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EMIP (Emergency Medicine in Psychiatry)
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SOFA score (Sequential Organ Failure Assessment score)
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Seymour CW et al. Assessment of Clinical Criteria for Sepsis: For the Third International Consensus Definitions for Sepsis and Septic Shock. JAMA. 2016:315(8):762-774.
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Assessment

quick SOFA score o

Low blood pressure

(SBP < 100 mmHg) 1
High respiratory rate 1
(= 22 breaths/min)

Altered mentation 1

(GCS < 14)

Liu Z, Meng Z, Li'Y, et al. Prognostic accuracy of the serum lactate level, the SOFA score and the gSOFA score for mortality among adults with Sepsis. Scand
J Trauma Resusc Emerg Med. 2019;27(1):51.


https://en.wikipedia.org/wiki/Systolic_blood_pressure
https://en.wikipedia.org/wiki/Glasgow_Coma_Scale

Quick SOFA Scores Predict Mortality in Adult Emergency Department Patients

We included 22,530 patients. Mean age was 54 years (SD 21 years), 53% were women, 45% were admitted, and mortality rate was 1.6%.
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Low blood pressure (SBP < 100 mmHg) 1
o) 2 89/ High respiratory rate (= 22 breaths/min) 1
0 0.6% — Altered mentation (GCS < 14) 1
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Singer AJ, Ng J, Thode HC Jr, Spiegel R, Weingart S. Quick SOFA Scores Predict Mortality in Adult Emergency Department Patients With and Without Suspected Infection. Ann Emerg
Med. 2017:69(4):475-479.


https://en.wikipedia.org/wiki/Systolic_blood_pressure
https://en.wikipedia.org/wiki/Glasgow_Coma_Scale

Quick methods to measure respiratory rate

15-5 quadruple {breaths/min)

T T T T
20 25 30 35

1-min breath count (breaths/min)

Fig. 2. Scatter plot of the correlation between breathing frequency
estimated with the 15-s quadruple method and the 1-min breath
count (r = 0.83, ¥ = 0.68, 95% Cl 0.72-0.89, P < .001).

Ereathing time measurement (breaths/min)

15

T T T T T
15 20 25 30 35

1-min breath count (breaths/min)

Fig. 4. Scatter plot of the correlation between breathing frequency
estimated with the breathing time measurement method and the
1-min breath count (r= 0.80, * = 0.79, 95% Cl 0.83-0.93, P < .001).

12

10 o
O

Error
fmy]
|

2 T
|

—_—

€
g
. —
1
I
I
I
1
1
I
i
R N—
I

15-s quadruple — 1-min Braathing time maasuramant —
braath count (breathsimin]  1-min breath count (breaths/min)

Fig. 6. Comparison of the absolute differences between the breath-
ing time measurement method and the 1-min breath count, and
between the 15-s quadruple method and the 1-min breath count.
The result of paired t tests between the absolute differences is
shown (P < .001). Center lines represent the median. The bottom
and top of the boxes are first and third quartiles, respectively. The
bottom and top whiskers indicate the 5th and 95th percentiles,
respectively. Points show outliers of whisker definition.

Conclusion: Compared to the gold standard, RTM tends to underestimate, while 15secRR tends to overestimate

the respiratory rate.

Takayama A, Nagamine T, Kotani K. Contrasting characters of quick methods to measure respiratory rate in a clinical setting [published online
ahead of print, 2020 Mar 18]. Clin Respir J. 2020;10.1111/crj.13187. doi:10.1111/cr}.13187
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Nagamine T. Serum substance P levels in patients with chronic schizophrenia treated with typical or atypical antipsychotics. Neuropsychiatr Dis Treat. 4:289-294, 2008.
Patil MJ, Ruparel SB, Henry MA et al. Prolactin regulates TRPV1, TRPA1, and TRPMS& in sensory neurons in a sex-dependent manner: Contribution of prolactin receptor to
inflammatory pain. Am J Physiol Endocrinol Metab. 305(9):E1154-1164, 2013.

Nagamine T. Choking risk among psychiatric inpatients. Newropsychiatr Dis Treat.7:381-382, 2011.
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Aged from 56 to 79 (mean = SD: 69.0 = 7.5 years)

Receiving multiple antipsychotics (mean number of drugs used 2.5 = 0.7)

Chlorpromazine equivalents (mean 1113 = 341 mg/day)

Person
7

6

Choking Episode
Discontinuation of Antipsychotics

< =
during the preceding b-year period
patients had 2.3 interruptions(mean 2.3 = 1.2 times)

EPS(+)EPS(-)

Nagamine T. Choking risk among psychiatric inpatients. Neuropsychiatr Dis Treat 2011;7:381-382.
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ARDS(Acute Respiratory Distress Syndrome)

Assessment score B
Low blood pressure (SBP < 100 mmHg) @

High respiratory rate (= 22 breaths/min) @
Altered mentation (GCS < 14) 1

NPPV

(noninvasive positive

pressure ventilation)
— a Pa0,/Fi0, of

166 mmHg<200 mmHg
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Nagamine T, Takayama A, Matsumoto Y. Low-Dose and Short-Term Corticosteroid Therapy for Aspiration-Induced Lung Injury in an Elderly
Patient with Alzheimer's Disease. Int Med J.2020:27(2):118-1109.



https://en.wikipedia.org/wiki/Systolic_blood_pressure
https://en.wikipedia.org/wiki/Glasgow_Coma_Scale

RECOVERY (Randomised Evaluation of COVid-19 thERapY)
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Dexamethasone reduces death in hospitalised patients with severe respiratory complications of COVID-19 (University of Oxford)



http://www.ox.ac.uk/news/2020-06-16-dexamethasone-reduces-death-hospitalised-patients-severe-respiratory-complications
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International Medical Journal Vol. 27, No. 3, p. 247, June 2020 247

SARS-CoV-2 and Receptor Protein

Takahiko Nagamine'?
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Nagamine T. SARS-CoV-2 and Receptor Protein. Int Med J. 2020:27(3):247.



Transmembrane protease serine 2 (TMPRSS?2)
enhances the S protein—driven viral entry

Virus-host membrane fusion

)‘"--__\. (—'\_J\} /f—_l_j_\‘ &4\‘\‘11‘1/&

‘\\\ g‘\u/ 1_’/ T PN =\~‘.__——-‘
TMPRSS2 ¥ " @ ACE2 f
- l -E_n_d.O-Cy tosis ssRNA - ()4
SEINNSONGNT New virion *:

. v L
; - AN exXocytosis .y
' %‘ i\ ~ Y dsRNA , /‘ '
& * , ] P . l.

NTR7/8Y & J/\ ~ (o \d

Binding to ACEZ2 and processing by TMPRSS?2 are believed to allow fusion at the cell surface
or upon uptake into cellular vesicles but before transport of virions into host cell endosomes.

Heurich A et al. TMPRSS2 and ADAM17 cleave ACEZ2 differentially and only proteolysis by TMPRSS2 augments entry driven by the severe acute
respiratory syndrome coronavirus spike protein. J. Virol. 88, 1293-1307 (2014).
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AEP(Acute Eosinophilic Pneumonia)

Case report: a 64-year-old man with a medical history of alchoholism and
paranoid symptoms, treated with risperidone at low doses. Following
risperidone medication, he presented with respiratory distress.
Bronchoalveolar lavage (BAL) specimen was indicated of AEP. All evidence
indicated risperidone as the most probable causal factor. The syndrome
rapidly resolved after discontinuation of the drug.

Discussion: Pathophysiological mechanisms implicated in the development of
AEP in our patient seem to be associated with eotaxin and serotonin
eosinophilic-specific chemoattracting action, through the serotoninergic action
of risperidone.

Rizos E, Tsigkaropoulou E, Lambrou P, et al. Risperidone-induced acute eosinophilic pneumonia. In Vivo. 2013;27(5):651-653.
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Risk factors of clozapine pneumonia
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OR lower upper p values
5.077 0992 25.978 0.045
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1.364 0.260 7.148 1.000
3.613 0.707 18.469 0.168
1.716 0.403 7.298 0.513
4364 1.074 17.733 0.045
4.031 1.005 16.173 0.064

0.001 0.01
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Odds Ratio

« Nakamura M, Nagamine T. Recurrence of eosinophilic pneumonia after clozapine treatment. Asian J Psychiatr. 2019;44:4-5.
« Nakamura M, Nagamine T. Eosinophilic pneumonia during treatment with clozapine: reports from a retrospective case series. Int Clin
Psychopharmacol. 2020 Apr 8. doi: 10.1097/Y1C.0000000000000311.
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Fritjof Capra. Turning Point; Science Society and The Rising Culture. 1983.
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p=0.002
p <0.001 p=0.01 ‘
| | | |
3.0kg
2.3kg
H 1.9kg
EREMRE EERMBHRE 10 mg/d 20 mg/d 40 mg/d
(Ray WA, et al: N Engl J Med 360: 225-235, 2009) (Kinon BJ, et al: J Clin Psychopharmacol

28(4):392-400, 2008)
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« Ray WA, Chung CP, Murray KT et al. Atypical antipsychotic drugs and the risk of sudden cardiac death. NV Eng/J Med. 2009;360(3):225-235.
« Kinon BJ, Volavka J, Stauffer V, et al. Standard and higher dose of olanzapine in patients with schizophrenia or schizoaffective disorder: a
randomized, double-blind, fixed-dose study. / Clin Psychopharmacol. 2008:28(4):392-400.
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1. REWE  RELAELAEZT I ~BHREEREFHL L ABFA., FEEFHRMEGER) 2012.
2. Action to Control Cardiovascular Risk in Diabetes Study Group : Effects of intensive glucose lowering in type 2 diabetes.N Engl J Med.
358:2545-2559,2008.
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Steady-state, peak-to-trough fluctuation in plasma concentration over the recommended dosing interval
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Sheehan JJ et al. Comparison of the peak-to-trough fluctuation in plasma concentration of long-acting injectable antipsychotics and their oral
equivalents. Innov Clin Neurosci. 2012;9(7-8):17-23.
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Polypharmacy & Poly-diseases

1. Antipsychotic polypharmacy (APP) was common in
older adult Asian patients with schizophrenia.

2. Considering the general poor health status of older
patients with schizophrenia and their increased risk of
drug-induced adverse events, the use of APP in this
population needs careful consideration.

Qiu H et al. Antipsychotic polypharmacy in the treatment of schizophrenia in China and Japan. Aust N Z J Psychiatry. 2018:4867418805559.

Dong M et al. Antipsychotic Polypharmacy in Older Adult Asian Patients With Schizophrenia: Research on Asian Psychotropic Prescription
Pattern. J Geriatr Psychiatry Neurol. 2019 Nov;32(6):304-311.
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Interpretation: CYP2D6 genotype

1.5 P had a substantial clinical effect on
‘ risperidone and aripiprazole

exposure and on the therapeutic

+0 1 568 failure of risperidone. Pre-emptive
1373 CYP2D6 genotyping would be
0.5 valuable for individualising
risperidone and aripiprazole
0 dosing and treatment optimisation.
Risperidone Aripiprazole

3 p<0-0001 : compared to
normal metabolizer

Jukic MM, Smith RL, Haslemo T, Molden E, Ingelman-Sundberg M. Effect of CYP2D6 genotype on exposure and efficacy of risperidone and
aripiprazole: a retrospective, cohort study. Lancet Psychiatry. 2019;6(5):418-426.



EHYEE ER Drug-Drug Interactions

O FEEBPFBMBEIL, 1O 2E, MTANPAELEICAVWLNZBEENS
(U SERSTELBEVIREEN., BNFNBLIVO 77—~ a2 —T 4 HLD
ANZXLICE Y EYBEERDPEE S

O RLBERLGERANWEMHEAIERIZY b7 B LP4AS0 (CYP) X7 LT
=TW5
« CYPIAZ
« CYP3A4
« CYP2D6

O TOPICS
CYP2CO & COMABER CORNBEDEEZLNTBEHREOENIFEICEE LTSRS
ZENBHDB, T—T77 VU VEE, LIBE (VF7LHRE) ~OFELR Y, BRTIZEESX
FLE@ENI T > T3

Kennedy WK et al. Clinically significant drug interactions with atypical antipsychotics. CNS Drugs. 2013:27(12):1021-48.



Noradrenaline and Schizophrenia
An Old Story or A Brand-New Story?
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(1) van Kammen DP, Peters J, van Kammen WB, Nugent A, Goetz KL, Yao J, Linnoila M. CSF norepinephrine in schizophrenia is elevated prior
to relapse after haloperidol withdrawal. Biol Psychiatry. 1989:26(2):176-188.

(2) van Kammen DP, Peters J, Yao J, van Kammen WB, Neylan T, Shaw D, Linnoila M. Norepinephrine in acute exacerbations of chronic
schizophrenia. Negative symptoms revisited. Arch Gen Psychiatry. 1990:47(2):161-168.

(3) Nishimura J et al. Plasma Levels of 3-methoxy-4-hydroxyphenylglycol Are Associated With Microstructural Changes Within the Cerebellum
in the Early Stage of First-Episode Schizophrenia: A Longitudinal VBM Study. Neuropsychiatr Dis Treat. 2014 ;10:2315-2323.



Noradrenaline Neurotransmission

Neocortex
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Dopamine Hypothesis

Every antipsycotic has the blocking effect on dopamine D2 receptor

Noradrenaline Hypothesis Glutamate Hypothesis
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GCS(Glasgow Coma Scale)

E : eye opening (BABR)
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Ole Kohler Forsberg et al. JAMA Psychiatry 2019 & V) /.



Tight Junction & Paracellular Pathway

Tight Junction
(AR AMAD)
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REWEZ, B B BHERBRLNUTE EFMEAREF21(1):73-78,2016.



