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Dose-Related Effects of Adjunctive Ketamine in Taiwanese Patients with
Treatment-Resistant Depression.

Neuropsychopharmacology (2017); 42: 2482-92.

The antidepressant effects of ketamine are thought to depend on brain-derived neurotrophic factor (BDNF)
genotype and dose. The purpose of this study was to characterize the dose-related antidepressant effects of
ketamine in patients with treatment-resistant depression drawn from a Chinese population predominately
possessing lower activity BDNF genotypes (Val/Met, Met/Met). We conducted a double-blind, randomized,
parallel-group, placebo-controlled trial of a single ketamine infusion (saline, 0.2mg/kg, 0.5 mg/kg). Patients
(N=71; BDNF genotype: Val/Val (N=12, 17%), Val/Met (N=40, 56.3%), and Met/Met (N=19, 26.8%))
received mood ratings before infusion, after infusion, and for the subsequent 14 days. Plasma ketamine levels
and BDNF genotypes were assessed. This study found a significant dose-relatedketamine effect on scores
on the Hamilton Depression Rating Scale (HAMD). The responder analysis (>50% reduction from baseline
HAMD on at least 2 days between days 2 and 5) also revealed a significant dose-related effect (saline: 12.5%,
0.2mg/kg: 39.1%; 0.5 mg/kg: 45.8%). This is the first report to our knowledge to demonstrate the dose-related
efficacy of R/S-ketamine for treatment-resistant depression and the first to characterize ketamine effects
in a genotyped Chinese population in which most (83%) patients possessed at least one copy of the lower

functioning Met allele of the BDNF gene.
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TNFAIP3, a negative regulator of the TLR signaling pathway, is a
potential predictive biomarker of response to antidepressant treatment in
major depressive disorder.

Brain, Behavior, and Immunity (2017): 59: 265-272.

Inflammation and abnormalities in Toll-like receptor (TLR) expression and activation have been linked to
major depressive disorder (MDD). However, negative regulators of TLR pathways have not been previously
investigated in this context. Here, we sought to investigate the association of depression severity, measured
by the 17-item Hamilton Depression Rating Scale (HAMD-17), with mRNA expression levels of negative
regulators of the TLR pathway, including SOCS1, TOLLIP, SIGIRR, MyD88s, NOD2 and TNFAIP3, in
peripheral blood mononuclear cells (PBMCs) from 100 patients with MDD and 53 healthy controls, before
and after treatment with antidepressants. Positive regulators of the TLR4 pathway, including Pellino 1, TRAF6
and IRAK1, were also investigated. Among all patients, MyD88s, and TNFAIP3 mRNAs were expressed at
lower levels in PBMCs from patients with MDD. Multiple linear regression analyses revealed that TNFAIP3
mRNA expression before treatment was inversely correlated with severity of depression and effectively
predicted improvement in HAMD-17 scores. Among 79 treatment-completers, only TNFAIP3 mRNA was
significantly increased by treatment with antidepressants for 4 weeks. Treatment of human monocytes (THP-1)
and mouse microglia (SIM-A9) cell lines with fluoxetine significantly increased TNFAIP3 mRNA expression
and suppressed IL-6 levels. The suppressive effect of fluoxetine on IL-6 was attenuated by knockdown of
TNFAIP3 expression. These findings suggest that both dysfunction of the negative regulatory system in
patients with MDD and antidepressant treatment exert anti-inflammatory effects, at least in part through
increased expression of the TNFAIP3 gene. They also indicate that modulating expression of the TNFAIP3
gene to rebalance TLR-mediated inflammatory signaling may be potential therapeutic strategy for treating
MDD.
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Transformation of excess mortality in people with schizophrenia and
bipolar disorder in Taiwan.

Psychological Medicine (2017); 47: 2483-93.

Background:

Given the concerns regarding the adverse health outcomes associated with weight gain and
metabolic syndrome in relation to use of second-generation antipsychotics (SGAs), we aimed in this
study to explore whether the increase in the use of SGAs would have any impacts on the trend of
excess mortality in people with schizophrenia and bipolar disorder (BPD).

Method:

Two nationwide samples of individuals with schizophrenia and BPD were identified in Taiwan' s
National Health Insurance Research Database in 2003 and in 2008, respectively. Age- and gender-
standardized mortality ratios (SMRs) were calculated for each of the three-year observation periods.
The SMRs were compared between the calendar year cohorts, by disease group, and by causes of
death.

Results:

The mortality gap for people with schizophrenia decreased slightly, revealing a SMR of 3.40 (95%
CI: 3.30, 3.50) for the 2003 cohort and 3.14 (3.06, 3.23) for the 2008 cohort. The mortality gap for
BPD individuals remained relatively stable with only those aged 15 to 44 years having a SMR rising
significantly from 7.04 (6.38, 7.76) to 9.10 (8.44, 9.79). Additionally, in this group of BPD patients
aged 15-44 years, the natural-cause-SMR increased from 5.65 (4.93,6.44) to 7.16 (6.46,7.91).
Conclusions:

Compared to the general population, the gap in the excess mortality for people with schizophrenia
reduced slightly. However, the over 200% difference between the cohorts in the excess mortality for
BPD individuals aged 15-44 years could be a warning sign. Future research to further examine the
related factors underlying those changes are warranted.
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To use or not to use? Compulsive behavior and its role in smartphone
addition.

Translational Psychiatry (2017); 7: ¢1030.

Global smartphone penetration has led to unprecedented addictive behaviors. To develop a
smartphone use/non-use pattern by mobile application (App) in order to identify problematic
smartphone use, a total of 79 college students were monitored by the App for 1 month. The App-
generated parameters included the daily use/non-use frequency, the total duration and the daily
median of the duration per epoch. We introduced two other parameters, the root mean square of the
successive differences (RMSSD) and the Similarity Index, in order to explore the similarity in use
and non-use between participants. The non-use frequency, non-use duration and non-use-median
parameters were able to significantly predict problematic smartphone use. A lower value for the
RMSSD and Similarity Index, which represent a higher use/non-use similarity, were also associated
with the problematic smartphone use. The use/non-use similarity is able to predict problematic

smartphone use and reach beyond just determining whether a person shows excessive use.
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Lurasidone ¥ f2 & & # - 4 bipolar depression & i sk e &k — F RN ~ B RBRY ¥ 247
MP DelBello, MD;* R Goldman, PhD; M Tocco, PhD;? A Pikalov, MD, PhD;? L Deng, PhD; 2 A Loebel, MD;? K Chang, MD;?
!Division of Bipolar Disorders Research, Department of Psychiatry, University of Cincinnati College of Medicine, Cincinnati, OH;
Sunovion Pharmaceuticals Inc., Fort Lee, NJ and Marlborough, MA; *Menlo Park, CA;

Poster in 2018 American Psychiatric Association Annual Meeting by Sunovion Pharmaceuticals Inc. R B ¥

®Standard Chem. & Pharm. Co., Ltd.; Department of Psychiatry, Taipei City Hospital, Songde Branch
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* Bipolar disorder & ¥ % 345 3 Jp £ chd FH i & S

* Lurasidone = A FDA %8 * * ¥ fb/5f = & 4 bipolar depression > % 5 lithium # valproate 2 # 845

- Lurasidone © #£# F * * s W24 % § > # bipolar depression 2. 7%

A3EB P E & 523 % § & bipolar depression i B ® * Lurasidone jpfr 2 & 8 5 »xld > & 22 AL

HER

e & DSM-5 # %7 % bipolar | depression 2. 10-17 & P B

12 Schedule for Affective Disorders and Schizophrenia for School-age Children-Present and Lifetime (K-SADS-PL)F£ 33,2 %7

oH A~ iER: i 2 AAH B Children’s Depression Rating Scale, Revised (CDRS-R) ' 4,4 245 2 <85; * # Young
Mania Rating Scale (YMRS) 4 #<15

CRFAFNEWHER XA R BN RER(LLFRA RS CDRS-R)ZFHR TG TR S0 58 - &2 Bcldiae 422
o g B A E Lurasidone 2 % A R %’Kﬁs\ Lurasidone 384 %] & (20-80mg/day)

*Treatment response ¥ % 5 CDRS-R 34,4 f 7 3% AA# & ™ "% 250%; Remission € & 7 14 if i+ : CDRS-R 4.4 <28 YMRS
% & <8 > % Clinical Global Severity, Bipolar (CGI-BP-S) depression 4 #c<3
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B > 2 Lurasidone 20-80mg/day 3443 & * 3+ K 10-17 f & DSM-5 2 %7 % bipolar | depression It

o IF IR G 34T BSE IR Lurasidone st & R #|(L 392 #£14.3 /% ) 1 & 3% 3 #(CDRS-R)*" % - ik &2 & [ ) s vt
i > Lurasidone % CDRS-R’%, 4" (-21.0 vs. -15.3; P<0.0001; effect size, 0.45) £ F it &f ¥ % Tk & & 4
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** Bipolar depression 2 523§ % ¥ > & A EF LI @ * Lurasidone it REF KL ARk 2 AR &
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¢ Children’s Depression Rating Scale, Revised (CDRS-R)
¢ Clinical Global Impression-Bipolar Version, Severity of lliness (CGI-BP-S) score (depression)
— Responder criteria: 250% reduction from double-blind Baseline in CDRS-R total score (after subtracting 17-points from
the total score to adjust for the scale range)
— Remission criteria: CDRS-R total score <28, and a YMRS total score <8, and a CGI-BP-S depression score <3
e Clinician-rated Children’s Global Assessment Scale (CGAS) score
¢ Pediatric Anxiety Rating Scale (PARS)
¢ Pediatric Quality of Life Enjoyment and Satisfaction Questionnaire (PQ-LES-Q) score: percent of maximum possible score
* Pediatric Anxiety Rating Scale (PARS)

* Pediatric Quality of Life Enjoyment and Satisfaction Questionnaire (PQ-LES-Q) score: percent of maximum possible score
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* Simpson-Angus Rating Scale (SARS) ~ Abnormal Involuntary Movement Scale (AIMS) ~ Barnes Akathisia Rating Scale (BARS)
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Lurasidone to Lurasidone |  Placebo to Lurasidone

Characteristic {N=156) (N=149)
Male, % 500 503
Age, years, mean 144 145
Race, %

White 756 765

Black/African-American 77 94

Other 147 141
Baseline Scores, Double-blind/Open-label

CDRS-R Total Score 59.4 /366 587 [419

'CGI-BP-5 Depression Score 457 [ 304 A6 [ 342

| CORS R = Chidhood Deprevion Rating Scale-Reveied: CGI-B0S = ClricalGlobal Impresson- Sipla Severy

o B xR ) FY > Lurasidone T 352#| £ 5 54.5 mg/day °
modal dose 4 {F % B B ® 5 (%)4 B 5 20mg (6.9
96)~ 40mg (40.7% )~ 60 mg (26.29% ) ~ = 80 mg (26.2
%)
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Race, %
White 76 765
Black/African-American 77 94
Other 147 141
Baseline Scores, Double-blind /Open-label
CDRS-R Total Score 59.4 /366 587 /419
CCI-BP-S Depression Score 457 | 304 446 | 342
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. Iﬁ? B3 d s F B QTcF 2460 milliseconds & QTcF + = 260 msec 2 ;%

* Barnes Akathisia Rating Scale total score (0.0, 0.0) ~ Abnormal Involuntary Movement Scale total score (0.0, 0.0)fr
Simpson-Angus Scale mean score (0.0, 0.0) f B 3 2% A# @ 1 % 521 2 104 FhTH%i /] 2 2 LRk L &

*16 B.(5.2%)% i * anticholinergic drug /o & {4048 «F sk 5 51 L 2. (16.7%) % i * benzodiazepine
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* *3#% 5 CDRS-R {r CGI-BP-S 3= £ % &7 » & Bipolar depression 2§ 5 & *%# i¢ * Lurasidone ip R AZiB - & 12} it
Fgeey i 2. depression J % ° % ¥ Lurasidone 75> ¥ [ 3% 4r > depression g % % 32 s B B3 4 > ¥ mania gk
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eLurasidone & # s M £ 22 44 CDC B2z FHHMERL - K> AP EREHE

o £ P i¢ * Lurasidone > a5 % ~ & "o frs My 18 B ik

*Lurasidone ** ¥2§ % # > & 2 fFAR % > 2ol {4 > & Lurasidone * ** § % & &= 4 schizophrenia > = 4 bipolar disorder
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Clinicaltrials.gov identifier: NCT01914393 (Sunovion)
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'ﬁg — (B2 —;a B —EEkLithiumBvalproate I & 88
728 S » LatudafE65BAIMADRS 2 80D BEREMB AR %1884 -
Safety and tolerability
ZE MRt EESE65E K248 bipolar depression
PRZREREE S
«Once-daily

—X—RHEBYHR(EDI50KF)

%
atudeEENENEERES £ T 4 %’b
EE fE i - LatudaiZiREIE
BENANBSVEIE76E)NEELTIE —F—WERBYIHE (ED3504KF)

S—HMETREB BRI

Exl#lurasidone HCIRZAS fETI PR oL NG Csins 40mg/day 40-160mg/day
BYREE - LatudaEBHCYPIA4BZRFTNH » _
TEEEICYPIAMIHIBISIE ICYPIALRER] PO TeRABIEA L7 | 40mg/day | 40-80mo/day
HE - BREREEHREEMT » EogESEING BRSBTS 20mg/day 20-120mg/day
CYP3A4IBE L atudalARGREE - '

BERIEREE

EELEEIERIE R EEERNSF T RIGN » FEETENANERETNETR  IWIERRRE »

VISR EY) B (28 (Neuroleptic Malignant Syndrome, NMS) + SES24H BB S (Tardive Dyskinesia) » {AHEME -

ERARRIE -
IEHE ~ BFAAANEE - SERSOMEM ~ B~ IBDE ~ RIS B
Reference,
1. Latuda”(lurasidone HC)) &iF@gHE a?
RidiEm
]
Latudaris registered trademarks of Sumitomo Dainippon Pharma Co., Lid. "“ otUdo
R e coinr s B : ' .

é '*1%:%’—?;‘%%;x£1{§;m‘iﬁ ;’; Eu};n;;;ml:) E:\n:pgmu;l:nn(ahtoi(hk(i) i (luraﬂdone HCl) tab|e13

t‘f S |+ 6220 -8, shomachn I-¢l <, 0-KU, LIS 3

TEl.IjI_. ;6{6361516 Osaka 541-0045, Japan 20mg ‘ 40mg ’ BUmg

LAT-AD-02-18-1 - ETHRIEES 210802100055 - FEEREEENESER BEDEEHT 30267 195% BINEEHTE02666858 BIEEHTFE0266675%
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