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ChatGPT
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Introducing ChatGPT

We've trained a model called ChatGPT which interactsin a
conversational way. The dialogue format makes it possible for

ChatGPT to answer followup questions, admit its mistakes,
challenge incorrect premises, and reject inappropriate
requests.

Try ChatGPT 2 | Read about ChatGPT Plus
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Bug fixes and small improvements.



ChatGPT¥ 5185 Default (GPT-3.5) ﬁ%ﬂiﬁ}g

wrlfrbz ABEE

5 ChatGPT Features.

New chat

Clear conversations
My plan

XFHAE, PEXEH

Get help

Log out ChatGPT Mar 23 Version. ChatGPT may produce inaccurate information about people, places, or facts
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Objectives: To discern the diagnostic accuracy between the updated diagnostic consensus
of the Asian Working Group for Sarcopenia (AWGS) in 2019 (AWGS 2019) and the previous
AWGS 2014 guidelines.

Design: A prospective population-based cohort study.

Setting and participants: The study included 731 older community-dwelling adulis aged = 65

years who participated in face-to-face interviews and were followed up for 11-year mortality
until 31 Mar 2022,

Measurements: We utilized a handgrip strength dynamometer to measure participants’
muscle strength, while their walking speed was determined by a timed 6-meter walk test at
their usual pace. Additionally, muscle mass was measured using dual-energy X-ray
absorptiometry scanning. Sarcopenia was defined as the presence of low muscle mass in
combination with weakness and/or slowness both by AWGS 2014 and 2019 criteria.
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JOURNAL of MEDICINE
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VOL. 387 NO. 3

Tirzepatide Once Weekly for the Treatment of Obesity

Ania M. Jastreboff, M.D., Ph.D., Louis J. Aronne, M.D., Nadia N. Ahmad, M.D., M.P.H.,
Sean Wharton, M.D., Pharm.D., Lisa Connery, M.D., Breno Alves, M.D., Arihiro Kiyosue, M.D., Ph.D.,
Shuyu Zhang, M.S., Bing Liu, Ph.D., Mathijs C. Bunck, M.D., Ph.D., and Adam Stefanski, M.D., Ph.D., for the

SURMOUNT-1 Investigators*

ABSTRACT

BACKGROUND

Obesity is a chronic disease that results in substantial global morbidity and mor-
tality. The efficacy and safety of tirzepatide, a novel glucose-dependent insulino-
tropic polypeptide and glucagon-like peptide-1 receptor agonist, in people with
obesity are not known.

METHODS

In this phase 3 double-blind, randomized, controlled trial, we assigned 2539
adults with a body-mass index (BMI; the weight in kilograms divided by the square
of the height in meters) of 30 or more, or 27 or more and at least one weight-re-
lated complication, excluding diabetes, in a 1:1:1:1 ratio to receive once-weekly,
subcutaneous tirzepatide (5 mg, 10 mg, or 15 mg) or placebo for 72 weeks, includ-
ing a 20-week dose-escalation period. Coprimary end points were the percentage
change in weight from baseline and a weight reduction of 5% or more. The
treatment-regimen estimand assessed effects regardless of treatment discontinua-
tion in the intention-to-treat population.

RESULTS

At baseline, the mean body weight was 104.8 kg, the mean BMI was 38.0, and
94.5% of participants had a BMI of 30 or higher. The mean percentage change in
weight at week 72 was —15.0% (95% confidence interval [CI], —15.9 to —14.2) with
5-mg weekly doses of tirzepatide, —19.5% (95% CI, —20.4 to —18.5) with 10-mg
doges. and —20.9% (95% CI. =21.8 ta —19.9) with 15-me doses and —3.1% (95% CT
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From the Section of Endocrinology and
Metabolism, Department of Medicine,
and the Section of Pediatric Endocrinol-
epartment of Pediatrics, Yale Uni-
y School of Medicine, New Haven,
(A.M.).); the Comprehensive Weight
Control Center, Division of Endocrinalo-
gy, Diabetes, and Metabolism, Weill Cor-
nell Medicine, New York (L.J.A.); Eli Lilly,
Indianapolis (N.N.A., S.Z., B.L., M.C.B.,
AS); McMaster University, Hamilton,
and York University and Wharton Weight
Management Clinic, Toronto — all in On-
tario, Canada (SW); Intend Research,
Norman, OK (L.C.); Centro Paulista De
Investigacdo Clinica (Cepic), Sao Paulo
(B.A); and Tokyo-Eki Center-Building
Clinic, Tokyo (A.K.). Dr. Jastreboff can be
contacted at ania.jastreboff@yale.edu or
at Yale University School of Medicine,
Endocrinology and Metabolism, 333 Ce-
dar St., P.O. Box 208020, New Haven, CT
06520.

*The SURMOUNT-1 Investigators are
listed in the Supplementary Appendix,
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AUTHOR: Ayalew Tefferi, MD All topics are updated as new evidence becomes available and our peer
SUMMARY SECTION EDITOR: Lawrence LK Leung, MD review process is complete.

DEPUTY EDITOR: Alan G Rosmarin, MD . .
Literature review current through: Jun 2023.

INTRODUCTION Contributor Disclosures This topic last updated: Aug 19, 2022.
TERMINOLOGY
CAUSES OF THROMBOCYTOSIS
INTRODUCTION
Reactive thrombocytosis
Autonomous thrombocytosis Thrombocytosis refers to an increased platelet count which, in this review, is >450,000/microL (>450 x 10%/L).
* Hematologic malignancies This topic discusses our approach to the adult or child with unexplained thrombocytosis.

* Familial thrombocytosis

Clinical manifestations and diagnosis of specific causes of thrombocytosis are discussed separately. (See
INITIAL EVALUATION "Clinical manifestations, pathogenesis, and diagnosis of essential thrombocythemia” and "Overview of the

Uraencv of evaluation myeloproliferative neoplasms".) A
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Thrombocytosis refers to an increased platelet count which, in this review, is >450,000/microL
(>450 x 10%/L).

This topic discusses our approach to the adult or child with unexplained thrombocytosis.

Clinical manifestations and diagnosis of specific causes of thrombocytosis are discussed
separately. (See "Clinical manifestations, pathogenesis, and diagnosis of essential
thrombocythemia" and "Overview of the myeloproliferative neoplasms™.)
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Thrombocytosis refers to an increased platelet count which, in this review, is >450,000/microL
(>450 x 10%/L).

This topic discusses our approach to the adult or child with unexplained thrombocytosis.

Clinical manifestations and diagnosis of specific causes of thrombocytosis are discussed
separately. (See "Clinical manifestations, pathogenesis, and diagnosis of essential
thrombocythemia" and "Overview of the myeloproliferative neoplasms™.)
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“ ORIGINAL ARTICLE ”

Empagliflozin, Cardiovascular Outcomes,
and Mortality in Type 2 Diabetes

Bernard Zinman, M.D., Christoph Wanner, M.D., John M. Lachin, Sc.D.,
David Fitchett, M.D., Erich Bluhmki, Ph.D., Stefan Hantel, Ph.D.,
Michaela Mattheus, Dipl. Biomath., Theresa Devins, Dr.P.H.,

Odd Erik Johansen, M.D., Ph.D., Hans J. Woerle, M.D., Uli C. Broed|, M.D.,
and Silvio E. Inzucchi, M.D., for the EMPA-REG OUTCOME Investigators

ABSTRACT

BACKGROUND
The effects of empagliflozin, an inhibitor of sodium-glucose cotransporter 2, in
addition to standard care, on cardiovascular morbidity and mortality in patients
with type 2 diabetes at high cardiovascular risk are not known.

METHODS
We randomly assigned patients to receive 10 mg or 25 mg of empagliflozin or
placebo once daily. The primary composite outcome was death from cardiovascu-
lar causes, nonfatal myocardial infarction, or nonfatal stroke, as analyzed in the
pooled empagliflozin group versus the placebo group. The key secondary compos-
ite outcome was the primary outcome plus hospitalization for unstable angina.

RESULTS
A total of 7020 patients were treated (median observation time, 3.1 years). The
primary outcome occurred in 490 of 4687 patients (10.5%) in the pooled empa-
gliflozin group and in 282 of 2333 patients (12.1%) in the placebo group (hazard
ratio in the empagliflozin group, 0.86; 95.02% confidence interval, 0.74 to 0.99;
P=0.04 for superiority). There were no significant between-group differences in
the rates of myocardial infarction or stroke, but in the empagliflozin group there
were significantly lower rates of death from cardiovascular causes (3.7%, vs. 5.9%
in the placebo group; 38% relative risk reduction), hospitalization for heart failure
(2.7% and 4.1%, respectively; 35% relative risk reduction), and death from any
cause (5.7% and 8.3%, respectively; 32% relative risk reduction). There was no
significant between-group difference in the key secondary outcome (P=0.08 for
superiority). Among patients receiving empagliflozin, there was an increased rate
of genital infection but no increase in other adverse events.
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I cannot reproduce long excerpts from copyrighted materials. However, here is a brief
summary of the key points from the two articles:

The first study (EMPA-REG QUTCOME) examined the effects of the SGLT2 inhibitor
empagliflozin compared to placebo in patients with type 2 diabetes and established
cardiovascular disease. The key findings were:

e Empagliflozin significantly reduced the risk of death from cardiovascular causes,
death from any cause, and hospitalization for heart failure compared to placebo.

e There was no significant difference between empagliflozin and placebo for risk of

myocardial infarction or stroke.

e Empagliflozin was associated with increased genital infections but no other major

safety issues.

The second study (DECLARE-TIMI 58) examined the SGLT2 inhibitor dapagliflozin
compared to placebo in patients with type 2 diabetes with or at risk for cardiovascular
disease. The key findings were:

e Dapagliflozin was non-inferior to placebo for major adverse cardiovascular events
(MACE).

e Dapagliflozin significantly reduced the risk of cardiovascular death or
hospitalization for heart failure, driven by lower hospitalization for heart failure.
There was no difference in cardiovascular death.

e Dapagliflozin did not significantly reduce MACE or death from any cause.

e Dapagliflozin increased the risk of diabetic ketoacidosis and genital infections.

In summary, both studies found SGLT2 inhibitors reduced heart failure compared to
placebo in patients with type 2 diabetes, with EMPA-REG also showing reductions in
cardiovascular and all-cause mortality. The overall safety profile appears reasonable,
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Evidence-based medicine (EBM) is "the conscientious, explicit and
judicious use of current best evidence in making decisions about
the care of individual patients".The aim of EBM is to integrate the
experience of the clinician, the values of the patient, and the best
available scientific information to guide decision-making about
clinical management.
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Euvidence - based medicine (EBM) éo "the conscientions, explieit and judicious use of
carnent beot evidence in making decisions about the cane of individual patients". The
aim of EBN it to integrate the experience of the clinician, the values of the paticat,
and the best avadlable scientific information to guide decision-making about clinical
management.
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Overview of Spasticity and Post-stroke Spasticity
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« A sensorimotor disorder characterized by a Hyperexcitability of the stretchreflex
velocity-dependent increase in muscle tone,

] ) . Sup_raspinal . Premotor
with exaggerated tendon jerks’-3 Spastlclt!r'”
» Resulted from hyperexcitability of the stretch © ~ ;

Vestibular ;

Ventromedial bulba -
reflex’-3 fel:icularfo?maltlionr LDz No connection 's
-
* One component of the upper motor neuron <
syndrome?-3 E
y ] ™ ] ] ] ngm ] DDTSEH x DG[SE.' =
A highly disabling neurological condition with reticulospinal reticular
increase in muscle tone:3 LA e
= Can cause impairment of motor skills, pain, | |
. . 2 Vestibulospin
and reduced longitudinal muscle growth tract
= Can limit functional recovery and reduce e lol © Medial

i i 3 reticulospinal tract
qua--“ty of life (QOL) Stretch reflex circuitry ’
A | Adapted from Trompetto C et al. 2014

1. Trompetto C et al. Bio?n es Int. 2014;2014:354906; 2. Dimitrov

21;49(3):469-479; 3. De Icco R et al. Toxins (Basel). 2019;11(6):359.
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A sensorimotor disorder characterized by a velocity-dependent increase in muscle tone, with
exaggerated tendon jerks1-3

Resulted from hyperexcitability of the stretch reflex1-3

One component of the upper motor neuron syndromel-3

A highly disabling neurological condition with increase in muscle tone:3

Can cause impairment of motor skills, pain, and reduced longitudinal muscle growth2

Can limit functional recovery and reduce quality of life (QoL)3
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Overview of Spasticity and Post-stroke Spasticity
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Overview of Spasticity and Post-stroke Spasticity

© Sensorimotor Disorder

A disorder marked by muscle tone increasing with
speed and exaggerated tendon reflexes, resulting
from the stretch reflex's hyperexcitability. It's a part
of the upper motor neuron syndrome.

® Neurological Impact

This condition significantly impairs neurological
functions, elevating muscle tone, which leads to
motor skill impairment, pain, and hindered muscle
growth.

© Quality of Life
It poses substantial barriers to functional recovery,

directly diminishing the quality of life for affected
individuals.

Hyperexcitability of the stretch reflex

Supraspinal S _
spasticity-inducing lesion
| cortex :
© ’ . .

Ventromedial bulbar vestbuar -
reticular formation No connection .
P
L]
L
Dorsal \ Dorsal *
reticulospinal reticular
tract formation
Vestibulospin

tract

- lo © Medial
' reticulospinal tract
Stretch reflex circuitry

1. Trompetto C et al. Biomed Res Int. 2014;2014:354906; 2. Dimitrova R et al. NeuroRehabilitation. 2021;49(3):469-479; 3. De Icco R et al. Toxins (Basel). 2019;11(6):359.
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© Sensorimotor Disorder

A disorder marked by muscle tone increasing with
speed and exaggerated tendon reflexes, resulting
from the stretch reflex's hyperexcitability. It's a part
of the upper motor neuron syndrome.

® Neurological Impact

This condition significantly impairs neurological
functions, elevating muscle tone, which leads to
motor skill impairment, pain, and hindered muscle
growth.

© Quality of Life
It poses substantial barriers to functional recovery,

directly diminishing the quality of life for affected
individuals.
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1. Trompetto C et al. Biomed Res Int. 2014;2014:354906; 2. Dimitrova R et al. NeuroRehabilitation. 2021;49(3):469-479; 3. De Icco R et al. Toxins (Basel). 2019;11(6):359.
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» Interpretation of results
« Oral semaglutide's place in obesity treatment
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« Potential impact on public health
Slide 9: Limitations and Future Research

» Acknowledgment of study limitations
» Suggestions for further studies

» Possible long-term implications of oral semaglutide use
Slide 10: Conclusion and Takeaways
» Summary of key findings

Oral semaglutide's effectiveness and safety profile
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« Final thoughts on its role in managing overweight and obesity
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pharmaceutical industry stakeholders
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Background on ohesity as a global health issue
Importance of effective treatment options

Brief introduction to oral semaglutide
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2 Study Objectives

Primary and secondary objectives of the OASIS 1 study

Expected outcomes regarding weight loss and health improvement

3 Methodology Overview

Study design: Randomized, double-blind, placebo-controlled
Participant demographics and selection criteria

Dosage and administration of oral semaglutide
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