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Table 1. Examples of Conditions in Which Precision Medicine Has Been Used.*

Medical Field

Cancer

Hematology

Infectious disease

Cardiovascular
disease

Pulmonary disease
Renal disease
Hepatology

Endocrine disease

Metabolic disease
Neurology
Psychiatry
Pharmacogenomics

Ophthalmology

Disease

Chronic myeloid leukemia

Lung cancer

Thrombosis

HIV/AIDS
Coronary artery disease

Cystic fibrosis
Transplant rejection
Hepatitis C
Multiple endocrine neo-
plasia type 2
Hyperlipidemia
Autoimmune encephalitis
Alcohol-use disorder
Smoking cessation

Leber’s congenital
amaurosis

Biomarker
BCR-ABL
EML4-ALK
Factor V Leiden

CD4+ T cells, HIV viral load

CYP2C19

G551D
Urinary gene signature
Hepatitis C viral load
RET

LDL cholesterol
CXCL13
GRIK1
CYP2A6
RPEGS

Intervention
Imatinib*
Crizotinib?

Avoid prothrombotic drugs’

Highly active antiretroviral
therapy®

Clopidogrel’

Ivacaftor®
Antirejection drugs®
Direct-acting antiviral agents™°

Prophylactic thyroidectomy*!

Statins'?
Immunotherapy®
Topiramate™
Varenicline®

Gene therapy'®
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A more comprehensive approach to health would
require taking Into account environmental , socIO -
economic , psychological |, and biological
determinants , an approach more In line with the

biopsychosocial model of health.

Front. Sociol . Volume 8 - 2023 | doi.org /10.3389/fs0c.2023.1112159
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TO0

BASIC SCIENCE
RESEARCH

Preclinical
and animal
studies

Defining
mechanisms,
targets, and lead
molecules

T1

TRANSLATIONTO
HUMANS

Proof of
concept
Phase 1
clinical
frials

New methods
of diagnosis,
freatment, and
prevention

TRANSLATIONTO
PATIENTS

Phase 2
and 3
clinical frials

Controlled studies
leading to
effective care

Translation from basic science to human studies

U/.\MS | Translational Research Institute

T3

TRANSLATION TO
PRACTICE

Phase 4
clinical trials
and clinical

oufcomes
research

Delivery of
recommended
and timely care to
the right patient

T4

TRANSLATIONTO
COMMUNITY

Population-
level
outcomes
resedrch

True benefit
to society

Translation of new data info the clinic
and health decision making
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REFRACTORY SEPTIC SHOCK

» Variably defined as hypotension, with end-organ dysfunction, requiring

high-dose vasopressor support >0.5 pg/kg/min NA or equivalent.
Bassi E et al. Crit Care Res Prac 2013:654708.
» Mortality up to 60%; when vasopressor requirements >1 pg/kg/min NA or
equivalent who continue to deteriorate mortality increases to 80-90%.

Brown SM et al. Chest 2013;143:664-71.

» There is no specific treatment with proven benefit, and management

remains largely supportive.
Nandhabalan P et al. Crit Care 2018;22:215.
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SEPTIC CARDIOMYOPATHY - MECHANICAL CIRCULATORY SUPPORT

VAPa Impella
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HUMAN SEPSIS MYOCARDIAL TARGETOME
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DISC1 - DYSRUPTED IN SCHIZOPHRENIA 1

© 2000 Oxford University Press Human Molecular Genetics, 2000, Vol. 9, No. 9 1415-1423

Disruption of two novel genes by a translocation
co-segregating with schizophrenia
J. Kirsty Millar'+, Julie C. Wil A 18, Susan And 1, Sheila Christie!, Martin S.

Taylor!, Colin A. M. Semple', Rebecca S. Devon', David M. St Clair2, Walter J. Muir'3,
Douglas H. R. Blackwood'? and David J. Porteous'

Medical Genetics Section, Department of Medical Sciences, The University of Edinburgh, Molecular Medicine Centre
and MRC Human Genetics Unit, both at Western General Hospital, Crewe Road, Edinburgh EH4 2XU, UK,
2The Department of Mental Health, University Medical Building, The University of Aberdeen, Foresterhill, Aberdeen

AB9 2ZD, UK and *D of Psychiatry, Royal Edi Hospital, ingside Park, Edi EH10 5HF, UK
&Y
As O
es&
AN
TR Q
A 12345678

135~

-

Millar JK et al., Hum Mol Genet, 2000

A - Wild type DISC1

B - DISC1 Knockdown/Truncation

Outer Inner
mitochondrial mitochondrial
membrane membrane
matrix cristae
intermembrane
space
Mitofilin
Inner Ubiquitinated Mitofilin
mitochondrial
membrane
] mftochondnal . . “ Mitofilin
—|cristae
organising
Disc1 CHCHD6 system DISC1
Oxidative
phosphorylation
complexes

NADH

NADH NAD* A

ADP ATP ADP
+ Bl ppe ATP

Norkett R et al., Shizophr Res, 2017
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DISC1 EXPRESSION IN EXPERIMENTAL SEPSIS (PIG)

p<0.05
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© 40 o | @
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0.0
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GAPDH s s s s s s as s S s s s - 37 kDa

Vasques-Ndévoa F & Roncon-Albuquerque R Jr. Unpublished data.
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INTRODUCTION

« ECMO is increasingly used in refractory respiratory failure.

* More recently, the potential role of ECMQO in minimizing

sedation and IMV has received a growing interest.

MYy
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TERMINOLOGY

Sedation & NMB
Myopathy
Delirium
VILI v  RASS=0 & IMV.
VAP
v
T Extubated.

* Primary awake ECMO. — v" Never intubated.

19
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Roncon-Albuquerque Jr et al. Annals of Intensive Care
Annals of Intensive Care (2023) 13:86

https://doi.org/10.1186/513613-023-01185-y

Standardized approach for extubation

during extracorporeal membrane oxygenation
in severe acute respiratory distress syndrome:
a prospective observational study

Roberto Roncon-Albuquerque Jr'?'®, Sérgio Gaido'?, Francisco Vasques-Névoa*, Carla Basilio',

Ana Rita Ferreira', Alberto Touceda-Bravo®, Rodrigo Pimentel', Ana Vaz', Sofia Silva', Guiomar Castro',
Tiago Veiga', Hélio Martins', Francisco Dias', Catarina Pereira?, Goncalo Marto', Isabel Coimbra’,

Juan Ignacio Chico-Carballas®, Paulo Figueiredo® and José Artur Paiva'?
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Severe ARDS failing IMV

ECMO cannulation

lN=254

Absence of shock, bleeding, or acute brain NO —
lesion N=45

Yes

CLINICAL CRITERIA l"=2°9

Cooperative patient + manageable
secretions w/o artificial airway N=122
+ no airway obstruction

Yes
GAS EXCHANGE N=87
CRITERIA l

PF > 150 w/ PEEP < 10 cmH20 +

Yes| O H>7.35w/ MV <10 L/min & Sw < 6 Limin | n\$3
N=54 N=200 v

EXT | CTRL I
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Unmatched
A All-cause Mortality after ECMO Initiation
40%
2 CTRL
= EXT
y =4
g 30%
(]
wn
=]
©
2 20%-
©
Q
2
s
3 10% [
£
=
(8] _’_H 2
Log-Rank y =5.90; p=0.0151
O%- T T T T T T
0 30 60 90 120 150
Numberat ik Days after ECMO initiation
CTRL 200 176 162 153 151 150
EXT 54 52 50 50 49 49

Propensity score matching

B All-cause Death after ECMO Initiation
5 4037 CTRL
= EXT
£
g 30%
]
7]
=
3
= 20%
©
[
2
&
S 10% [
5 _[_'J
o 2
Log-Rank y =4.39; p=0.0362
0%

0 30 60 90 120 150

Number at risk Days after ECMO initiation
CTRL 54 46 42 a1 41 41
EXT 54 52 50 50 49 49
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1.0+
E 0.8 Prone group
e
=
7]
6
E 0-67 Supine grou
z pine group
©
-
2
& 0.4-
o
>
=
©
=S
E 024 P<0.001
|9
0.0 | | T | | T T T |
0 10 20 30 40 50 60 70 80 90
Days
No. at Risk
Prone group 237 202 191 186 182
Supine group 229 163 150 139 136

Guérin C et al. N Engl J Med 2013;368:2159-68.
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LUNG SAFE: NMB & PP in real-world clinical practice

Patients of No. (%) [95% ClI]

All Mild® Moderate® Severe?

(n=2377) (n = 498) (n =1150) (n=729) P Value®
Neuromuscular 516 (21.7) 34 (6.8) 208 (18.1) 274 (37.8) <.001
blockade [20.1-23.4] [4.8-9.4] [15.9-20.4 ] [34.1-41.2]
Prone positioning 187 (7.9) 5(1.0) 63 (5.5) 119 (16.3) <.001

[6.8-9.0] [0.3-2.3] [4.2-7.0] [13.7-19.2]

Bellini G et al. JAMA 2016; 315: 788-800.




Ciliated

Basal stem Club  Neuroendocrine

cell

cell cell cell

Basal stem Club  Neuroendocrine Goblet  Ciliated
cell cell cell cell cell

Alveolar
macrophage

Svnowiec A et al. Clin Microbiol Rev 2021:34:e00133-20.
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Viral Replication Period Inflammatory Period
‘ Viral ; Early Secondary Multisystem
. . Symptom Inflammatory Infection Inflammatory
Incubation Period Phase Phase Phase Phase
] 1 [} A
. 2-14 days 1" Week | 2" Week 3 Week 4™ Week
exposure Detectable Viral Replication Period =
Period | viral RNA Phase

IgM, 1gG

PCR Detection

l 0-4 days
Towr Tls Tg Tg T T

Griffin. DO et al. AIDS Rev 2021 Feb 8;23(1):40-47.
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Remdesivir plus standard of care versus standard of care
alone for the treatment of patients admitted to hospital
with COVID-19 (DisCoVeRy): a phase 3, randomised,
controlled, open-label trial

Florence Ader, Maude Bouscambert-Duchamp, Maya Hites, Nathan Peiffer-Smadja, Julien Poissy, Drifa Belhadi, Alpha Diallo, Minh-Patrick Lé,
Gilles Peytavin, Thérése Staub, Richard Greil, Jérémie Gued,j, Jose-Artur Paiva, Dominique Costagliola, Yazdan Yazdanpanah, Charles Burdet™,
France Mentré*, and the DisCoVeRy Study Group

Interpretation No clinical benefit was observed from the use of remdesivir in patients who were admitted to hospital
for COVID-19, were symptomatic for more than 7 days, and required oxygen support.

Funding European Union Commission, French Ministry of Health, Domaine d'intérét majeur One Health
fle-de-France, REACTing, Fonds Erasme-COVID-Université Libre de Bruxelles, Belgian Health Care Knowledge
Centre, Austrian Group Medical Tumor, European Regional Development Fund, Portugal Ministry of Health, Portugal
Agency for Clinical Research and Biomedical Innovation.

Ader F et al. Lancet Infect Dis 2022;22:209-221.
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Log,,viral loads

All patients Severe disease
Remdesivir vs control
Slope difference (log,, copies per 10 000 cells) 4-
4 LSMD-0-004 (95% Cl-0-031to 0-022); p=0-75

SARS-CoV-2 viral load
(log,, copies per 10 000 cells)
N
1
SARS-CoV-2 viral load
(log,, copies per 10 000 cells)

I I I T

I I I I I I 0 2 4 7 10 14

0o 2 4 7 10 14

Time since baseline (days) Time since baseline (days)

Ader F et al. Lancet Infect Dis 2022;22:209-221.
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Research | Open access | Published: 10 January 2023

Efficacy and safety of baricitinib in hospitalized
adults with severe or critical COVID-19 (Bari-SolidAct):
a randomised, double-blind, placebo-controlled phase
3 trial

Marius Treseid &, José R. Arribas, Lambert Assoumou, Aleksander Rygh Holten, Julien Poissy, Vida

Terzi¢, Fulvia Mazzaferri, Jesus Rodriguez Baro, Joe Eustace, Maya Hites, Michael Joannidis, José-

Artur Paiva, Jean Reuter, Isabel Pintmann, Thale D. J. H. Patrick-Brown, Elin Westerheim, Katerina

Nezvalova-Henriksen, Lydie Beniguel, Tuva Barresdatter Dahl, Maude Bouscambert, Monika Halanova,

Zoltan Péterfi, Sotirios Tsiodras, Michael Rezek, EU SolidAct study group =+ Show authors

Critical Care 27, Article number: 9 (2023) | Cite this article

7018 Accesses | 12 Citations | 27 Altmetric | Metrics

Trgseid M et al. Crit Care 2023;27:9
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& B -
o
Q Placebo (N=136, 12 events)
o Baricitinib (N=139, 8 events)
o
o 4
= o
=
2 N-
o o
o
=
o J—’_’J w—
o _Eg,.r'_r"
O -
O T T T T T T T T
0 8 15 22 29 36 43 50 61
Days from randomisation
Number at risk
Placebo 136 104 90 76 74 73 72 72 71
Baricitinib 139 115 95 83 81 78 78 78 78

Trgseid M et al. Crit Care 2023;27:9
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Conclusion

This clinical trial was prematurely stopped for external evidence and therefore underpowered
to conclude on a potential survival benefit of baricitinib in severe/critical COVID-19. We
observed a possible safety signal in vaccinated participants, who were older with more
comorbidities. Although based on a post-hoc analysis, these findings warrant further
investigation in other trials and real-world studies.

Trial registration Bari-SolidAct is registered at NCT04891133 (registered May 18, 2021) and
EUClinicalTrials.eu (2022-500385-99-00).

Trgseid M et al. Crit Care 2023;27:9
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New Hampshire Bulletin

ELECTION 2024  STATE HOUSE  HEALTH  EDUCATION ENERGY + ENVIRONMENT  COMMENTARY

THE BULLETIN BOARD

Senate committee suggests compromise on

ivermectin legislation
BY: ANNMARIE TIMMINS - APRIL 13,2022 3:25PM @ @ o 9 @ @
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Kansas senator warns doctors of consequences
for failure to treat COVID-19 with ivermectin

Sen. Mark Steffen uses Senate Chamber letterhead to deliver ‘legal community’
advice based on law that didn’t pass

BY: SHERMAN SMITH - APRIL 5,2022 1:04 PM @ ® o 9 @ @



T3-T4



