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more effort to the role. Although the
reporting structure varied, 12 of 21
CWOs (57.1%) reported directly to
the dean, chief executive officer,
provost, vice-chancellor, or vice-
dean. An additional 7 (33.3%) re-
ported to the chief medical officer,
chief clinical officer, or chief physi-
cian executive. Sixteen CWOs
(76.2%) reported managing an inde-
pendent budget. The median full-
time equivalent of direct reports to
the CWO was 1.8 (interquartile
range [IQR], 1.0-4.0). All 21
CWDOs indicated that the source of
support for their time and program
was institutional operational funds.

With respect to scope, CWOs
were responsible for overseeing orga-
nizational efforts to support the well-
being of a median of 5000 (IQR,
2150-13,500) individuals including a
median of 2100 (IQR, 1400-4000)
physicians. Twenty CWOs (95.2%)
were responsible for efforts to
advance well-being for practicing
physicians, 16 (76.2%) for residents/
fellows, 9 (42.9%) for medical stu-
dents, and 9 (42.9%) for biomedical
scientist faculty. With respect to non-
physicians/nonfaculty, most CWOs
(n=16 [76.2%]) were responsible
for efforts to advance well-being for
advanced practice providers (nurse
practitioners and physician assis-
tants) whereas less than half were
responsible  for nurses (n=8
[38.1%]), graduate students (n=6
[28.6%]), other clinicians (eg, phar-
macists, physical therapists, and res-
piratory technicians; n=8 [38.1%]),
or nonclinical employees (informa-
tion technology, administrative staff,
and custodial staff; n=6 [28.6%]).
Common topic areas of CWO respon-
sibility are summarized in the Table.

In summary, leading organiza-
tions have begun to take substantive
action to mitigate occupational
distress in physicians and other
health care professionals. The CWO
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plays a pivotal role in leading organi-
zational efforts to improve profes-
sional well-being. We believe that
the information presented here may
be helpful to other organizations
creating CWO positions, particularly
in the wake of the coronavirus dis-
ease 2019 pandemic. Organizational
efforts to improve well-being should
center on addressing problems in
the practice environment and organi-
zational culture, rather than attempt-
ing to make individuals better
equipped to endure broken systems.
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Patient-Centered, ®)
Physician-Investigator

Friendly Pragmatic

Phase I/Il Trial Designs—

The 4P Model

To the Editor: Traditional dose
finding studies designed around
safety and toxicity offer no flexi-
bility for physician-investigators or
patients. With the recent advent of
targeted and immunotherapy, a few
early-phase trials in oncology have
started opening up physician-inves-
tigators’ flexibility to exercise their
clinical judgment in the evaluation
and care of their enrolled patients.
For example, immunotherapy trials
may allow treatment past progres-
sion for investigator-perceived clin-
ical benefit. Yet still most trials
mandate that patients come off trial
based on RECIST measures, and
only a few are flexible to continue
beyond clinical progression for
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FIGURE. The dose-titration diagram (A) and “‘dose-survival curve” (B) introduced in reference 4 constitute the upper half of our 4P
dashboard. The bottom half represents extensions motivated by our 3 use cases. A vertical “swimmer plot” (C) hangs downward
from the dose-titration plot, depicting dose titration by color saturation, and key clinical events by markers. A “titration heuristic”” plot
(D) aligns likewise with the dose-survival curve above it, thereby scaling doses according to population level tolerability. Consequently,
the trial population will tend toward uniform distribution horizontally when titration to final dosing is complete, rendering this plot
more directly useful as a starting point for inference. CR = complete response; DLT = dose-limiting toxicity; PR = partial response.

clinical benefit. With respect to the
crucial question of drug dosing,'
early-phase trials still impose algo-
rithmic rigidities or statistical for-
malities on wus, hampering our
clinical judgment. Even when dose
reductions or intrapatient dose esca-
lation are permitted, these occur
neither by a clinically coherent”
design nor with adequate formal
supports.

The recent advent of pragmatic
phase 1 dose-titration designs,’”
however, facilitates extending such
support to clinical judgment in mat-
ters of dose individualization. By
generalizing one such design® to
incorporate measures of therapeutic
response, we wish to exemplify a
“4P” concept of patient-centered,
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physician-investigator friendly prag-
matic phase I/II trial design.

During on-trial follow-up, early-
phase trial participants ask their
oncologists characteristic
questions:

several

1. Have you found signs my cancer
is or isn’t responding to the study
drug?

2. How does my experience
compare with other patients in
this trial?

3. Should I keep taking the drug at
my current dose, or should we
change the dose—or even stop it?

Current phase VI trial designs
offer us no rational support for
meeting these valid and urgent
questions. To this end, we propose

a synoptic graphical “trial dash-
board” (Figure).

Building on a previously
described phase 1 dose-titration
graphic,” we see questions 1 and 2
as use cases for a swimmer plot’
linked to the dose-titration diagram.
Question 3 underscores the impera-
tive to maintain an up-to-date titra-
tion heuristic, incorporating
emerging evidence that links drug-
exposure measures (including on-
target toxicities) with clinical
response. This latter consideration
prompts addition of response-vs-
exposure plots in which both abso-
lute dose and grade of on-target
toxicity appear as covariates.

This clinically realistic dash-
board illuminates a 4P concept that
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bolsters patient-centered decision
making in early-phase oncology tri-
als. Moreover, by accentuating
crucial decision problems faced by
early-phase cancer trial participants
and their oncologists, this model
should help trial methodologists to
propose useful adjunctive formal de-
cision supports.
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To the Editor: We applaud the work
of Drs Alkhouli and Rihal' in exam-
ining the important topic of risk/
benefit framing in patient-centered
decision making. However, we
disagree with the choice of a
sodium-glucose cotransporter 2 in-
hibitor (SGLT21i), canagliflozin, as an
example in their arguments and that
“the other 98% |[of treated patients]
would see no incremental benefit
from the treatment.”®>'® First, to
clarify, the primary outcome in Cana-
gliflozin and Renal Events in Diabetes
with Established Nephropathy Clin-
ical Evaluation was not a composite
major adverse cardiovascular event
outcome as stated, but rather a com-
posite of end-stage kidney disease,
doubling of the serum creatinine level
from baseline sustained for at least 30
days, or death from renal or cardio-

vascular disease. Patients who

received canagliflozin 100 mg/d had
a 30% relative risk reduction (4.3%
absolute risk reduction) for this pri-
mary outcome.” Reduction of hospi-
talization for heart failure (a
secondary end point) was profound,
with a 39% relative risk reduction
(2.4% absolute risk reduction) seen
in patients receiving canagliflozin.
This is in addition to the major
adverse cardiovascular event outcome
data quoted by the authors.’

Sodium-glucose cotransporter 2
inhibitors continue to show promise
as one of the most important and
pluripotent cardiovascular medica-
tions of a generation, recently exhib-
iting groundbreaking efficacy in
heart failure with reduced ejection
fraction with and  without
diabetes™” and dramatic renoprotec-
tive effects in patients with chronic
kidney disease with and without
diabetes,  including  markedly
lowering mortality.” Many of these
effects are thought to be classwide,
and the use of these agents often tar-
gets multiple cardiovascular protec-
tive end points in an individual
patient. Studies have also reported
the cost-effectiveness of this class.”
Therefore, although again we agree
with the central message of the com-
mentary, we disagree with the au-
thors’ selection of an SGLT2i as an
example and recommend against
limiting SGLT2i benefit to a single
end point.
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