T-G. Amstislavskaya.
Changing the game for treating Parkinson's disease dementia. 12" World Congress on Controversies in Neurology
(CONy) Mar 22-25, 2018, Warsaw, Poland.

Ho YJ*, AC Chen, JC Weng, PF Kao, CY Shen, WH Wang, CH Tai, CC Kuo. Treatment for Parkinson’s disease
dementia with an old medicine. Faculty of Psychiatry of Old Age Conference 2017, Nov. 8-11, 2017, Queenstone,
New Zealand.

Chen AC, CH Tai, JC Weng, PF Kao, CY Shen, WH Wang, CC Kuo, MA Tikhonova MA, TG Amstislavskaya
TG, YJ Ho*. Treatment for Parkinson’s Disease with an old Medicine: Data of Animal and Human. Belyaev
Conference 2017. Aug. 7-10, 2017. Novosibirsk, Russia.

Lai TJ (¥ 4% =), CL Lin, HH Li, PY Chiu, YJ Ho. Dysregulation of insulin signaling plays an important role in
dementia with Lewy bodies (DLB). Belyaev Conference 2017. Aug. 7-10, 2017. Novosibirsk, Russia.

Renn TY, LY Chen, YC Liu, FD Mai, YJ Ho, HM Chang (3 Z ). An Innovative Strategy to Rescue the
Hippocampal Bioenergetics in a Rat Model of Parkinson’s Disease: Utilizing Plasmon-activated Water as a Natural
Approach. Belyaev Conference 2017. Aug. 7-10, 2017. Novosibirsk, Russia.

Kao PF* (% ;% 4%), JH Weng, YJ Ho. The clinical use of *™TC-trodat-1 imaging in Parkinson’s disease: a
molecular imaging agent development experience in Taiwan. Belyaev Conference 2017. Aug. 7-10, 2017.
Novosibirsk, Russia.

Ho YJ, MS Lin, JC Weng* (s % #2). Detecting neuronal activity in rat model of dementia with Lewy bodies by
using MEMRI. Belyaev Conference 2017. Aug. 7-10, 2017. Novosibirsk, Russia.

LinCL (#+ & =), HH Li, HG Kim, CC Chang, PY Chiu, YJ Ho, TJ Lai. Co-expression of Oct4, Sox2, KIf4 and
Nanog (KOSN) transcription factors protects against amyloid -induced neurotoxicity by improving insulin
signaling sensitivity. Belyaev Conference 2017. Aug. 7-10, 2017. Novosibirsk, Russia.

Li HH (% % %), FJ Lu, PY Chiu, YJ Ho, TJ Lai"", Chih-Li Lin Title: Overexpression of Nanog Attenuates
Ap-induced Neurotoxicity through Insulin Signaling. Belyaev Conference 2017. Aug. 7-10, 2017. Novosibirsk,
Russia.

Ho YJ*. A potential therapy for Parkinson’s disease dementia: by using ceftriaxone. The 13" International
Conference on Alzheimer’s and Parkinson’s Disease. Mar. 29- Apr. 2, 20017. Vienna, Austria.

Ho YJ*, MS Shen, WY Meng, YT Chang, JC Weng, JH Chen, CS Hung, MA Tikhonova, TG Amstislavskaya.
Relationships between neuronal activity and density after ceftriaxone treatment in a Parkinson’s disease rat model:
an immunohistochemical and MRI study. The 10" Federation of European Neurosciences Societies. Jul. 2-6, 2016,
Copenhagen, Denmark

Chen JH, Chi WM, Lin CC, Yeh HH, Ho YJ, Kuo CL. Effects of component design on dislocation and stress
distribution after prosthetic impingement in total hip replacement, Annual Conference on Engineering and
Information Technology, Mar. 29-31, 2016. Kyoto, Japan

14


http://www.comtecmed.com/cony/2018/Uploads/Editor/Abstracts/96.pdf

13.

14,

15.

16.

17.

18.

19.

20.
21.

22.
23.
24.
25.
26.

217.
28.
29.

30.
31.
32.
33.

34.
35.
36.
37.

Tseng LH, CY Chou, PC Hsu, YJ Ho, SC Sheen, Postnatal exposure to moderate noise impaired behavior, learning
and memory in adult female rat. 12th World Congress of Biological Psychiatry (WFSBP 2015) Jun 14-18, 2015.
(MOST 103-2410-H-127-001). Athens, Greece

Meng WY, YT Chang, GT Tseng, YL Chen, MS Shen, SH Chang, Y-R Chen, WC Liao*, YJ Ho*. Effects of CEF
on neurogenesis and cognitive function in an MPTP-induced Parkinson’s disease rat model. FAOPS, 22-25, Nov,
2015. Bankok, Thailand.

Chang YT, CY Chang, MS Shen, WY Meng, GT Tseng, YL Chen, SH Chang, YR Chen, MA Tikhonova, TG
Amstislavskayag*, JC Weng*,_YJ Ho*. CEF recovers neuronal density and activity changes in an MPTP-induced
Parkinson’s disease rat model: an MEMRI study. FAOPS, 22-25, Nov, 2015. Bankok, Thailand.

Chang YT, MS Shen, CS Hung, MA Tikhonova, TG Amstislavskaya*, JC Weng*, YJ Ho *. Effects of ceftriaxone
on neuronal deficits in an MPTP-induced animal model of Parkinson’s disease dementia: an immunohistological
and MRI study. The 5" Euro-India International Conference on Holistic Medicine (ICHM-2015), Sep 11-13, 2015,
Kottayam, Kerala, India (oral).

Amstislavskaya TG, YJ Ho, MV Tenditnik, SC Ho, MA Tikhonova. Neuroprotection and improvement of
cognitive function with ceftriaxone treatment in PD animal models. The 38" Annual Meeting of the Japan
Neuroscience Society. Jul 28-31, 2015, Japan.

Ho YJ*, SC Ho, CS Hung. Increasing glutamate transporters inhibits cognitive deficits in Parkinson’s disease
dementia. The 2nd East Asia German Alumni Symposia in Life Science. Oct. 17-19, 2014, Taipei, ROC. (oral)

Huang CE, YJ Ho, TG Amstislavskaya, MA Tikhonova, NG Kolosova, PF Kao. Correlation between trabecular
bone and age in genetically accelerated senescence OXYS rat by using micro-CT.World Molecular Imaging
Congress Sept. 17-20, 2014, Seoul, Korea.

Chen JH, HC Lin, YJ Ho, WM Chi. Theoretical Analysis of Total Hip Dislocation. 2014 LSBE, 2014, Japan

The 4" Regional International "Stress and Behavior" 2014 Conference, Jun 22-24, 2014, New Orleans, LA, USA.
(oral)

The 8th FENS Forum of Neuroscience, from July 14-18, 2012. Barcelona, Spain

Bilateral Russian-Taiwanese Seminar Jul 2, 2012. Novosibirsk, Russia

The 7™ Conference of Siberian Physiologists. Jun. 27-29, 2012, Krasnoyarsk, Russia. (oral)
BIT’s 3" Annual Word Congress of NeuroTalk-2012, May. 18-20, 2012, Beijing, China

The 7™ Congress of the Federations of Asian and Oceanian Physiological Societies (FAOPS), Sep. 11-14, 2011,
Taipei, Taiwan, ROC. (oral)

The 12" European Congress of Psychology. Jul. 04-08, 2011. Istanbul, Turkey. (oral)
The XVIIth International Congress of Neuropathology. September 11-15, 2010. Salzburg, Austria

Brain circuits — from receptors to network dynamics, Research workshop of the Israel science foundation. Jan. 31
— Feb. 4, 2010. Ein-gedi, Israel. (oral)

The 22nd Biennial Meeting of the ISN/APSN Joint Meeting. Aug. 23-28, 2009. Busan, South Korea
International Congress of Psychology. Jul. 20-25, 2008, Berlin, Germany
Neuroscience 2007, Nov. 3-7, 2007, San Diego, CA, USA

37" International Society of PsychoNeuro Endocrinology (ISPNE) Annual Meeting, Hormone & brain, from
cloning to Clinic. Aug. 23-26, 2006, Leiden, Netherlands

DAAD/NSC Project Based Personnel Exchange Program. Aug. 6-28, 2006, Marburg and Manheim, Germany
2" International Congress on Brain and Behavior. 2005. Thessaloniki, Greece

Neuroscience 2004: the 34" Annual Meeting, 2004. San Diego, USA

The 9™ Biennial European Behavioral Pharmacology Society Meeting. 2001. Marseille, France

REVIEWER :
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International Review: The Russian International Affairs Council (RIAC -
www.russiancouncil.ru/en) as the official operator of the Russian Science Foundation (RSF -
http://rscf.ru/en/), Aug., 2018-

Editorial Board: Behavioral Neurology, 2018- ; International Journal of Clinical Pharmacology &

Pharmacotherapy, 2015-

2016 Neurotoxic Res

2015 Infection and Drug Resistance

2015 Fund Clin Pharmacol (SCI)

2015 Brain Research (SCI)

2015 Rejuvenation Research (SCI)

2014 Chinese Hournal of Psychology (3, FHEEZEEE:

2014 Neurosci Lett (SCI)

2013 Neuropharmacol (SCI)

2011 Chin J Physiol (SCI)

2011 Neuropharmacology (SCI)

2010 Chin J Physiol (SCI)

2010 Psychopharmacology (SCI)

2009 Psychopharmacology (SCI)

2009 Chin J Physiol (SCI)

2009 Brain Behavior and Immunity (SCI)

2008 CNS Spectrums (SCI)

2008 Reviewer in 'BMIC 2008

2008 Genes Brain and Behavior

2006 Chinese J Physiology (SCI)

2005 J Psychopharmacology (SCI)

2005 CNS Spectrums (SCI)

2004 Physical Education Journal

2004 #5H H T

MEMBERSHIP IN ORGANIZING OR PROGRAM COMMITTEE OF THE SCIENTIFIC
CONFERENCES

Secretary General. The 31° Joint Annual Conference of Biomedical Science. Mar 26-27, 2016. Taipei, ROC.
Secretary General. The 30" Joint Annual Conference of Biomedical Science. Mar. 21-22, 2015. Taipei, ROC.
Secretary General. The 29" Joint Annual Conference of Biomedical Science. Mar. 15-16, 2014. Taipei, ROC.
Secretary General. The 28™ Joint Annual Conference of Biomedical Science. Mar 23-24, 2013. Taipei, ROC.

GRANT SUPPORTED
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http://www.russiancouncil.ru/en
http://rscf.ru/en/

Project Title Period
TS WA BE BTN BORMA G A REREM 2 &4 [MOST 2017.08.01.-
106-2410-H-040 -003 -MY2] 2019.07.31
7 MEMRI Bl £ B 5 8B4 Jpop & BG4 (st A A S8y
. A ) . _ 2017.01.01-
Detecting neuronal activity in rat model of dementia with Lewy bodies by using MEMRI: a neuronal 201712 31
behavioral study [CSH-2017-C-007]
FHAT3RAE0EH%MF 227)-P &% [*% S M1040019] 2016.07.01-
2017.06.30
FUH R RIS A e R4
. N . . 2016.05.1-
Nerve regeneration by mitochondria transplantation in a sciatic nerve degeneration 2016.12 31
[NCHU-CSMU-10502]
BDNF & 5% £ (Val66Met) $f 3 425 . +,€.J‘mpi»fﬁm%**’” 30 *ﬁ“’ﬁ W PP [10501-62-046] 20210612112131
FHBELAMAFTE2 BB R0 K BRIRpEA S A RERE 2 &4 [MOST| 2017.08.01.-
106- 2410 H-040 -003 -MY?2] 2019.07.31
Detecting neuronal activity in rat model of dementia with Lewy bodies by using MEMRI: a neuronal| 2017.01.01-
behavioral study [CSH-2017-C-007] 2017.12.31
Nerve regeneration by mitochondria transplantation in a sciatic nerve degeneration| 2016.05.1-
[NCHU-CSMU-10502] 2016.12.31
Synergistic effect of AB on a-synuclein-related neurotoxicity in dementia with Lewy bodies (DLB):| 2015.07.01-
investigating the putative role of AMPK-Sirt1 signaling [MOST 104-2314-B-040 -007-MY2] 2017.07.31
Establishing a rat model of dementia with Lewy bodies: role of amyloid B protein in a-Synuclein| 2015.01.01-
aggregation and neurotoxicity [CSH-2015-C-005] 2015.12.31
Elucidating the mechanisms underling neuroprotection and improvement of cognitive function with| 2015.01.01-
ceftriaxone treatment in PD animal models [MOST 104-2923-H-040-001-MY3] 2017.12.31
Relationship between subjective sleep perception and brain morphological changes associated with cyclic| 2015.01.01-
menstrual pain in primary dysmenorrheal [ % %% @ 10401-62-046] 2015.12.31
Evaluating the effects of ceftriaxone and erytropoeitine on Parkinson’s disease dementia: a brain image| 2014.08.01-
and neurobehavioral study [MOST 103-2410-H-040-002-MY2] 2016.07.31
Effects of modulating glutamatergic activity and neurogenesis on Parkinson’s disease dementia: | 2013.08.01-
establishing clinical potential based on animal study [NSC 102-2410-H-040-004] 2014.07.31
Effects of pharmacological manipulation of glutamatergic transmission on neurodegeneration and
behavioral deficits in MPTP-induced Parkinson ' s disease animal model: advenced study [NSC 202%/10;/(?81/;1
101-2410-H-040-003]
BRI E T OB SR i A A BRI A RAZE IR IE Y U7 ) | 2012/06/25 ~
[NSC101-2911-1-010-014] 2013/07/11
Role of glutamatergic metabotropic receptor in MPTP-induced Parkinson’s disease dementia: a pilot | 2012/01/01 ~
study on the animals [CSH-2012-C-029] 2012/12/31

Effects of pharmacological manipulation of glutamatergic transmission on neurodegeneration and
behavioral deficits in  MPTP-induced Parkinson’s disease animal model [NSC
100-2410-H-040-003]

2011/08/01 ~
2012/07/31

Aging-induced neurodegeneration and behavioral deficits: evaluating the protective effects of diosgenin
[NSC 100-2923-H-040-009-MY3] (3-year international cooperation with RFBR 11-04-92009-HHC
a)

2011/08/01 ~
2014/07/31

Studying the effects of D-cycloserine on behavioral deficits and neuroinflammation in Parkinson’s

2010/08/01 ~

disease: preliminary basic research [NSC 99-2410-H-040 -008] 2011/07/31

—(ERTHYERED S AR | TORBERE B (R ~ i T R RS A E HERSEE  BRET 3/3 [NSC | 2010/08/01 ~
97-2221-E-127 -003 -MY 3] 2011/07/31

» 2010/08/01 ~

PRAT AHU B AR P 5 (R 2 17 Ryt s2 @ [NSC 99-2410-H-241 -004] 2011/07/31

o e ] e , s 2010/08/01 ~
BrEEHITHYIPRIN SR~ B TP RE R AR D3 2 PRET [NSC 99-2221-E-040 -006] 2011/07/31
Exploring the effects of ceftriaxone on neurodegeneration and behavioral deficits in Parkinson’s disease | 2010/07/01 ~
animal model [98-FE£2 37] 2011/06/30
Exploring the role of glutamatergic system in MPTP-induced neuro-behavioral deficits: an animal study | 2010/01/01 ~
[CSH-2010-C-020] 2011/12/31
Studying the role of glutamatergic systems on MPTP-induced neuronal inflammation and behavioral | 2009/08/01 ~
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deficits:  establishing an animal model for dementia in Parkinson’s disease

[NSC98-2410-H-040-003]

2010/07/31

—(EFHERE S A | RSB BT - ST R ASEE D ERE 2 PEET (2/3 5t | 2009.08.01-
£ ) [NSC 97-2221-E-127 -003 -MY 3] 2010.07.31
—(EFTHVERED YGRS | R B R s - TR RIS E DB BRET (U3 5t | 2008.08.01-
£ ) [NSC 97-2221-E-127 -003 -MY 3] 2011.07.31
Studying the effects of amantadine on episodic-like memory: possible role in Parkinson’s disease | 2008.08.1-
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A w b e

By using MPTP-induced Parkinson’s disease (PD) rat model, my recent studies demonstrated
that certain drugs, for example, ceftriaxone, inhibited neurodegeneration in the nigrostriatal DAergic
system and in the hippocampus and restored hyperactivation of the subthalamic nucleus (STN) in the
PD rats. Moreover, the treatment with these drugs also improves cognitive functions, working
memory, and object recognition, in the PD model. More interestingly, our recent data indicated that
the treatment with ceftriaxone increased neurogenesis in the substantia nigra and hippocampus. In
addition, MRI study provided data support the above neuronal findings, where the treatment
prevented decreased neuronal activities in the DAergic system and in the hippocampus but
suppressed hyper-activity in the STN. More encouraging is that a case study in a PD patient showed
symptom improvement and neuronal restoration.

These results strongly suggest that ceftriaxone has potential for treating dementia in PD. We own
some patents of using the drug on treating PD. Therefore, we would devote ourselves to the clinical
trial of PD treatment.

Previous studies:

Applying D-cycloserine on neurodegeneration and dementia in Parkinson’s disease

I have been being engaged in the research on the topic of neurodegenerative disorders, for example,
Parkinson’s disease and dementia with Lowy bodies. | used animal as experimental subject and
focused on detecting neuroprotection and cognitive improvement of drugs.

Parkinson’s disease (PD)-related topics to clarify the role of glutamatergic system, NMDA receptors,
and inflammatory cytokines in pathophysiology of PD [1-3]. Moreover, the effects of
D-cycloserine (DCS) on animal behavior [4] and neurological functions [5] have also been
probed into. So far, the MPTP injected into the substantia nigra of rats has been known not
only to destroy the dopaminergic system and cause motor dysfunction in PD animal model [6]
but also elicit microglial activation and increased levels of inflammatory cytokines in the
substantia nigra, striatum, and hippocampus [7]. In addition, MPTP causes neuronal cell death
in the hippocampus, increase of anxiety level, learning disabilities, and cognitive dysfunction,
which is thus suggested as an animal model of PDD [8-10]. Our laboratory is the first to have
proven that DCS (30 and 100 mg/kg/day, i.p.) can improve locomotion, anxiety, and cognitive
function in MPTP-induced PD animal model [11] and that DCS at dosage of 10 mg/kg/day
ensure animals under MPTP treatment restore their episodic-like memory, a complicate
cognitive function that integrates such elements as what, where, and when. Amazingly,
findings also show that DCS reduces microglial activation and neurodegeneration in the brain

19



of PD anima [8-10]. But surprisingly noted that when the DCS doses are at 30mg/kg/day, the
above neurobehavioral effects are not observed [10]. Thus, the dose-response of DCS may not
be linear, which is noteworthy in clinical applications.
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