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NOW APPROVED
Olumiant is the first and only
approved systemic treatment for
adults with severe alopecia areata1
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INDICATION
Olumiant is a Janus kinase (JAK) inhibitor indicated
for the treatment of adult patients with severe
alopecia areata.
Limitations of Use: Not recommended for use
in combination with other JAK inhibitors, biologic
immunomodulators, cyclosporine or other potent
immunosuppressants.
SELECT IMPORTANT SAFETY INFORMATION:
WARNING RELATED TO SERIOUS INFECTIONS,
MORTALITY, MALIGNANCY, MAJOR ADVERSE
CARDIOVASCULAR EVENTS, AND THROMBOSIS
SERIOUS INFECTIONS: Olumiant-treated patients are
at increased risk of serious bacterial, fungal, viral and
opportunistic infections leading to hospitalization or
death, including tuberculosis (TB). Interrupt treatment
with Olumiant if a serious infection occurs until the
infection is controlled. Olumiant should not be given
to patients with active tuberculosis. Test for latent TB
before and during therapy, except for COVID-19; treat
latent TB prior to use. Monitor all patients for active TB
during treatment, even patients with initial negative,
latent TB test.

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE):
Higher rate of MACE (defined as cardiovascular death,
myocardial infarction, and stroke) was observed with
another JAK inhibitor vs. TNF blockers in RA patients.
THROMBOSIS: Thrombosis has occurred in patients
treated with Olumiant. Increased incidence of
pulmonary embolism, venous and arterial thrombosis
was observed with another JAK inhibitor vs.
TNF blockers.
Please see the following pages for Important Safety
Information, including Boxed Warning about Serious
Infections, Mortality, Malignancy, Major Adverse
Cardiovascular Events, and Thrombosis, and Brief
Summary of Prescribing Information.

Learn more at Olumiant.com/HCP/AA
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MALIGNANCIES: Malignancies have also occurred
in patients treated with Olumiant. Higher rate of
lymphomas and lung cancers was observed with
another JAK inhibitor vs. TNF blockers in RA patients.

T:10.75"

MORTALITY: Higher rate of all-cause mortality,
including sudden cardiovascular death was observed
with another Janus kinase (JAK) inhibitor vs. tumor
necrosis factor (TNF) blockers in rheumatoid arthritis
(RA) patients.
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IMPORTANT
IMPORTANTSAFETY
SAFETYINFORMATION
INFORMATION
WARNING:
WARNING:
SERIOUS
SERIOUS
INFECTIONS,
INFECTIONS,
MORTALITY,
MORTALITY,
MALIGNANCY,
MALIGNANCY,
MAJOR
MAJOR
ADVERSE
ADVERSE
CARDIOVASCULAR
CARDIOVASCULAR
EVENTS,
EVENTS,
AND
AND
THROMBOSIS
THROMBOSIS
SERIOUS
SERIOUS
INFECTIONS
INFECTIONS
Patients
Patients
treated
treated
with
with
Olumiant
Olumiant
areare
atat
risk
risk
forfor
developing
developing
serious
serious
infections
infections
that
that
may
may
lead
lead
toto
hospitalization
hospitalization
oror
death.
death.
Most
Most
patients
patients
with
with
rheumatoid
rheumatoid
arthritis
arthritis
(RA)
(RA)
who
who
developed
developed
these
these
infections
infections
were
were
taking
taking
concomitant
concomitant
immunosuppressants
immunosuppressants
such
such
asas
methotrexate
methotrexate
oror
corticosteroids.
corticosteroids.
If aIfserious
a serious
infection
infection
develops,
develops,
interrupt
interrupt
Olumiant
Olumiant
until
until
the
the
infection
infection
is is
controlled.
controlled.
Reported
Reported
infections
infections
include:
include:
• Active
• Active
tuberculosis
tuberculosis
(TB),
(TB),
which
which
may
may
present
present
with
with
pulmonary
pulmonary
oror
extrapulmonary
extrapulmonary
disease.
disease.
Olumiant
Olumiant
should
should
not
not
bebe
given
given
toto
patients
patients
with
with
active
active
tuberculosis.
tuberculosis.
Test
Test
patients,
patients,
except
except
those
those
with
with
COVID-19,
COVID-19,
forfor
latent
latent
TBTB
before
before
initiating
initiating
Olumiant
Olumiant
and
and
during
during
therapy.
therapy.
If positive,
If positive,
start
start
treatment
treatment
forfor
latent
latent
infection
infection
prior
prior
toto
Olumiant
Olumiant
use.
use.
• Invasive
• Invasive
fungal
fungal
infections,
infections,
including
including
candidiasis
candidiasis
and
and
pneumocystosis.
pneumocystosis.
Patients
Patients
with
with
invasive
invasive
fungal
fungal
infections
infections
may
may
present
present
with
with
disseminated,
disseminated,
rather
rather
than
than
localized,
localized,
disease.
disease.
• Bacterial,
• Bacterial,
viral,
viral,
and
and
other
other
infections
infections
due
due
toto
opportunistic
opportunistic
pathogens.
pathogens.
Carefully
Carefully
consider
consider
the
the
risks
risks
and
and
benefits
benefits
ofof
Olumiant
Olumiant
prior
prior
toto
initiating
initiating
therapy
therapy
in in
patients
patients
with
with
chronic
chronic
oror
recurrent
recurrent
infection.
infection.
Closely
Closely
monitor
monitor
patients
patients
forfor
the
the
development
development
ofof
signs
signs
and
and
symptoms
symptoms
ofof
infection
infection
during
during
and
and
after
after
treatment
treatment
with
with
Olumiant
Olumiant
including
including
the
the
possible
possible
development
development
ofof
TBTB
in in
patients
patients
who
who
tested
tested
negative
negative
forfor
latent
latent
TBTB
infection
infection
prior
prior
toto
initiating
initiating
therapy.
therapy.
The
The
most
most
common
common
serious
serious
infections
infections
reported
reported
with
with
Olumiant
Olumiant
included
included
pneumonia,
pneumonia,
herpes
herpes
zoster,
zoster,
and
and
urinary
urinary
tract
tract
infection.
infection.
Among
Among
opportunistic
opportunistic
infections,
infections,
tuberculosis,
tuberculosis,
multidermatomal
multidermatomal
herpes
herpes
zoster,
zoster,
esophageal
esophageal
candidiasis,
candidiasis,
pneumocystosis,
pneumocystosis,
acute
acute
histoplasmosis,
histoplasmosis,
cryptococcosis,
cryptococcosis,
cytomegalovirus,
cytomegalovirus,
and
and
BKBK
virus
virus
were
were
reported
reported
with
with
Olumiant.
Olumiant.
Some
Some
patients
patients
have
have
presented
presented
with
with
disseminated
disseminated
rather
rather
than
than
localized
localized
disease,
disease,
and
and
were
were
often
often
taking
taking
concomitant
concomitant
immunosuppressants
immunosuppressants
such
such
asas
methotrexate
methotrexate
oror
corticosteroids.
corticosteroids.

Viral
reactivation,
including
cases
ofof
herpes
virus
reactivation
(e.g.,
Viral
reactivation,
including
cases
herpes
virus
reactivation
(e.g.,
herpes
zoster),
were
reported
in in
clinical
studies
with
Olumiant.
If If
herpes
zoster),
were
reported
clinical
studies
with
Olumiant.
a patient
develops
herpes
zoster,
interrupt
Olumiant
treatment
a patient
develops
herpes
zoster,
interrupt
Olumiant
treatment
until
the
episode
resolves.
The
impact
ofof
Olumiant
onon
chronic
viral
until
the
episode
resolves.
The
impact
Olumiant
chronic
viral
hepatitis
reactivation
is is
unknown.
Screen
forfor
viral
hepatitis
in in
hepatitis
reactivation
unknown.
Screen
viral
hepatitis
accordance
with
clinical
guidelines
before
initiating
Olumiant.
accordance
with
clinical
guidelines
before
initiating
Olumiant.
MORTALITY
MORTALITY
In In
a large,
a large,
randomized,
randomized,
postmarketing
postmarketing
safety
safety
study
study
in in
RARA
patients
patients
5050
years
years
ofof
age
age
and
and
older
older
with
with
atat
least
least
one
one
cardiovascular
cardiovascular
risk
risk
factor
factor
comparing
comparing
another
another
Janus
Janus
kinase
kinase
(JAK)
(JAK)
inhibitor
inhibitor
toto
tumor
tumor
necrosis
necrosis
factor
factor
(TNF)
(TNF)
blockers,
blockers,
a higher
a higher
rate
rate
ofof
all-cause
all-cause
mortality,
mortality,
including
including
sudden
sudden
cardiovascular
cardiovascular
death,
death,
was
was
observed
observed
with
with
the
the
JAK
JAK
inhibitor.
inhibitor.
Consider
Consider
the
the
benefits
benefits
and
and
risks
risks
forfor
the
the
individual
individual
patient
patient
prior
prior
toto
initiating
initiating
oror
continuing
continuing
therapy
therapy
with
with
Olumiant.
Olumiant.
MALIGNANCIES
MALIGNANCIES
Lymphoma
Lymphoma
and
and
other
other
malignancies
malignancies
have
have
been
been
observed
observed
in in
patients
patients
treated
treated
with
with
Olumiant.
Olumiant.
In In
RARA
patients
patients
treated
treated
with
with
another
another
JAK
JAK
inhibitor,
inhibitor,
a higher
a higher
rate
rate
ofof
malignancies
malignancies
(excluding
(excluding
non-melanoma
non-melanoma
skin
skin
cancer
cancer
[NMSC])
[NMSC])
was
was
observed
observed
when
when
compared
compared
with
with
TNF
TNF
blockers.
blockers.
Patients
Patients
who
who
areare
current
current
oror
past
past
smokers
smokers
areare
atat
additional
additional
increased
increased
risk.
risk.
A higher
A higher
rate
rate
ofof
lymphomas
lymphomas
was
was
observed
observed
in in
patients
patients
treated
treated
with
with
thethe
JAK
JAK
inhibitor
inhibitor
compared
compared
toto
those
those
treated
treated
with
with
TNF
TNF
blockers.
blockers.
A higher
A higher
rate
rate
ofof
lung
lung
cancers
cancers
and
and
anan
additional
additional
increased
increased
risk
risk
ofof
overall
overall
malignancies
malignancies
were
were
observed
observed
in in
current
current
oror
past
past
smokers
smokers
treated
treated
with
with
the
the
JAK
JAK
inhibitor
inhibitor
compared
compared
toto
those
those
treated
treated
with
with
TNF
TNF
blockers.
blockers.
Consider
Consider
the
the
benefits
benefits
and
and
risks
risks
forfor
the
the
individual
individual
patient
patient
prior
prior
toto
initiating
initiating
oror
continuing
continuing
therapy
therapy
with
with
Olumiant,
Olumiant,
particularly
particularly
in in
patients
patients
with
with
a known
a known
malignancy
malignancy
(other
(other
than
than
successfully
successfully
treated
treated
NMSC),
NMSC),
patients
patients
who
who
develop
develop
a malignancy,
a malignancy,
and
and
patients
patients
who
who
areare
current
current
oror
past
past
smokers.
smokers.
NMSCs
NMSCs
have
have
been
been
reported
reported
in in
patients
patients
treated
treated
with
with
Olumiant.
Olumiant.
Periodic
Periodic
skin
skin
examination
examination
is is
recommended
recommended
forfor
patients
patients
who
who
areare
atat
increased
increased
risk
risk
forfor
skin
skin
cancer.
cancer.

MAJOR
MAJOR
ADVERSE
ADVERSE
CARDIOVASCULAR
CARDIOVASCULAR
EVENTS
EVENTS
In In
RARA
patients
patients
5050
years
years
ofof
age
age
and
and
older
older
with
with
atat
least
least
one
one
cardiovascular
cardiovascular
risk
risk
factor
factor
treated
treated
with
with
another
another
JAK
JAK
inhibitor,
inhibitor,
Avoid
Avoid
use
use
ofof
Olumiant
Olumiant
in in
patients
patients
with
with
anan
active,
active,
serious
serious
infection,
infection, a higher
a higher
rate
rate
ofof
major
major
adverse
adverse
cardiovascular
cardiovascular
events
events
(MACE)
(MACE)
including
including
localized
localized
infections.
infections.
Consider
Consider
the
the
risks
risks
and
and
benefits
benefits
ofof
(defined
(defined
asas
cardiovascular
cardiovascular
death,
death,
myocardial
myocardial
infarction
infarction
[MI],
[MI],
and
and
treatment
treatment
prior
prior
toto
initiating
initiating
Olumiant
Olumiant
in in
patients:
patients:
with
with
chronic
chronic
oror
stroke)
stroke)
was
was
observed
observed
when
when
compared
compared
with
with
TNF
TNF
blockers.
blockers.
Patients
Patients
recurrent
recurrent
infection;
infection;
who
who
have
have
been
been
exposed
exposed
toto
TB;TB;
with
with
a history
a history
ofof who
who
areare
current
current
oror
past
past
smokers
smokers
areare
atat
additional
additional
increased
increased
a serious
a serious
oror
anan
opportunistic
opportunistic
infection;
infection;
who
who
have
have
resided
resided
oror
traveled
traveled risk.
risk.
Discontinue
Discontinue
Olumiant
Olumiant
in in
patients
patients
that
that
have
have
experienced
experienced
aa
in in
areas
areas
ofof
endemic
endemic
tuberculosis
tuberculosis
oror
endemic
endemic
mycoses;
mycoses;
oror
with
with
myocardial
myocardial
infarction
infarction
oror
stroke.
stroke.
underlying
underlying
conditions
conditions
that
that
may
may
predispose
predispose
them
them
toto
infection.
infection.
Consider
Consider
the
the
benefits
benefits
and
and
risks
risks
forfor
the
the
individual
individual
patient
patient
prior
prior
Consider
Consider
anti-TB
anti-TB
therapy
therapy
prior
prior
toto
initiation
initiation
ofof
Olumiant
Olumiant
in in
patients
patients toto
initiating
initiating
oror
continuing
continuing
therapy
therapy
with
with
Olumiant,
Olumiant,
particularly
particularly
in in
with
with
a history
a history
ofof
latent
latent
oror
active
active
TBTB
in in
whom
whom
anan
adequate
adequate
course
course
ofof patients
patients
who
who
areare
current
current
oror
past
past
smokers
smokers
and
and
patients
patients
with
with
other
other
treatment
treatment
cannot
cannot
bebe
confirmed,
confirmed,
and
and
forfor
patients
patients
with
with
a negative
a negative
cardiovascular
cardiovascular
risk
risk
factors.
factors.
Inform
Inform
patients
patients
about
about
the
the
symptoms
symptoms
ofof
test
test
forfor
latent
latent
TBTB
but
but
who
who
have
have
risk
risk
factors
factors
forfor
TBTB
infection.
infection.
serious
serious
cardiovascular
cardiovascular
events
events
and
and
the
the
steps
steps
toto
take
take
if they
if they
occur.
occur.
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THROMBOSIS
THROMBOSIS
Thrombosis,
Thrombosis,
including
including
deep
deep
venous
venous
thrombosis
thrombosis
(DVT)
(DVT)
and
and
pulmonary
pulmonary
embolism
embolism
(PE),
(PE),
has
has
been
been
observed
observed
atat
anan
increased
increased
incidence
incidence
in in
patients
patients
treated
treated
with
with
Olumiant
Olumiant
compared
compared
toto
placebo.
placebo.
In In
addition,
addition,
there
there
were
were
cases
cases
ofof
arterial
arterial
thrombosis.
thrombosis.
Many
Many
ofof
these
these
adverse
adverse
events
events
were
were
serious
serious
and
and
some
some
resulted
resulted
in in
death.
death.
In In
RARA
patients
patients
5050
years
years
ofof
age
age
and
and
older
older
with
with
atat
least
least
one
one
cardiovascular
cardiovascular
risk
risk
factor
factor
treated
treated
with
with
another
another
JAK
JAK
inhibitor,
inhibitor,
a higher
a higher
rate
rate
ofof
thrombosis
thrombosis
was
was
observed
observed
when
when
compared
compared
with
with
TNF
TNF
blockers.
blockers.
Avoid
Avoid
Olumiant
Olumiant
in in
patients
patients
atat
risk.
risk.
Discontinue
Discontinue
Olumiant
Olumiant
and
and
promptly
promptly
evaluate
evaluate
patients
patients
with
with
symptoms
symptoms
ofof
thrombosis.
thrombosis.
HYPERSENSITIVITY
HYPERSENSITIVITY
Reactions
Reactions
such
such
asas
angioedema,
angioedema,
urticaria,
urticaria,
and
and
rash
rash
that
that
may
may
reflect
reflect
drug
drug
hypersensitivity
hypersensitivity
have
have
been
been
observed
observed
in in
patients
patients
receiving
receiving
Olumiant,
Olumiant,
including
including
serious
serious
reactions.
reactions.
If aIfserious
a serious
hypersensitivity
hypersensitivity
reaction
reaction
occurs,
occurs,
promptly
promptly
discontinue
discontinue
Olumiant
Olumiant
while
while
evaluating
evaluating
the
the
potential
potential
causes
causes
ofof
the
the
reaction.
reaction.
GASTROINTESTINAL
GASTROINTESTINAL
PERFORATIONS
PERFORATIONS
Gastrointestinal
Gastrointestinal
perforations
perforations
have
have
been
been
reported
reported
in in
Olumiant
Olumiant
clinical
clinical
studies.
studies.
Monitor
Monitor
Olumiant-treated
Olumiant-treated
patients
patients
who
who
may
may
bebe
atat
increased
increased
risk
risk
forfor
gastrointestinal
gastrointestinal
perforation
perforation
(e.g.,
(e.g.,
patients
patients
with
with
aa
history
history
ofof
diverticulitis).
diverticulitis).
Promptly
Promptly
evaluate
evaluate
patients
patients
who
who
present
present
with
with
new
new
onset
onset
abdominal
abdominal
symptoms
symptoms
forfor
early
early
identification
identification
ofof
gastrointestinal
gastrointestinal
perforation.
perforation.

Evaluate
baseline
and
thereafter
according
routine
patient
Evaluate
atat
baseline
and
thereafter
according
toto
routine
patient
management.
Promptly
investigate
the
cause
liver
enzyme
management.
Promptly
investigate
the
cause
ofof
liver
enzyme
elevation
identify
potential
cases
drug-induced
liver
injury.
elevation
toto
identify
potential
cases
ofof
drug-induced
liver
injury.
If increases
ALT
AST
observed
and
drug-induced
liver
injury
If increases
in in
ALT
oror
AST
areare
observed
and
drug-induced
liver
injury
suspected,
interrupt
Olumiant
until
this
diagnosis
excluded.
is is
suspected,
interrupt
Olumiant
until
this
diagnosis
is is
excluded.
Lipid
Elevations
– Treatment
with
Olumiant
was
associated
Lipid
Elevations
– Treatment
with
Olumiant
was
associated
with
increases
lipid
parameters,
including
total
cholesterol,
with
increases
in in
lipid
parameters,
including
total
cholesterol,
low-density
lipoprotein
cholesterol,
and
high-density
lipoprotein
low-density
lipoprotein
cholesterol,
and
high-density
lipoprotein
cholesterol.
Assess
lipid
parameters
approximately
weeks
cholesterol.
Assess
lipid
parameters
approximately
1212
weeks
following
Olumiant
initiation
patients
with
AA.
Manage
following
Olumiant
initiation
in in
patients
with
RARA
oror
AA.
Manage
patients
according
clinical
guidelines
the
management
patients
according
toto
clinical
guidelines
forfor
the
management
hyperlipidemia.
ofof
hyperlipidemia.
VACCINATIONS
VACCINATIONS
Avoid
Avoid
use
use
ofof
live
live
vaccines
vaccines
with
with
Olumiant.
Olumiant.
Update
Update
immunizations
immunizations
in in
patients
patients
with
with
RARA
oror
AAAA
prior
prior
toto
initiating
initiating
Olumiant
Olumiant
therapy
therapy
in in
agreement
agreement
with
with
current
current
immunization
immunization
guidelines.
guidelines.
ADVERSE
ADVERSE
REACTIONS
REACTIONS
In In
RARA
trials,
trials,
the
the
most
most
common
common
adverse
adverse
reactions
reactions
(≥1%)
(≥1%)
reported
reported
with
with
Olumiant
Olumiant
were:
were:
upper
upper
respiratory
respiratory
tract
tract
infections,
infections,
nausea,
nausea,
herpes
herpes
simplex,
simplex,
and
and
herpes
herpes
zoster.
zoster.

In In
AAAA
trials,
trials,
the
the
most
most
common
common
adverse
adverse
reactions
reactions
(≥1%)
(≥1%)
reported
reported
with
with
Olumiant
Olumiant
were:
were:
upper
upper
respiratory
respiratory
tract
tract
infections,
infections,
headache,
headache,
acne,
acne,
hyperlipidemia,
hyperlipidemia,
creatine
creatine
phosphokinase
phosphokinase
increase,
increase,
urinary
urinary
tract
tract
infection,
infection,
liver
liver
enzyme
enzyme
elevations,
elevations,
folliculitis,
folliculitis,
fatigue,
fatigue,
LABORATORY
LABORATORY
ABNORMALITIES
ABNORMALITIES
lower
lower
respiratory
respiratory
tract
tract
infections,
infections,
nausea,
nausea,
genital
genital
Candida
Candida
Neutropenia
Neutropenia
– Olumiant
– Olumiant
treatment
treatment
was
was
associated
associated
with
with
anan
infections,
infections,
anemia,
anemia,
neutropenia,
neutropenia,
abdominal
abdominal
pain,
pain,
herpes
herpes
zoster,
zoster,
increased
increased
incidence
incidence
ofof
neutropenia
neutropenia
(absolute
(absolute
neutrophil
neutrophil
count
count
[ANC]
[ANC] and
and
weight
weight
increase.
increase.
3 3
<1000
<1000
cells/mm
cells/mm
) compared
) compared
toto
placebo.
placebo.
Evaluate
Evaluate
atat
baseline
baseline
and
and
PREGNANCY
PREGNANCY
AND
AND
LACTATION
LACTATION
thereafter
thereafter
according
according
toto
routine
routine
patient
patient
management.
management.
In In
patients
patients
Based
Based
onon
animal
animal
studies,
studies,
Olumiant
Olumiant
may
may
cause
cause
fetal
fetal
harm
harm
when
when
with
with
RARA
oror
alopecia
alopecia
areata
areata
(AA),
(AA),
avoid
avoid
initiation
initiation
oror
interrupt
interrupt
administered
administered
during
during
pregnancy.
pregnancy.
Advise
Advise
pregnant
pregnant
women
women
and
and
women
women
3 3
. .
Olumiant
Olumiant
treatment
treatment
in in
patients
patients
with
with
anan
ANC
ANC
<1000
<1000
cells/mm
cells/mm
ofof
reproductive
reproductive
potential
potential
ofof
the
the
potential
potential
risk
risk
toto
a fetus.
a fetus.
Consider
Consider
3 3
Lymphopenia
Lymphopenia
– Absolute
– Absolute
lymphocyte
lymphocyte
count
count
(ALC)
(ALC)
<500
<500
cells/mm
cells/mm
pregnancy
pregnancy
planning
planning
and
and
prevention
prevention
forfor
women
women
ofof
reproductive
reproductive
were
were
reported
reported
in in
Olumiant
Olumiant
clinical
clinical
trials.
trials.
Lymphocyte
Lymphocyte
counts
counts
less
less
potential.
potential.
Advise
Advise
women
women
not
not
toto
breastfeed
breastfeed
during
during
treatment
treatment
with
with
than
than
the
the
lower
lower
limit
limit
ofof
normal
normal
were
were
associated
associated
with
with
infection
infection
Olumiant
Olumiant
and
and
forfor
4 days
4 days
after
after
the
the
last
last
dose.
dose.
in in
patients
patients
treated
treated
with
with
Olumiant,
Olumiant,
but
but
not
not
placebo.
placebo.
Evaluate
Evaluate
atat
HEPATIC
HEPATIC
AND
AND
RENAL
RENAL
IMPAIRMENT
IMPAIRMENT
baseline
baseline
and
and
thereafter
thereafter
according
according
toto
routine
routine
patient
patient
management.
management.
Olumiant
Olumiant
is is
not
not
recommended
recommended
in in
patients
patients
with
with
RARA
oror
AAAA
and
and
In In
patients
patients
with
with
RARA
oror
AA,
AA,
avoid
avoid
initiation
initiation
oror
interrupt
interrupt
Olumiant
Olumiant
severe
severe
hepatic
hepatic
impairment
impairment
oror
severe
severe
renal
renal
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OLUMIANT® (baricitinib) TABLETS BRIEF SUMMARY OF PRESCRIBING INFORMATION
Consult the package insert for complete prescribing information.

WARNINGS AND PRECAUTIONS
Serious Infections—Serious and sometimes fatal infections due to bacterial,
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been reported in
patients with rheumatoid arthritis receiving Olumiant. The most common serious infections
reported with Olumiant included pneumonia, herpes zoster, and urinary tract infection.
Among opportunistic infections, tuberculosis, multidermatomal herpes zoster, esophageal
candidiasis, pneumocystosis, acute histoplasmosis, cryptococcosis, cytomegalovirus, and BK
virus were reported with Olumiant. Some patients have presented with disseminated rather
than localized disease, and were often taking concomitant immunosuppressants such as
methotrexate or corticosteroids.
Avoid use of Olumiant in patients with an active, serious infection, including localized
infections. Consider the risks and benefits of treatment prior to initiating Olumiant
in patients:
• with chronic or recurrent infection
• who have been exposed to tuberculosis
• with a history of a serious or an opportunistic infection
• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
• with underlying conditions that may predispose them to infection.

INDICATIONS AND USAGE
Rheumatoid Arthritis: Olumiant is indicated for the treatment of adult patients with
moderately to severely active rheumatoid arthritis who have had an inadequate response to
one or more tumor necrosis factor (TNF) blockers.
Limitations of Use: Not recommended for use in combination with other Janus kinase
(JAK) inhibitors, biologic disease-modifying antirheumatic drugs (DMARDs), or with potent
immunosuppressants such as azathioprine and cyclosporine.
Coronavirus Disease 2019 (COVID-19): Olumiant is indicated for the treatment of
COVID-19 in hospitalized adults requiring supplemental oxygen, non-invasive or invasive
mechanical ventilation, or extracorporeal membrane oxygenation (ECMO).
Alopecia Areata: Olumiant is indicated for the treatment of adult patients with severe
alopecia areata.
Limitations of Use: Not recommended for use in combination with other JAK inhibitors,
biologic immunomodulators, cyclosporine or other potent immunosuppressants.

In patients with rheumatoid arthritis or alopecia areata, closely monitor for the development
of signs and symptoms of infection during and after treatment with Olumiant. Interrupt
Olumiant in patients with rheumatoid arthritis or alopecia areata, if the patient develops
a serious infection, an opportunistic infection, or sepsis. A patient who develops a new
infection during treatment with Olumiant should undergo prompt and complete diagnostic
testing appropriate for an immunocompromised patient; appropriate antimicrobial therapy
should be initiated, the patient should be closely monitored, and Olumiant should be
interrupted if the patient is not responding to therapy. Do not resume Olumiant until the
infection is controlled.
In patients with COVID-19, monitor for signs and symptoms of new infections during and
after treatment with Olumiant. There is limited information regarding the use of Olumiant in
patients with COVID-19 and concomitant active serious infections. The risks and benefits
of treatment with Olumiant in COVID-19 patients with other concurrent infections should
be considered.
Tuberculosis—Evaluate patients for active infection prior to administration of Olumiant.
Olumiant should not be given to patients with active tuberculosis (TB).
Test patients with rheumatoid arthritis or alopecia areata for latent tuberculosis. Patients
with rheumatoid arthritis or alopecia areata and latent TB should be treated with standard
antimycobacterial therapy before initiating Olumiant. Consider anti-TB therapy prior to
initiation of Olumiant in patients with a history of latent or active TB in whom an adequate
course of treatment cannot be confirmed, and for patients with a negative test for latent TB
but who have risk factors for TB infection. Consultation with a physician with expertise in
the treatment of TB is recommended to aid in the decision about whether initiating anti-TB
therapy is appropriate for an individual patient.
During Olumiant use, monitor patients for the development of signs and symptoms of TB,
including patients who tested negative for latent TB infection prior to initiating therapy.
Viral Reactivation—Viral reactivation, including cases of herpes virus reactivation (e.g.,
herpes zoster), were reported in clinical studies with Olumiant. If a patient develops herpes
zoster, interrupt Olumiant treatment until the episode resolves.
The impact of Olumiant on chronic viral hepatitis reactivation is unknown. Patients with
evidence of active hepatitis B or C infection were excluded from clinical trials. In clinical
trials in patients with rheumatoid arthritis or alopecia areata, patients who were positive for
hepatitis C antibody but negative for hepatitis C virus RNA were permitted to enroll. Patients
with positive hepatitis B surface antibody and hepatitis B core antibody, without hepatitis B
surface antigen, were permitted to enroll; such patients should be monitored for expression
of hepatitis B virus (HBV) DNA. Should HBV DNA be detected, consult with a hepatologist.
Perform screening for viral hepatitis in accordance with clinical guidelines before starting
therapy with Olumiant.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE
CARDIOVASCULAR EVENTS (MACE), and THROMBOSIS
SERIOUS INFECTIONS
Patients treated with Olumiant are at risk for developing serious infections that
may lead to hospitalization or death. Most patients with rheumatoid arthritis (RA)
who developed these infections were taking concomitant immunosuppressants
such as methotrexate or corticosteroids.
If a serious infection develops, interrupt Olumiant until the infection is controlled.
Reported infections include:
• Active tuberculosis, which may present with pulmonary or extrapulmonary
disease. Olumiant should not be given to patients with active tuberculosis.
Patients, except those with COVID-19, should be tested for latent tuberculosis
before initiating Olumiant and during therapy. If positive, start treatment for
latent infection prior to Olumiant use.
• Invasive fungal infections, including candidiasis and pneumocystosis. Patients
with invasive fungal infections may present with disseminated, rather than
localized, disease.
• Bacterial, viral, and other infections due to opportunistic pathogens.
The risks and benefits of treatment with Olumiant should be carefully considered
prior to initiating therapy in patients with chronic or recurrent infection.
Patients should be closely monitored for the development of signs and symptoms
of infection during and after treatment with Olumiant including the possible
development of tuberculosis in patients who tested negative for latent tuberculosis
infection prior to initiating therapy.
MORTALITY
In a large, randomized, postmarketing safety study in RA patients 50 years of
age and older with at least one cardiovascular risk factor comparing another
JAK inhibitor to tumor necrosis factor (TNF) blockers, a higher rate of allcause mortality, including sudden cardiovascular death, was observed with the
JAK inhibitor.
MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with
Olumiant. In RA patients treated with another JAK inhibitor, a higher rate of
malignancies (excluding non-melanoma skin cancer [NMSC]) was observed when
compared with TNF blockers. Patients who are current or past smokers are at
additional increased risk.

Mortality—In a large, randomized, postmarketing safety study of another JAK inhibitor in
RA patients 50 years of age and older with at least one cardiovascular risk factor, a higher
rate of all-cause mortality, including sudden cardiovascular death, was observed in patients
treated with the JAK inhibitor compared with TNF blockers. Consider the benefits and risks
for the individual patient prior to initiating or continuing therapy with Olumiant.

MAJOR ADVERSE CARDIOVASCULAR EVENTS
In RA patients 50 years of age and older with at least one cardiovascular risk factor
treated with another JAK inhibitor, a higher rate of major adverse cardiovascular
events (MACE) (defined as cardiovascular death, myocardial infarction, and stroke)
was observed when compared with TNF blockers. Patients who are current or past
smokers are at additional increased risk. Discontinue Olumiant in patients that
have experienced a myocardial infarction or stroke.

Malignancy and Lymphoproliferative Disorders— Malignancies were observed in clinical
studies of Olumiant.
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients,
a higher rate of malignancies (excluding non-melanoma skin cancer [NMSC]) was observed
in patients treated with the JAK inhibitor compared to those treated with TNF blockers. A
higher rate of lymphomas was observed in patients treated with the JAK inhibitor compared
to those treated with TNF blockers. A higher rate of lung cancers was observed in current or
past smokers treated with the JAK inhibitor compared to those treated with TNF blockers. In
this study, current or past smokers had an additional increased risk of overall malignancies.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with Olumiant, particularly in patients with a known malignancy (other than successfully treated
NMSC), patients who develop a malignancy, and patients who are current or past smokers.

THROMBOSIS
Thrombosis, including deep venous thrombosis and pulmonary embolism, has been
observed at an increased incidence in patients treated with Olumiant compared
to placebo. In addition, there were cases of arterial thrombosis. Many of these
adverse events were serious and some resulted in death. In RA patients 50 years
of age and older with at least one cardiovascular risk factor treated with another
JAK inhibitor, a higher rate of thrombosis was observed when compared with TNF
blockers. Avoid Olumiant in patients at risk. Patients with symptoms of thrombosis
should discontinue Olumiant and be promptly evaluated.
OLUMIANT® (baricitinib)
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Non-melanoma skin cancers—NMSCs have been reported in patients treated with
Olumiant. Periodic skin examination is recommended for patients who are at increased risk
for skin cancer.
Major Adverse Cardiovascular Events—In a large, randomized, postmarketing safety
study of another JAK inhibitor in RA patients 50 years of age and older with at least one
cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE)
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients
who are current or past smokers are at additional increased risk.
Consider the benefits and risks for the individual patient prior to initiating or continuing
therapy with Olumiant, particularly in patients who are current or past smokers and patients
with other cardiovascular risk factors. Patients should be informed about the symptoms of
serious cardiovascular events and the steps to take if they occur. Discontinue Olumiant in
patients that have experienced a myocardial infarction or stroke.
Thrombosis—Thrombosis, including deep venous thrombosis (DVT) and pulmonary
embolism (PE), has been observed at an increased incidence in patients treated with
Olumiant compared to placebo. In addition, arterial thrombosis events in the extremities
have been reported in clinical studies with Olumiant. Many of these adverse events were
serious and some resulted in death. There was no clear relationship between platelet
count elevations and thrombotic events. In a large, randomized, postmarketing safety
study of another JAK inhibitor in RA patients 50 years of age and older with at least one
cardiovascular risk factor, higher rates of overall thrombosis, DVT, and PE were observed
compared to those treated with TNF blockers.
If clinical features of DVT/PE or arterial thrombosis occur, patients should discontinue
Olumiant and be evaluated promptly and treated appropriately. Avoid Olumiant in patients
that may be at increased risk of thrombosis.

Lipid Elevations—Treatment with Olumiant was associated with increases in lipid
parameters, including total cholesterol, low-density lipoprotein (LDL) cholesterol, and highdensity lipoprotein (HDL) cholesterol. Assessment of lipid parameters should be performed
approximately 12 weeks following Olumiant initiation in patients with rheumatoid arthritis
or alopecia areata. Manage patients according to clinical guidelines for the management
of hyperlipidemia.
Vaccinations—Avoid use of live vaccines with Olumiant. Update immunizations in patients
with rheumatoid arthritis or alopecia areata prior to initiating Olumiant therapy in agreement
with current immunization guidelines.
ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the
labeling (see Warnings and Precautions): Serious Infections; Mortality; Malignancy and
Lymphoproliferative Disorders; Major Adverse Cardiovascular Events; Thrombosis;
Hypersensitivity; Gastrointestinal Perforations; Laboratory Abnormalities.

OLUMIANT® (baricitinib)

OLUMIANT® (baricitinib)

Hypersensitivity—Reactions such as angioedema, urticaria, and rash that may reflect
drug hypersensitivity have been observed in patients receiving Olumiant, including serious
reactions. If a serious hypersensitivity reaction occurs, promptly discontinue Olumiant while
evaluating the potential causes of the reaction.
Gastrointestinal Perforations—Gastrointestinal perforations have been reported in clinical
studies with Olumiant.
Monitor Olumiant-treated patients who may be at increased risk for gastrointestinal
perforation (e.g., patients with a history of diverticulitis). Evaluate promptly
patients presenting with new onset abdominal symptoms for early identification of
gastrointestinal perforation.
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Laboratory Abnormalities
Neutropenia—Treatment with Olumiant was associated with an increased incidence
of neutropenia (absolute neutrophil count [ANC] less than 1000 cells/mm3) compared
to placebo.
In patients with rheumatoid arthritis or alopecia areata, avoid initiation or interrupt Olumiant
treatment in patients with an ANC less than 1000 cells/mm3.
In patients with COVID-19, there is limited information regarding use of Olumiant in patients
with ANC less than 1000 cells/mm3. Avoid initiation or interrupt Olumiant treatment in
patients with COVID-19 and an ANC less than 500 cells/mm3.
Evaluate at baseline and thereafter according to routine patient management. Adjust dosing
based on ANC.
Lymphopenia—Absolute lymphocyte count (ALC) less than 500 cells/mm3 were reported
in Olumiant clinical trials. Lymphocyte counts less than the lower limit of normal were
associated with infection in patients treated with Olumiant, but not placebo.
In patients with rheumatoid arthritis or alopecia areata, avoid initiation or interrupt Olumiant
treatment in patients with an ALC less than 500 cells/mm3.
In patients with COVID-19, there is limited information regarding use of Olumiant in patients
with ALC less than 200 cells/mm3. Avoid initiation or interrupt Olumiant treatment in patients
with COVID-19 and an ALC less than 200 cells/mm3.
Evaluate at baseline and thereafter according to routine patient management. Adjust dosing
based on ALC.
Anemia—Decreases in hemoglobin levels to less than 8 g/dL were reported in Olumiant
clinical trials. In patients with rheumatoid arthritis or alopecia areata, avoid initiation or
interrupt Olumiant treatment in patients with hemoglobin less than 8 g/dL. Evaluate at
baseline and thereafter according to routine patient management. Adjust dosing based on
hemoglobin levels.
In patients with COVID-19, there is limited information regarding use of Olumiant in patients
with hemoglobin less than 8 g/dL.
Liver Enzyme Elevations—Treatment with Olumiant was associated with increased
incidence of liver enzyme elevation compared to placebo. Increases of ALT ≥5 times upper
limit of normal (ULN) and increases of AST ≥10 times ULN were observed in patients in
Olumiant clinical trials. Evaluate at baseline and thereafter according to routine patient
management. Prompt investigation of the cause of liver enzyme elevation is recommended
to identify potential cases of drug-induced liver injury. If increases in ALT or AST are
observed and drug-induced liver injury is suspected, interrupt Olumiant until this diagnosis
is excluded.

Clinical Trials Experience—Because clinical studies are conducted under widely varying
conditions, adverse reaction rates observed in the clinical studies of a drug cannot be
directly compared to rates in the clinical studies of another drug and may not predict the
rates observed in a broader patient population in clinical practice.
Adverse Reactions in Patients with Rheumatoid Arthritis—The safety of Olumiant was
evaluated in six randomized, double-blind, placebo-controlled studies (three Phase 2, three
Phase 3) and a long-term extension study in patients with moderately to severely active
RA. Patients were randomized to placebo (1070 patients), Olumiant 2 mg (479 patients), or
baricitinib 4 mg (997 patients).
Patients could be switched to baricitinib 4 mg from placebo or Olumiant 2 mg from as early
as Week 12 depending on the study design. All patients initially randomized to placebo were
switched to baricitinib 4 mg by Week 24.
During the 16-week treatment period, adverse events leading to discontinuation of
treatment were reported by 35 patients (11.4 per 100 patient-years) treated with placebo,
17 patients (12.1 per 100 patient-years) with Olumiant 2 mg, and 40 patients (13.4 per
100 patient-years) treated with baricitinib 4 mg.
During 0 to 52-week exposure, adverse events leading to discontinuation of treatment were
reported by 31 patients (9.2 per 100 patient-years) with Olumiant 2 mg, and 92 patients
(10.2 per 100 patient-years) treated with baricitinib 4 mg.
Overall Infections—During the 16-week treatment period, infections were reported by
253 patients (82.1 per 100 patient-years) treated with placebo, 139 patients (99.1 per
100 patient-years) treated with Olumiant 2 mg, and 298 patients (100.1 per 100 patientyears) treated with baricitinib 4 mg.
During 0 to 52-week exposure, infections were reported by 200 patients (59.6 per
100 patients-years) treated with Olumiant 2 mg, and 500 patients (55.3 per 100 patientyears) treated with baricitinib 4 mg.
In the 0 to 52-week exposure population, the most commonly reported infections with
Olumiant were viral upper respiratory tract infection, upper respiratory tract infection,
urinary tract infection, and bronchitis.
Serious Infections—During the 16-week treatment period, serious infections were
reported in 13 patients (4.2 per 100 patient-years) treated with placebo, 5 patients (3.6 per
100 patient-years) treated with Olumiant 2 mg, and 11 patients (3.7 per 100 patient-years)
treated with baricitinib 4 mg.
During 0 to 52-week exposure, serious infections were reported in 14 patients (4.2 per
100 patient-years) treated with Olumiant 2 mg and 32 patients (3.5 per 100 patient-years)
treated with baricitinib 4 mg.
In the 0 to 52 week exposure population, the most commonly reported serious infections
with Olumiant were pneumonia, herpes zoster, and urinary tract infection.
Tuberculosis—During the 16-week treatment period, no events of tuberculosis
were reported.
During 0 to 52-week exposure, events of tuberculosis were reported in 0 patients treated
with Olumiant 2 mg and 1 patient (0.1 per 100 patient-years) treated with baricitinib 4 mg.
Cases of disseminated tuberculosis were also reported.
Opportunistic Infections (excluding tuberculosis)—During the 16-week treatment period,
opportunistic infections were reported in 2 patients (0.6 per 100 patient-years) treated with
placebo, 0 patients treated with Olumiant 2 mg and 2 patients (0.7 per 100 patient-years)
treated with baricitinib 4 mg.
During 0 to 52-week exposure, opportunistic infections were reported in 1 patient (0.3 per
100 patient-years) treated with Olumiant 2 mg and 5 patients (0.6 per 100 patient-years)
treated with baricitinib 4 mg.
Malignancies—During the 16-week treatment period, malignancies excluding nonmelanoma skin cancers (NMSC) were reported in 0 patients treated with placebo, 1 patient
(0.7 per 100 patient-years) treated with Olumiant 2 mg, and 1 patient (0.3 per 100 patientyears) treated with baricitinib 4 mg.
During the 0 to 52-week treatment period, malignancies excluding NMSC were reported in
2 patients (0.6 per 100 patient-years) treated with Olumiant 2 mg and 6 patients (0.7 per
100 patient-years) treated with baricitinib 4 mg.
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Thrombosis
Venous Thrombosis—During the 16-week treatment period, venous thromboses (deep
vein thrombosis or pulmonary embolism) were reported in 0 patients treated with placebo,
0 patients treated with Olumiant 2 mg, and 5 patients (1.7 per 100 patient-years) treated
with baricitinib 4 mg. During the 0 to 52-week treatment period, venous thromboses were
reported in 2 patients (0.6 per 100 patient-years) treated with Olumiant 2 mg and 7 patients
(0.8 per 100 patient-years) treated with baricitinib 4 mg.
Arterial Thrombosis—During the 16-week treatment period, arterial thromboses were
reported in 1 patient treated with placebo (0.3 per 100 patient-years), 2 patients (1.4 per
100 patient-years) treated with Olumiant 2 mg, and 2 patients (0.7 per 100 patient-years)
treated with baricitinib 4 mg. During the 0 to 52-week treatment period, arterial thromboses
were reported in 3 patients (0.9 per 100 patient-years) treated with Olumiant 2 mg and
3 patients (0.3 per 100 patient-years) treated with baricitinib 4 mg.
Laboratory Abnormalities
Neutropenia—During the 16-week treatment period, neutrophil counts below 1000 cells/
mm3 occurred in 0% of patients treated with placebo, 0.6% of patients treated with
Olumiant 2 mg, and 0.3% of patients treated with baricitinib 4 mg. There were no neutrophil
counts below 500 cells/mm3 observed in any treatment group.
Platelet Elevations—During the 16-week treatment period, increases in platelet counts
above 600,000 cells/mm3 occurred in 1.1% of patients treated with placebo, 1.1% of
patients treated with Olumiant 2 mg, and 2.0% of patients treated with baricitinib 4 mg.
Mean platelet count increased by 3000 cells/mm3 at 16 weeks in patients treated with
placebo, by 15,000 cells/mm3 at 16 weeks in patients treated with Olumiant 2 mg and by
23,000 cells/mm3 in patients treated with baricitinib 4 mg.
Liver Enzyme Elevations—Events of increases in liver enzymes ≥3 times the ULN were
observed in patients treated with Olumiant.
• During the 16-week treatment period, ALT elevations ≥3 times the ULN occurred in
1.0% of patients treated with placebo, 1.7% of patients treated with Olumiant 2 mg,
and 1.4% of patients treated with baricitinib 4 mg.
• During the 16-week treatment period, AST elevations ≥3 times the ULN occurred in
0.8% of patients treated with placebo, 1.3% of patients treated with Olumiant 2 mg,
and 0.8% of patients treated with baricitinib 4 mg.
• In a phase 3 study of DMARD naive patients, during the 24-week treatment period,
ALT and AST elevations ≥3 times the ULN occurred in 1.9% and 0% of patients treated
with methotrexate monotherapy, 1.9% and 1.3% of patients treated with baricitinib
4 mg monotherapy, and 4.7% and 1.9% of patients treated with baricitinib 4 mg
plus methotrexate.
Lipid Elevations—In controlled clinical trials, Olumiant treatment was associated with doserelated increases in lipid parameters, including total cholesterol, triglycerides, LDL cholesterol,
and HDL cholesterol. Elevations were observed at 12 weeks and remained stable thereafter.
During the 12-week treatment period, changes in lipid parameters are summarized below:
• Mean LDL cholesterol increased by 8 mg/dL in patients treated with Olumiant 2 mg
and by 14 mg/dL in patients treated with baricitinib 4 mg.
• Mean HDL cholesterol increased by 7 mg/dL in patients treated with Olumiant 2 mg
and by 9 mg/dL in patients treated with baricitinib 4 mg.
• The mean LDL/HDL ratio remained stable.
• Mean triglycerides increased by 7 mg/dL in patients treated with Olumiant 2 mg and
by 15 mg/dL in patients treated with baricitinib 4mg.
Creatine Phosphokinase (CPK)—Olumiant treatment was associated with increases in CPK
within one week of starting Olumiant and plateauing after 8 to 12 weeks. At 16 weeks, the mean
change in CPK for Olumiant 2 mg and baricitinib 4 mg was 37 IU/L and 52 IU/L, respectively.
Creatinine—In controlled clinical trials, dose-related increases in serum creatinine were
observed with Olumiant treatment. At 52 weeks, the mean increase in serum creatinine was
less than 0.1 mg/dL with baricitinib 4 mg. The clinical significance of the observed serum
creatinine increases is unknown.
Other Adverse Reactions—Other adverse reactions are summarized in the following table.

Additional adverse drug reactions occurring in fewer than 1% of patients: acne.
Adverse Reactions in Patients with COVID-19—The safety of Olumiant was evaluated
in two randomized, double-blind, placebo-controlled clinical trials of hospitalized adults
with COVID-19 for up to 29 days, in which 1307 patients received at least one dose of
Olumiant 4 mg once daily, and 1310 patients received placebo, for up to 14 days or until
hospital discharge, whichever occurred first. In these studies, prophylaxis for venous
thromboembolic event (VTEs) was recommended or required for all patients unless a major
contraindication was noted.
Overall, the safety profile observed in patients with COVID-19 treated with Olumiant was
consistent with the safety profile in patients with rheumatoid arthritis.
Overall Infections—During the first 29 days of the randomized clinical trials, infections were
reported in 194 patients (14.8%) treated with Olumiant 4 mg and by 219 patients (16.7%) treated
with placebo. The most commonly reported infection with Olumiant was pneumonia (3.1%).
Serious Infections—During the first 29 days of the randomized clinical trials, serious
infections were reported in 98 patients (7.5%) treated with Olumiant 4 mg and 120 patients
(9.2%) treated with placebo. The most commonly reported serious infections with Olumiant
were COVID-19 pneumonia (2.1%) and septic shock (2.1%).
Opportunistic Infections—During the first 29 days of the randomized clinical trials,
opportunistic infections were reported in 12 patients (0.9%) treated with Olumiant 4 mg
and 14 patients (1.1%) treated with placebo. Tuberculosis was reported in 1 patient (0.1%)
treated with Olumiant 4 mg and 0 patients treated with placebo.
Venous Thrombosis Events—During the first 29 days of the randomized clinical trials,
pulmonary embolism was reported in 20 patients (1.5%) treated with Olumiant 4 mg and
11 patients (0.8%) treated with placebo. Deep vein thrombosis was reported in 20 patients
(1.5%) treated with Olumiant 4 mg and 18 patients (1.4%) treated with placebo.
Adverse drug reactions in greater than or equal to 1% of patients in trials for COVID-19 are
summarized in the following table.
Adverse Reactions That Occurred in Greater Than or Equal to 1% of Patients Treated
with Olumiant 4 mg During the First 29 Days in Placebo-Controlled Trials for COVID-19

ALT ≥3 x ULNa
AST ≥3 x ULNa
Thrombocytosis >600,000 cells/mm3a
Creatine phosphokinase (CPK) >5 x ULNa, b
Neutropenia <1000 cells/mm3a
Deep vein thrombosis
Pulmonary embolism
Urinary tract infection

As assessed by measured values within the clinical trial database. Frequencies are based on
shifts from pre-treatment to post-treatment (with number at risk as the denominator), except
for ALT and AST for which frequencies are based on observed elevation during treatment.
b
Creatine phosphokinase frequencies presented in the table were available for a single
trial (COVID II) in patients with COVID-19 and do not represent integrated data.
Adverse Reactions in Patients with Alopecia Areata—The safety of Olumiant was
evaluated in two placebo-controlled studies in patients with severe alopecia areata
(one phase 2/3 study, and one phase 3 study). Patients were randomized to placebo
(371 patients), Olumiant 2 mg (365 patients), or Olumiant 4 mg (540 patients). Of these, a
total of 845 patients were treated with Olumiant for at least 1 year.
The following table summarizes adverse reactions that occurred at a frequency of at least
1% in patients treated with Olumiant 2 mg once daily or Olumiant 4 mg once daily and more
frequently than in patients treated with placebo during the 36-week placebo-controlled
period of the alopecia areata clinical trials.

Weeks 0-16

Upper respiratory tract infectionsa
Nausea
Herpes simplexb
Herpes zoster

Adverse Reactions That Occurred in ≥1% of Patients Treated with Olumiant 2 mg
or Olumiant 4 mg in Alopecia Areata Trials

Olumiant 2 mg Baricitinib 4 mg
n=997
n=479
(%)
(%)
16.3
14.7
2.7
2.8
0.8
1.8
1.0
1.4

Weeks 0-36
Placebo Olumiant 2 mg Olumiant 4 mg
n=371
n=365
n=540
(%)a
(%)a
(%)a
Upper respiratory tract infections (URTI)b
Headache
Acnec
Hyperlipidemiad
Blood creatine phosphokinase increased
Urinary tract infections (UTI)e

a

Includes acute sinusitis, acute tonsillitis, chronic tonsillitis, epiglottitis, laryngitis,
nasopharyngitis, oropharyngeal pain, pharyngitis, pharyngotonsillitis, rhinitis,
sinobronchitis, sinusitis, tonsillitis, tracheitis, and upper respiratory tract infection.
b
Includes eczema herpeticum, genital herpes, herpes simplex, ophthalmic herpes simplex,
and oral herpes.
OLUMIANT® (baricitinib)
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Olumiant 4 mg
N=1307
n (%)
230 (18.1)
149 (11.8)
59 (7.9)
36 (4.5)
26 (2.2)
20 (1.5)
20 (1.5)
19 (1.5)

a

Adverse Reactions Occurring in Greater Than or Equal to 1% of Olumiant 2 mg and
Baricitinib 4 mg Treated Patients in Placebo-Controlled Trials for Rheumatoid Arthritis
Placebo
n=1070
(%)
11.7
1.6
0.7
0.4

Placebo
N=1310
n (%)
201(16.0)
117 (9.4)
34 (4.6)
38 (4.7)
22 (1.8)
18 (1.4)
11 (0.8)
13 (1.0)

OLUMIANT® (baricitinib)
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19.9
5.4
2.2
3.0
1.3
2.2

18.4
5.5
5.8
3.6
0.8
3.8

21.3
6.6
5.9
5.9
4.3
3.7
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Adverse Reactions That Occurred in ≥1% of Patients Treated with Olumiant 2 mg
or Olumiant 4 mg in Alopecia Areata Trials (Cont.)

Liver enzyme elevationsf
Folliculitisg
Fatigue
Lower respiratory tract infections (LRTI)h
Nausea
Genital Candida infectionsi
Anemia
Neutropeniaj
Abdominal paink
Herpes zoster
Weight increased

Weeks 0-36
Placebo Olumiant 2 mg Olumiant 4 mg
n=371
n=365
n=540
(%)a
(%)a
(%)a
2.4
1.1
3.0
0.8
1.4
2.2
1.1
0.8
2.2
0.8
2.2
2.0
1.6
2.7
2.0
0.3
2.2
1.3
0.3
0.3
1.3
0.8
0.3
1.3
2.2
3.8
0.9
0.5
1.4
0.9
0.3
1.6
0.9

a

In patients treated with any dose of baricitinib, adverse reactions that occurred in fewer than 1%
of patients include arterial thrombosis, B cell lymphoma, lymphopenia, and fungal skin infections.
Additional adverse reactions observed after Week 52: venous thromboembolic events (VTE),
including deep venous thrombosis (DVT) and pulmonary embolism (PE), and malignancy
including non-melanoma skin cancer.
Overall, the adverse reactions observed in patients with alopecia areata treated with
Olumiant were consistent with the adverse reactions in patients with rheumatoid arthritis.
Postmarketing Experience—The following adverse reactions have been identified during
post-approval use of Olumiant. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.
Immune System Disorders: Drug hypersensitivity (events such as rash, urticaria, and
angioedema have been observed).
DRUG INTERACTIONS
Strong OAT3 Inhibitors—Baricitinib exposure is increased when Olumiant is coadministered with strong Organic Anion Transporter 3 (OAT3) inhibitors (such as probenecid),
hence the dosage of baricitinib should be reduced by half the recommended dose.
Other JAK Inhibitors or Biologic DMARDs—Olumiant has not been studied in combination
with other JAK inhibitors or with biologic DMARDs.
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary—Based on the findings from animal reproduction studies, Olumiant may
cause fetal harm during pregnancy. Available data from clinical trials and postmarketing
case reports with Olumiant exposure in pregnancy are insufficient to inform a drugassociated risk for major birth defects, miscarriage, or other adverse maternal or fetal
outcomes. There are no human data on chronic baricitinib exposure throughout pregnancy.
There are risks to the mother and the fetus associated with rheumatoid arthritis in
pregnancy. Consider the risks and benefits with chronic use of Olumiant during pregnancy.
OLUMIANT® (baricitinib)
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Lactation
Risk Summary—No information is available on the presence of Olumiant in human milk,
the effects of the drug on the breastfed infant, or the effects of the drug on milk production.
Baricitinib is present in the milk of lactating rats. Because of the potential for serious
adverse reactions in nursing infants advise women not to breastfeed during treatment with
Olumiant and for 4 days after the last dose (approximately 5 to 6 half-lives).
Data—A single oral dose of 25 mg/kg radiolabeled baricitinib was administered to lactating
female Sprague-Dawley rats on post-partum day 13. Drug exposure was approximately
45-fold greater in milk than in plasma based on AUC0-t values.
Females and Males of Reproductive Potential
Contraception—Based on animal studies, Olumiant may cause fetal harm when
administered during pregnancy. Consider pregnancy planning and prevention for females of
reproductive potential.
Pediatric Use—The safety and effectiveness of Olumiant in pediatric patients have not
been established.
Geriatric Use—Of the 3100 patients treated in the rheumatoid arthritis clinical trials, a
total of 537 patients were 65 years of age and older, including 71 patients 75 years of age
and older. Of the 2558 patients treated in the COVID-19 clinical trials, a total of 791 were
65 years of age and older, including 295 patients 75 years and older. No overall differences
in safety or effectiveness were observed between these subjects and younger subjects,
OLUMIANT® (baricitinib)
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%-study size adjusted percentages.
URTI includes: acute sinusitis, influenza, laryngitis, nasopharyngitis, oropharyngeal
pain, pharyngitis, pharyngotonsillitis, rhinitis, sinusitis, tonsillitis, upper respiratory
tract infection, viral upper respiratory tract infection, viral sinusitis, viral pharyngitis,
respiratory tract infection viral, rhinovirus infection and adenoiditis
c
Acne includes: acne and dermatitis acneiform.
d
Hyperlipidemia includes: hyperlipidaemia, hypercholesterolaemia, hypertriglyceridaemia,
dyslipidaemia, lipids increased, low density lipoprotein increased, blood cholesterol
increased, and blood triglycerides increased.
e
UTI includes: cystitis, urinary tract infection, white blood cells urine positive, urinary tract
infection bacterial, and pyelonephritis.
f
Liver enzyme elevations includes: transaminases increased, aspartate aminotransferase
increased, alanine aminotransferase increased, hepatic enzyme increased, gammaglutamyl transferase increased, and hepatic function abnormal.
g
Folliculitis was most commonly localized in the scalp region associated with hair regrowth.
h
LRTI includes: bronchitis, bronchiolitis, lower respiratory tract infection, pneumonia,
COVID-19 pneumonia, and respiratory tract infection.
i
Genital Candida infections includes: vulvovaginal candidiasis, vulvovaginal mycotic
infection, and genital infection fungal.
j
Neutropenia includes: neutropenia and neutrophil count decreased.
k
Abdominal pain includes: abdominal pain, abdominal pain lower, abdominal pain upper,
and abdominal discomfort.
b

In animal embryo-fetal development studies, oral baricitinib administration to pregnant
rats and rabbits at exposures equal to and greater than approximately 11 and 46 times the
maximum recommended human dose (MRHD) of 4 mg/day, respectively, resulted in reduced
fetal body weights, increased embryolethality (rabbits only), and dose-related increases
in skeletal malformations. No developmental toxicity was observed in pregnant rats and
rabbits treated with oral baricitinib during organogenesis at approximately 2 and 7 times
the exposure at the MRHD, respectively. In a pre- and post-natal development study in
pregnant female rats, oral baricitinib administration at exposures approximately 24 times
the MRHD resulted in reduction in pup viability (increased incidence of stillborn pups
and early neonatal deaths), decreased fetal birth weight, reduced fetal body weight gain,
decreased cytotoxic T cells on post-natal day (PND) 35 with evidence of recovery by PND
65, and developmental delays that might be attributable to decreased body weight gain. No
developmental toxicity was observed at an exposure approximately 5 times the exposure at
the MRHD.
The background risks of major birth defects and miscarriage for the indicated
population(s) are unknown. All pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.
Report pregnancies to Eli Lilly and Company at 1-800-LillyRx (1-800-545-5979).
Clinical Considerations—Disease-Associated Maternal and/or Embryo/Fetal Risk: Published
data suggest that increased disease activity is associated with the risk of developing
adverse pregnancy outcomes in women with rheumatoid arthritis. Adverse pregnancy
outcomes include preterm delivery (before 37 weeks of gestation), low birth weight (less
than 2500 g) infants, and small for gestational age at birth.
Data—Animal Data: In an embryofetal development study in pregnant rats, dosed orally
during the period of organogenesis from gestation days 6 to 17, baricitinib was teratogenic
(skeletal malformations that consisted of bent limb bones and rib anomalies) at exposures
equal to or greater than approximately 11 times the MRHD (on an AUC basis at maternal
oral doses of 10 mg/kg/day and higher). No developmental toxicity was observed in rats at
an exposure approximately 2 times the MRHD (on an AUC basis at a maternal oral dose of
2 mg/kg/day).
In an embryofetal development study in pregnant rabbits, dosed orally during the period of
organogenesis from gestation days 7 to 20, embryolethality, decreased fetal body weights,
and skeletal malformations (rib anomalies) were observed in the presence of maternal
toxicity at an exposure approximately 46 times the MRHD (on an AUC basis at a maternal
oral dose of 30 mg/kg/day). Embryolethality consisted of increased post-implantation loss
that was due to elevated incidences of both early and late resorptions. No developmental
toxicity was observed in rabbits at an exposure approximately 7 times the MRHD (on an AUC
basis at a maternal oral dose of 10 mg/kg/day).
In a pre- and post-natal development study in pregnant female rats dosed orally from
gestation day 6 through lactation day 20, adverse findings observed in pups included
decreased survival from birth to post-natal day 4 (due to increased stillbirths and early
neonatal deaths), decreased birth weight, decreased body weight gain during the preweaning phase, increased incidence of malrotated forelimbs during the pre-weaning
phase, and decreased cytotoxic T cells on PND 35 with recovery by PND 65 at exposures
approximately 24 times the MRHD (on an AUC basis at a maternal oral dose of 25 mg/kg/
day). Developmental delays (that may be secondary to decreased body weight gain) were
observed in males and females at exposures approximately 24 times the MRHD (on an AUC
basis at a maternal oral dose of 25 mg/kg/day). These findings included decreased forelimb
and hindlimb grip strengths, and delayed mean age of sexual maturity. No developmental
toxicity was observed in rats at an exposure approximately 5 times the MRHD (on an AUC
basis at a maternal oral dose of 5 mg/kg/day).
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and other reported clinical experience has not identified differences in responses between
the elderly and younger patients, but greater sensitivity of some older individuals cannot be
ruled out.
Of the 1200 patients in the alopecia areata trials, a total of 29 patients were 65 years of age
or older. The number of patients aged 65 years and older was not sufficient to determine
whether they respond differently from younger patients.
Olumiant is known to be substantially excreted by the kidney, and the risk of adverse
reactions to this drug may be greater in patients with impaired renal function. Because
geriatric patients are more likely to have decreased renal function, care should be taken in
dose selection, and it may be useful to monitor renal function.
Hepatic Impairment—No dose adjustment is necessary in patients with mild or moderate
hepatic impairment.
The use of Olumiant has not been studied in patients with rheumatoid arthritis or alopecia
areata and severe hepatic impairment and is therefore not recommended. Olumiant has not
been studied in patients with COVID-19 and severe hepatic impairment. Olumiant should
only be used in patients with COVID-19 and severe hepatic impairment if the potential
benefit outweighs the potential risk.
Renal Impairment—Renal function was found to significantly affect baricitinib exposure.
Rheumatoid Arthritis and Alopecia Areata—The recommended dosage of Olumiant in
patients with moderate renal impairment (estimated glomerular filtration rate [GFR] between
30 and <60 mL/min/1.73 m2) should be reduced by half the recommended dose. Olumiant
is not recommended for use in patients with rheumatoid arthritis or alopecia areata and
severe renal impairment (estimated GFR of less than 30 mL/min/1.73 m2).
COVID-19—The recommended dosage of Olumiant in patients with moderate renal
impairment (estimated GFR between 30 and <60 mL/min/1.73 m2) or severe renal impairment
(estimated GFR between 15 and <30 mL/min/1.73 m2) is 2 mg once daily and 1 mg once daily,
respectively. Olumiant is not recommended for use in patients who are on dialysis, have endstage renal disease (ESRD), or with estimated GFR of <15 mL/min/1.73 m2.
OVERDOSAGE
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Additional information can be found at www.Olumiant.com

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2018, 2022, Eli Lilly and Company. All rights reserved.
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Single doses up to 40 mg and multiple doses of up to 20 mg daily for 10 days have been
administered in clinical trials without dose-limiting toxicity. Pharmacokinetic data of a single
dose of 40 mg in healthy volunteers indicate that more than 90% of the administered dose
is expected to be eliminated within 24 hours.
In case of an overdose, it is recommended that the patient should be monitored for signs
and symptoms of adverse reactions. Patients who develop adverse reactions should receive
appropriate treatment.
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Inspiring origin stories

O

ur list of emerging industry leaders is one of our favorite
features of the year, perhaps the favorite. The variety of
experiences, the accomplishments, the sense of promise —
it’s all profoundly encouraging. The future of healthcare in
the U.S. is in some very capable hands.
This year, as in the past, we asked the winners to tell us about
why they chose to pursue a career in healthcare. Motivations and
goals change and layer as we gain experience. Our 20-year-old
selves are not the same as the 40-year-old versions or the 50-yearold models. But that initial spark, the formative experience or the
serendipitous encounter is always telling and often inspiring. The
origin stories of our careers tend to be heady mixes of opportunity
and idealism.
In this issue you will read about how the family of Annamaria
Macaluso Davidson, M.D., MBA, inspired her to go into medicine.
Her father was a dentist and her grandfather, an allergist, and her
extended family is full of surgeons, radiologists and other healthcare professionals. “Medicine,” she told us, “was always at the top
of my list.”
Travis Gayles, M.D., Ph.D., found himself enchanted by pathophysiology — how the body works, how illnesses keep it from
doing so correctly and healthcare as a collection of corrective
measures. Gayles, a pediatrician, says he sees healthcare as an
“equalizer to at least ensure that children are healthy and able to
combat what they face in the world.”
Cesar Herrera, MBA, M.P.H., whose company works with federally qualified health centers (FQHCs), was inspired by being a
patient at FQHCs when he was a boy. Lissy Hu, M.D., MBA, had an
epiphanic realization as a Harvard medical and business student:
organize and streamline the problem-filled transition from acute
to post-acute care and patient outcomes will improve. And so Hu
founded her company, CarePort, for managing that transition.
The wellsprings of their careers vary. But these 10 emerging
healthcare leaders have ambition and compassion in common.
We hope you are as inspired reading about them as we were as we
put together this issue of Managed Healthcare Executive®.

Mike Hennessy Jr.
President and CEO
of MJH Life Sciences®

Subscription Correspondence
Managed Healthcare Executive , 2 Clarke Dr., Suite 100
Cranbury, NJ 08512
®
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For your adult and pediatric members with
nonsegmental vitiligo 12 years of age and older 1

NOW APPROVED
INTRODUCING the Only

FDA-approved Treatment
for Nonsegmental Vitiligo1

MORE THAN SKIN DEEP
Vitiligo is a chronic autoimmune
disease that can impact your
members for a lifetime.2,3

Not an OPZELURA™ patient.

FDA, Food and Drug Administration; JAK, Janus kinase.

CONSIDER OPZELURA™:

A TOPICAL JAK INHIBITOR FOR YOUR MEMBERS
12 AND OLDER WITH NONSEGMENTAL VITILIGO1*

*For topical use only. Not for
intraocular, oral, or intravaginal use.

See the results

INDICATION

OPZELURA is indicated for the topical treatment of nonsegmental vitiligo in adult and pediatric
patients 12 years of age and older.
Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine is
not recommended.

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions are at risk for
developing serious infections that may lead to hospitalization or death. Reported infections
include:
• Active tuberculosis, which may present with pulmonary or extrapulmonary disease.
• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic pathogens.

Please see additional Important Safety Information on following page.
Please see Brief Summary of the Full Prescribing Information, including
Boxed Warning, on the following pages.

IMPORTANT SAFETY INFORMATION (continued)
SERIOUS INFECTIONS (continued)
Avoid use of OPZELURA in patients with an active, serious infection, including localized infections. If
a serious infection develops, interrupt OPZELURA until the infection is controlled. Carefully consider
the benefits and risks of treatment prior to initiating OPZELURA in patients with chronic or recurrent
infection. Closely monitor patients for the development of signs and symptoms of infection during and
after treatment with OPZELURA.
Serious lower respiratory tract infections were reported in the clinical development program with
topical ruxolitinib.
No cases of active tuberculosis (TB) were reported in clinical trials with OPZELURA. Cases of active TB
were reported in clinical trials of oral Janus kinase inhibitors used to treat inflammatory conditions.
Consider evaluating patients for latent and active TB infection prior to administration of OPZELURA.
During OPZELURA use, monitor patients for the development of signs and symptoms of TB.
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster), were reported
in clinical trials with Janus kinase inhibitors used to treat inflammatory conditions including
OPZELURA. If a patient develops herpes zoster, consider interrupting OPZELURA treatment until
the episode resolves.
Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations in alanine
aminotransferase and aspartate aminotransferase, have been reported in patients with chronic HBV
infections taking oral ruxolitinib. OPZELURA initiation is not recommended in patients with active
hepatitis B or hepatitis C.
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) patients 50 years of
age and older with at least one cardiovascular risk factor comparing an oral JAK inhibitor to tumor
necrosis factor (TNF) blocker treatment, a higher rate of all-cause mortality, including sudden
cardiovascular death, was observed with the JAK inhibitor. Consider the benefits and risks for the
individual patient prior to initiating or continuing therapy with OPZELURA.
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma and other
malignancies have been observed in patients receiving JAK inhibitors used to treat inflammatory
conditions. In RA patients treated with an oral JAK inhibitor, a higher rate of malignancies
(excluding non-melanoma skin cancer (NMSC)) was observed when compared with TNF blockers.
Patients who are current or past smokers are at additional increased risk.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with OPZELURA, particularly in patients with a known malignancy (other than successfully treated
non-melanoma skin cancers), patients who develop a malignancy when on treatment, and patients
who are current or past smokers.
Non-melanoma skin cancers, including basal cell and squamous cell carcinoma, have occurred in
patients treated with OPZELURA. Perform periodic skin examinations during OPZELURA treatment
and following treatment as appropriate. Exposure to sunlight and UV light should be limited by
wearing protective clothing and using broad-spectrum sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk factor treated with
an oral JAK inhibitor, a higher rate of major adverse cardiovascular events (MACE) (defined as
cardiovascular death, myocardial infarction, and stroke), was observed when compared with TNF
blockers. Patients who are current or past smokers are at additional increased risk. Discontinue
OPZELURA in patients who have experienced a myocardial infarction or stroke.

d

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with OPZELURA, particularly in patients who are current or past smokers and patients with
other cardiovascular risk factors. Patients should be informed about the symptoms of serious
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in patients that
have experienced a myocardial infarction or stroke.
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, including
pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial thrombosis have been
reported in patients receiving JAK inhibitors used to treat inflammatory conditions. Many of
these adverse reactions were serious and some resulted in death. In RA patients 50 years of age
and older with at least one cardiovascular risk factor treated with an oral JAK inhibitor, a higher
rate of thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in patients
at risk. If symptoms of thrombosis occur, discontinue OPZELURA and treat appropriately.
Thrombocytopenia, Anemia, and Neutropenia
Thrombocytopenia, anemia, and neutropenia were reported in the clinical trials with OPZELURA.
Consider the benefits and risks for individual patients who have a known history of these events
prior to initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If signs
and/or symptoms of clinically significant thrombocytopenia, anemia, and neutropenia occur,
patients should discontinue OPZELURA.
Lipid Elevations
Treatment with oral ruxolitinib has been associated with increases in lipid parameters including
total cholesterol, low-density lipoprotein (LDL) cholesterol, and triglycerides.
Adverse Reactions
In nonsegmental vitiligo, the most common adverse reactions (incidence ≥1%) are application site
acne (6%), application site pruritus (5%), nasopharyngitis (4%), headache (4%), urinary tract infection
(2%), application site erythema (2%), and pyrexia (1%).
Pregnancy
There is a pregnancy registry that monitors pregnancy outcomes in pregnant persons exposed to
OPZELURA during pregnancy. Pregnant persons exposed to OPZELURA and healthcare providers
should report OPZELURA exposure by calling 1-855-463-3463.
Lactation
Advise women not to breastfeed during treatment with OPZELURA and for approximately four
weeks after the last dose (approximately 5-6 elimination half-lives).

Please see Brief Summary of the Full Prescribing Information, including
Boxed Warning, on the following pages.
References: 1. OPZELURA™ (ruxolitinib) cream. Prescribing Information. Incyte Corporation. 2. Ezzedine K, Eleftheriadou V, Whitton M,
van Geel N. Vitiligo. Lancet. 2015;386(9988):74-84. 3. Bergqvist C, Ezzedine K. Vitiligo: a review. Dermatol. 2020;236(6):571-592.

OPZELURA is a trademark of Incyte.
Incyte and the Incyte logo are registered trademarks of Incyte.
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OPZELURA™ (ruxolitinib) cream, for topical use
Brief Summary of FULL PRESCRIBING INFORMATION
INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.
Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine is
not recommended.
WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS
SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions
are at risk for developing serious infections that may lead to hospitalization or
death [see Warnings and Precautions and Adverse Reactions].
Reported infections include:
• Active tuberculosis, which may present with pulmonary or
extrapulmonary disease.
• Invasive fungal infections, including cryptococcosis, and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to
opportunistic pathogens.
Avoid use of OPZELURA in patients with an active, serious infection, including
localized infections. If a serious infection develops, interrupt OPZELURA until
the infection is controlled.
The risks and benefits of treatment with OPZELURA should be carefully
considered prior to initiating therapy in patients with chronic or
recurrent infection.
Patients should be closely monitored for the development of signs and
symptoms of infection during and after treatment with OPZELURA [see
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA)
patients 50 years of age and older with at least one cardiovascular risk factor
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment,
a higher rate of all-cause mortality, including sudden cardiovascular death, was
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma
and other malignancies have been observed in patients receiving JAK
inhibitors used to treat inflammatory conditions. In RA patients treated with an
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma
skin cancer (NMSC)) was observed when compared with TNF blockers.
Patients who are current or past smokers are at additional increased risk [see
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk
factor treated with an oral JAK inhibitor, a higher rate of major adverse
cardiovascular events (MACE) (defined as cardiovascular death, myocardial
infarction, and stroke), was observed when compared with TNF blockers.
Patients who are current or past smokers are at additional increased risk.
Discontinue OPZELURA in patients who have experienced a myocardial
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis,
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial
thrombosis have been reported in patients receiving JAK inhibitors used to treat
inflammatory conditions. Many of these adverse reactions were serious and
some resulted in death. In RA patients 50 years of age and older with at least one
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA
and treat appropriately [see Warnings and Precautions].
WARNINGS AND PRECAUTIONS
Serious Infections: Serious and sometimes fatal infections due to bacterial,
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory
tract infections were reported in the clinical development program with topical
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection,
including localized infections. Consider the risks and benefits of treatment prior to

initiating OPZELURA in patients: with chronic or recurrent infection; with a history
of a serious or an opportunistic infection; who have been exposed to tuberculosis;
who have resided or traveled in areas of endemic tuberculosis or endemic mycoses;
or with underlying conditions that may predispose them to infection. Closely
monitor patients for the development of signs and symptoms of infection during
and after treatment with OPZELURA. Interrupt OPZELURA if a patient develops a
serious infection, an opportunistic infection, or sepsis. Do not resume OPZELURA
until the infection is controlled.
Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials with
OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase
inhibitors used to treat inflammatory conditions. Consider evaluating patients for latent
and active TB infection prior to administration of OPZELURA. During OPZELURA use,
monitor patients for the development of signs and symptoms of TB.
Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used
to treat inflammatory conditions including OPZELURA. If a patient develops herpes
zoster, consider interrupting OPZELURA treatment until the episode resolves.
Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown.
Patients with a history of hepatitis B or C infection were excluded from clinical trials.
Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations
in alanine aminotransferase and aspartate aminotransferase, have been reported in
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not
recommended in patients with active hepatitis B or hepatitis C.
Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden
cardiovascular death, was observed in patients treated with the JAK inhibitor
compared with TNF blockers. Consider the benefits and risks for the individual patient
prior to initiating or continuing therapy with OPZELURA.
Malignancy and Lymphoproliferative Disorders: Malignancies, including
lymphomas, were observed in clinical trials of oral JAK inhibitors used to treat
inflammatory conditions. Patients who are current or past smokers are at additional
increased risk. Malignancies, including lymphomas, have occurred in patients
receiving JAK inhibitors used to treat inflammatory conditions. In a large,
randomized, postmarketing safety study of an oral JAK inhibitor in RA patients, a
higher rate of malignancies (excluding non-melanoma skin cancer) was observed
in patients treated with the JAK inhibitor compared to those treated with TNF
blockers. A higher rate of lymphomas was observed in patients treated with the
JAK inhibitor compared to those treated with TNF blockers. A higher rate of lung
cancers was observed in current or past smokers treated with the JAK inhibitor
compared to those treated with TNF blockers. In this study, current or past smokers
had an additional increased risk of overall malignancies. Consider the benefits and
risks for the individual patient prior to initiating or continuing therapy with
OPZELURA, particularly in patients with a known malignancy (other than
successfully treated non-melanoma skin cancers), patients who develop a
malignancy when on treatment, and patients who are current or past smokers.
Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform
periodic skin examinations during OPZELURA treatment and following treatment as
appropriate. Exposure to sunlight and UV light should be limited by wearing protective
clothing and using broad-spectrum sunscreen.
Major Adverse Cardiovascular Events (MACE): In a large, randomized,
postmarketing safety study of an oral JAK inhibitor in RA patients 50 years of age
and older with at least one cardiovascular risk factor, a higher rate of major adverse
cardiovascular events (MACE) defined as cardiovascular death, non-fatal
myocardial infarction (MI), and non-fatal stroke was observed with the JAK inhibitor
compared to those treated with TNF blockers. Patients who are current or past
smokers are at additional increased risk. Consider the benefits and risks for the
individual patient prior to initiating or continuing therapy with OPZELURA,
particularly in patients who are current or past smokers and patients with other
cardiovascular risk factors. Patients should be informed about the symptoms of
serious cardiovascular events and the steps to take if they occur. Discontinue
OPZELURA in patients that have experienced a myocardial infarction or stroke.
Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA.
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and
arterial thrombosis have been reported in patients receiving JAK inhibitors used to
treat inflammatory conditions. Many of these adverse reactions were serious and
some resulted in death. In a large, randomized, postmarketing safety study of an oral
JAK inhibitor in RA patients 50 years of age and older with at least one cardiovascular
risk factor, higher rates of overall thrombosis, DVT, and PE were observed compared to
those treated with TNF blockers. Avoid OPZELURA in patients who may be at increased
risk of thrombosis. If symptoms of thrombosis occur, discontinue OPZELURA and
evaluate and treat patients appropriately.
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Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits
and risks for individual patients who have a known history of these events prior to
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and
neutropenia occur, patients should discontinue OPZELURA.
Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases
in lipid parameters including total cholesterol, low-density lipoprotein (LDL)
cholesterol, and triglycerides.
ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice. In two double-blind, vehicle-controlled clinical trials (TRuE-V1 and TRuE-V2),
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%)
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%).
Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in
the OPZELURA group and none in the vehicle group were: application site dermatitis,
hypertension, anxiety, application site discoloration, application site folliculitis, contusion,
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum,
influenza-like illness, insomnia, nasal congestion, and vomiting.
DRUG INTERACTIONS
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may
decrease ruxolitinib systemic concentrations.
Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of
ruxolitinib and could increase the risk of OPZELURA adverse reactions.
USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant
persons exposed to OPZELURA and healthcare providers should report OPZELURA
exposure by calling 1-855-463-3463.
Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage,
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis
resulted in adverse developmental outcomes at doses associated with maternal toxicity.
The background risks of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies carry some risk of birth defects, loss, or
other adverse outcomes. The background risk in the U.S. general population of major
birth defects and miscarriage is 2-4% and 15-20%, respectively.
Data
Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the period
of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or 60 mg/kg/day
in rabbits. There were no treatment-related malformations at any dose. A decrease in fetal
weight of approximately 9% was noted in rats at the highest and maternally toxic dose of
60 mg/kg/day. This dose resulted in systemic exposure approximately 22 times the clinical
systemic exposure at the maximum recommended human dose (MRHD; the clinical systemic
exposure from ruxolitinib cream, 1.5% applied twice daily to 25-40% atopic dermatitisaffected body surface area is used for calculation of multiples of human exposure). In rabbits,
lower fetal weights of approximately 8% and increased late resorptions were noted at the
highest and maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure
approximately 70% the MRHD clinical systemic exposure. In a pre-and post-natal
development study in rats, pregnant animals were dosed with ruxolitinib from implantation
through lactation at doses up to 30 mg/kg/day. There were no drug-related adverse effects
on embryofetal survival, postnatal growth, development parameters or offspring reproductive
function at the highest dose evaluated (3.1 times the MRHD clinical systemic exposure).
Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be
present in human milk. Because of the serious adverse findings in adults, including risks of
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to
breastfeed during treatment with OPZELURA and for approximately four weeks after the
last dose (approximately 5-6 elimination half-lives).

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and
several of its metabolites in milk, all at levels higher than those in maternal plasma.
Pediatric Use: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for
the topical treatment of nonsegmental vitiligo have been established in pediatric
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in
safety or effectiveness were observed between adult and pediatric subjects. The
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in
effects on growth and bone measures. When administered starting at postnatal day 7
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered
adverse at 60 mg/kg/day. Males were more severely affected than females in all age
groups, and effects were generally more severe when administration was initiated earlier
in the postnatal period. These findings were observed at systemic exposures that are at
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of
subjects 65 years of age and older to determine whether they respond differently from
younger adult subjects.
PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections,
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase
inhibitors may increase the risk for developing lymphomas and other malignancies
including skin cancer. Instruct patients to inform their health care provider if they have ever
had any type of cancer. Inform patients that periodic skin examinations should be
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light
should be limited by wearing protective clothing and using a broad-spectrum sunscreen
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal
stroke, and cardiovascular death, have been reported in clinical studies with Janus
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially
current or past smokers or patients with other cardiovascular risk factors, to be alert
for the development of signs and symptoms of cardiovascular events [see Warnings
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell
their healthcare provider if they develop any signs or symptoms of thrombocytopenia,
anemia, or neutropenia [see Warnings and Precautions].
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube
per 2 weeks [see Dosage and Administration].
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for
about four weeks after the last dose [see Use in Specific Populations].
Manufactured for:
Incyte Corporation
1801 Augustine Cut-off
Wilmington, DE 19803
OPZELURA is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 9079912;
9974790; 10639310; 10610530; 10758543; 10869870 ; 11219624
© 2022 Incyte Corporation. All rights reserved.
Issued: July 2022 PLR-OPZ-00018

Medical World News® is a first-of-its-kind, 24-hour online program that is for
healthcare professionals, by healthcare professionals. The site provides video
editorial content on cutting-edge topics in healthcare as well as stories
about the well-being practices of healthcare professionals and
their interests outside of work. The videos are available as
a livestream and an on-demand basis for all healthcare
stakeholders.
News, insight, human interest — you will find
it all on Medical World News®.

“AFTER HOURS”™

Doubling Down on Community Health
Along with managing the social and healthcare needs of Medicaid beneficiaries,
Traci Thompson, M.D., MBA, chief medical officer of Humana Healthy Horizons
of Florida, recently launched a nonprofit charity clinic called Dr. Traci’s House.
The clinic seeks to improve health equity in a historically underserved area
of East Tampa, Florida. Thompson describes the social, physical and mental
healthcare services that the clinic provides.
https://www.medicalworldnews.com/view/after-hours-doubling-down-on-community-health

“DEEP DIVE”™

Deep Dive Into Esophageal Cancer Treatment
Paresh C. Shah, M.D., a surgical oncologist at NYC Langone Health in New York,
gives an overview of the current standards of care for esophageal cancer and a
description of what patients and clinicians can expect in the weeks after surgical
treatment of the disease.
https://www.medicalworldnews.com/view/deep-dive-into-esophageal-cancer-treatment

“WELLBEING CHECKUP”™

When It’s Time to Say No

https://www.medicalworldnews.com/view/wellbeing-checkup-when-its-time-to-say-no
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Raj Chovatiya, M.D., Ph.D., an assistant professor of dermatology at
Northwestern University Feinberg School of Medicine in Chicago, discusses the
burnout associated with always saying yes. As a busy medical professional with
a family, he stresses the importance of deciding what is most important to you
for your own well-being. The power of saying no gives Chovatiya more time with
his family and helps him prioritize what is important.

Formulary Watch® (www.formularywatch.com) is a news website affiliated with Managed
Healthcare Executive® that covers formularies, pharmacy benefit management
companies, drug approvals and other matters related to drugs, their prices and coverage.
Denise Myshko is the editor in charge of Formulary Watch®. Have a tip, some news or
a suggestion for a topic that Formulary Watch® should cover? Please contact Denise at
dmyshko@mjhlifesciences.com.
Below are two articles, edited for length, that were recently posted on Formulary Watch®.

brizmaker/Stock.Adobe.com

Prime Therapeutics reduces opioid
claims with targeted intervention

Express Scripts updates national
preferred formulary

A pilot intervention program developed by Prime
Therapeutics showed decreased opioid claims among
Medicare members who were at high risk of overusing
opioids. The program with Blue Cross and Blue Shield of
Florida used Prime’s GuidedHealth opioid registry to feed
its predictive model.
“Our goal was to approach this from
the perspective of how can we help to
improve overall outcomes by getting more
proactive and predicting who may or may
not be, in a future state, more vulnerable
LASSEN
for an opioid overuse scenario?” David
Lassen, Pharm.D., chief clinical officer at Prime, a
pharmacy benefits manager (PBM) headquartered in
suburban St. Paul, Minnesota, said in an interview with
Formulary Watch®.
Compared with the control group, new opioid users
had a 37 percentage-point decrease in morphine
milligram equivalent use and had a 29 percentagepoint improvement in opioid discontinuation. Among
prior opioid users, this group saw a 7% decrease in
opioid prescriptions, a 2.8 percentage-point increase in
naloxone prescriptions and an overall 10% of members
who discontinued opioids in the follow-up period.
Lassen said Prime plans to roll out similar opioid
intervention programs for commercial plans. Prime
has already begun to use the predictive model to help
identify patients who could be nonadherent.
The predictive model is also being applied with
specialty and other high-cost medications to help
manage this spend. The model is looking for what Prime
calls “super spenders” — members with total drug costs
of more than $250,000 a year. A small percentage of
Prime’s members — 0.032% — fall into that category, but
they account for about 10% of the PBM’s drug spend.

Express Scripts, a Cigna company, has added more than
60 products to its National Preferred Formulary, dated
July 1, 2022, compared with the Jan. 1, 2022, list. About
three-quarters of the products have been added with
some type of utilization management, including prior
authorization, quantity limits or step therapy.
Cigna officials say prior authorizations and other tools
help health plans protect patient health and safety and
improve affordability by reducing unnecessary costs.
“Tools like prior authorization help protect patient
health and safety — ensuring that the right patient
gets the right drug at right dose at the right time — and
improve affordability by reducing unnecessary costs,”
Jennifer Session, an Express Scripts spokesperson, told
Formulary Watch®.
The updated preferred drug list includes 11 cancer
therapies. Most require prior authorization, have quantity
limits or both. The exceptions are Arranon (nelarabine),
Novartis’ therapy for acute lymphoblastic leukemia, and
Welireg (belzutifan), Merck’s therapy for von HippelLindau disease.
Among those for which Express Scripts requires
both prior authorization and quantity limits is Takeda
Oncology’s Exkivity (mobocertinib), which has a
wholesale acquisition cost of $25,000 for a bottle of
120 capsules.
Express Scripts has also added seven therapies
that treat patients with central nervous system
conditions. With the exception of the anti-seizure
medication Dilantin, they include some form of utilization
management. Corium’s Azstarys (serdexmethylphenidate
and dexmethylphenidate) is among them. It is used to
treat patients 6 years and older with attention-deficit/
hyperactivity disorder. Azstarys was approved in March
2021 and is classified as a Schedule II drug.
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Chief Healthcare Executive™, a sister publication of Managed Healthcare
Executive®, covers issues facing hospitals and health systems. The digital
outlet publishes news, features and analysis each day.
Ron Southwick is the editor of Chief Healthcare Executive™. If you have a
news tip or a story idea, email Ron at rsouthwick@mjhlifesciences.com.
You can also subscribe to CHE’s free newsletter that will bring the top
stories to your inbox.
Below are two stories, edited for length, that recently appeared on Chief
Healthcare Executive™.

Hospitals face growing pressure
to address sustainability
Hospitals are facing more criticism over their environmental
impact, and the pressure is coming from many sources.
President Joe Biden’s administration is pressing hospitals to
tackle climate change. More than 60 hospitals and healthcare
groups have pledged to reach Biden’s target for healthcare
organizations to cut emissions by 50% by 2030. Lawmakers are
asking hospitals what they are doing to reduce emissions.
Investors are quizzing hospitals about their sustainability
efforts, health leaders said during a panel at the American
Hospital Association (AHA) Leadership Summit in San Diego
in July. Hospital boards are expressing more interest in the
environment, leaders said.
The health ecosystem must be built around making decisions
from a sustainability perspective, said Simrit Sandhu, MBA,
Vizient’s executive vice president for strategic transformation
and clinical supply solutions.

Health systems must pick up pace
on digital transformation plans
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Thomas Kiesau, MBA, chief innovation officer and digital
leader of The Chartis Group, said, “Health system executives
do not feel ready yet.”
Health systems face growing competition, as evidenced by
Amazon’s entry into primary care with its $3.9 billion purchase
of One Medical. Health systems need to identify areas where
they can excel against the competition.
“The health system can’t be ready to fight on every
battlefront,” Kiesau said.
Doctors see the value in digital tools to improve healthcare,
with 70% of clinicians saying digitally enabled tools would be
useful in managing diseases, the study found.
Physicians must be trained to use digital health tools
effectively, said Darryl Gibbings-Isaac, M.D., a senior manager
in Accenture’s Health Strategy Practice.
“If they don’t understand how to use them,” he said, “how
can they put them to work for their patients?”
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Most healthcare executives recognize the importance of the
digital transformation of their systems, but they may need to
accelerate their plans.
The Health Information and Management Systems Society
surveyed executives in its 2022 Future of Healthcare Report.
Five years from now, 54% of U.S. health organizations expect
to be in the planning stages of their digital transformation,
while 46% said they expected to implement those changes in
that time frame.
“Almost every U.S. and international healthcare system
intends to be in some stage of digital transformation by 20262027,” the report states. “Those that take too long to launch
or advance, however, may find younger patients have moved
on — to rivals and retailers already embracing more modern
care models.”

“This cannot be an initiative,” Sandhu said. “This has to be
the new normal.”
Shelly L. Schlenker, M.H.A., CommonSpirit Health’s
executive vice president and chief advocacy officer, stressed
the importance of getting health leaders to see the financial
benefits of sustainability efforts.
CommonSpirit moved to LED lightbulbs, which saved millions
in energy costs, Schlenker said. “In every instance, you can
make the business case,” she said.
Hospitals that are beginning to tackle environmental
initiatives should start small. Systems can take simple steps
such as encouraging employees to shut down computers
before they leave. Some types of anesthesia are less harmful
and less expensive.
Mark Howell, J.D., the AHA’s director of policy and patient
safety, said after hospitals gain some early wins, it’s possible
to “have the conversation about the bigger investments.”
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Rethink treatment for your patients living
with schizophrenia or bipolar I disorder

Not an actual patient.

Indications

LYBALVI is indicated for the treatment of:
� Schizophrenia in adults
� Bipolar I disorder in adults
� Acute treatment of manic or mixed episodes as monotherapy and as adjunct to lithium or valproate
� Maintenance monotherapy treatment

Important Safety Information

Boxed Warning: Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. LYBALVI is not approved for the
treatment of patients with dementia-related psychosis.

Contraindications:
LYBALVI is contraindicated in patients who are using opioids or are undergoing acute opioid
withdrawal. If LYBALVI is administered with lithium or valproate, refer to the lithium or valproate
Prescribing Information for the contraindications for these products.
Please see additional Important Safety Information and the Brief Summary of full
Prescribing Information, including Boxed Warning, on the following pages.

Important Safety Information
Cerebrovascular Adverse Reactions in Elderly Patients with
Dementia-Related Psychosis, including stroke, transient ischemia
attack, and fatalities. See Boxed Warning.

Precipitation of Severe Opioid Withdrawal in Patients who are
Physiologically Dependent on Opioids: LYBALVI can precipitate
opioid withdrawal in patients who are dependent on opioids, which
can lead to an opioid withdrawal syndrome, sometimes requiring
hospitalization. LYBALVI is contraindicated in patients who are using
opioids or undergoing acute opioid withdrawal. Prior to initiating
LYBALVI, there should be at least a 7-day opioid-free interval from last
use of short-acting opioids, and at least a 14-day opioid-free interval
from the last use of long-acting opioids. Explain the risks associated
with precipitated withdrawal and the importance of giving an accurate
account of last opioid use to patients and caregivers.
Vulnerability to Life-Threatening Opioid Overdose: Attempting to
overcome opioid blockade with high or repeated doses of exogenous
opioids could lead to life-threatening or fatal opioid intoxication,
particularly if LYBALVI therapy is interrupted or discontinued
subjecting the patient to high levels of unopposed opioid agonist as
the samidorphan blockade wanes. Inform patients of the potential
consequences of trying to overcome the opioid blockade and the
serious risks of taking opioids concurrently with LYBALVI or while
transitioning off LYBALVI. In emergency situations, if a LYBALVItreated patient requires opioid treatment as part of anesthesia or
analgesia, discontinue LYBALVI. Opioids should be administered by
properly trained individual(s) and patient should be continuously
monitored in a setting equipped and staffed for cardiopulmonary
resuscitation. Patients with a history of chronic opioid use prior
to treatment with LYBALVI may have decreased opioid tolerance if
LYBALVI therapy is interrupted or discontinued. Advise patients that
this decreased tolerance may increase the risk of opioid overdose if
opioids are resumed at the previously tolerated dosage.
Neuroleptic Malignant Syndrome, a potentially fatal reaction.
Signs and symptoms include hyperpyrexia, muscle rigidity,
delirium, autonomic instability, elevated creatinine phosphokinase,
myoglobinuria (and/or rhabdomyolysis), and acute renal failure.
Manage with immediate discontinuation, intensive symptomatic
treatment, and close monitoring.
Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS),
a potentially fatal condition reported with exposure to olanzapine,
a component of LYBALVI. Symptoms include a cutaneous reaction
(such as rash or exfoliative dermatitis), eosinophilia, fever, and/or
lymphadenopathy with systemic complications such as hepatitis,
nephritis, pneumonitis, myocarditis, and/or pericarditis. Discontinue
if DRESS is suspected.
Metabolic Changes, including hyperglycemia, diabetes mellitus,
dyslipidemia, and weight gain. Hyperglycemia, in some cases extreme
and associated with ketoacidosis or hyperosmolar coma or death,
has been reported in patients treated with atypical antipsychotics.
Any patient treated with LYBALVI should be monitored for symptoms
of hyperglycemia including polydipsia, polyuria, polyphagia, and
weakness. In some cases, hyperglycemia has resolved when the
atypical antipsychotic was discontinued; however, some patients
required anti-diabetic treatment despite discontinuation of the
suspect drug. Measure weight and assess fasting glucose and lipids
when initiating LYBALVI and monitor periodically.
Tardive Dyskinesia (TD): Risk of developing TD (a syndrome of
potentially irreversible, involuntary, dyskinetic movements) and the
likelihood it will become irreversible increases with the duration
of treatment and the cumulative dose. The syndrome can develop
after a relatively brief treatment period, even at low doses, or after
discontinuation. Given these considerations, LYBALVI should be
prescribed in a manner that is most likely to reduce the risk of tardive
dyskinesia. If signs and symptoms of TD appear, drug discontinuation
should be considered.
Orthostatic Hypotension and Syncope: Monitor orthostatic
vital signs in patients who are vulnerable to hypotension,
patients with known cardiovascular disease, and patients with
cerebrovascular disease.
Falls: LYBALVI may cause somnolence, postural hypotension,
and motor and sensory instability, which may lead to falls, and
consequently, fractures or other injuries. Assess patients for risk
when using LYBALVI.

Leukopenia, Neutropenia, and Agranulocytosis (including fatal
cases): Perform complete blood counts in patients with a history of
a clinically significant low white blood cell (WBC) count or history of
leukopenia or neutropenia. Discontinue LYBALVI if clinically significant
decline in WBC occurs in the absence of other causative factors.
Dysphagia: Use LYBALVI with caution in patients at risk for aspiration.
Seizures: Use LYBALVI with caution in patients with a history of
seizures or with conditions that lower the seizure threshold.
Potential for Cognitive and Motor Impairment: Because LYBALVI
may cause somnolence, impair judgment, thinking, or motor skills,
caution patients about operating hazardous machinery, including
motor vehicles, until they are certain that LYBALVI does not affect
them adversely.
Body Temperature Dysregulation: Use LYBALVI with caution in
patients who may experience conditions that increase core body
temperature (e.g., strenuous exercise, extreme heat, dehydration, or
concomitant use with anticholinergics).
Anticholinergic (Antimuscarinic) Effects: Olanzapine, a component
of LYBALVI, was associated with constipation, dry mouth, and
tachycardia. Use LYBALVI with caution with other anticholinergic
medications and in patients with urinary retention, prostatic
hypertrophy, constipation, paralytic ileus or related conditions. In
postmarketing experience, the risk for severe adverse reactions
(including fatalities) was increased with concomitant use of
anticholinergic medications.
Hyperprolactinemia: LYBALVI elevates prolactin levels. Galactorrhea,
amenorrhea, gynecomastia, and impotence have been reported in
patients receiving prolactin-elevating compounds.
Risks Associated with Combination Treatment with Lithium or
Valproate: If LYBALVI is administered with lithium or valproate, refer
to the lithium or valproate Prescribing Information for a description of
the risks for these products.
Most common adverse reactions observed in clinical trials were:
� Schizophrenia (LYBALVI): weight increased, somnolence, dry mouth,
and headache
� Bipolar I Disorder, Manic or Mixed Episodes (olanzapine): asthenia,
dry mouth, constipation, increased appetite, somnolence,
dizziness, tremor
� Bipolar I Disorder, Manic or Mixed Episodes, adjunct to Lithium or
Valproate (olanzapine): dry mouth, dyspepsia, weight gain, increased
appetite, dizziness, back pain, constipation, speech disorder,
increased salivation, amnesia, paresthesia
Concomitant Medication: LYBALVI is contraindicated in patients
who are using opioids or undergoing acute opioid withdrawal.
Concomitant use of LYBALVI is not recommended with strong CYP3A4
inducers, levodopa and dopamine agonists. Reduce dosage of
LYBALVI when using with strong CYP1A2 inhibitors. Increase dosage
of LYBALVI with CYP1A2 inducers. Use caution with diazepam, alcohol,
other CNS acting drugs, or in patients receiving anticholinergic
(antimuscarinic) medications. Monitor blood pressure and reduce
dosage of antihypertensive drug in accordance with its approved
product labeling.
Pregnancy: May cause extrapyramidal and/or withdrawal symptoms
in neonates with third trimester exposure. Advise patients to notify
their healthcare provider if they become pregnant or intend to
become pregnant during treatment with LYBALVI. Inform patients
that there is a pregnancy exposure registry that monitors pregnancy
outcomes in women exposed to LYBALVI during pregnancy.
Renal Impairment: LYBALVI is not recommended for patients with
end-stage renal disease (eGFR of <15 mL/minute/1.73 m2).
To report SUSPECTED ADVERSE REACTIONS, contact Alkermes
at 1-888-235-8008 or FDA at 1-800-FDA-1088 or www.fda.gov/
medwatch.
Please see the Brief Summary of full Prescribing Information,
including Boxed Warning, for LYBALVI on the following pages.
Reference: LYBALVI [prescribing information]. Waltham, MA:
Alkermes, Inc.; 2021.

ALKERMES ® is a registered trademark of Alkermes, Inc. LYBALVI® is a registered trademark and the LYBALVI logo is a trademark of
Alkermes Pharma Ireland Limited, both used by Alkermes, Inc., under license. ©2022 Alkermes, Inc. All rights reserved. LYB-002080

LYBALVI® (olanzapine and samidorphan) tablets, for oral use
BRIEF SUMMARY OF PRESCRIBING INFORMATION
(For complete details, see full Prescribing Information)
WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS
Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. LYBALVI is not
approved for the treatment of patients with dementia-related psychosis.
INDICATIONS AND USAGE
LYBALVI is indicated for the treatment of:
• Schizophrenia in adults
• Bipolar I disorder in adults
| Acute treatment of manic or mixed episodes as monotherapy and as
adjunct to lithium or valproate
| Maintenance monotherapy treatment
CONTRAINDICATIONS
LYBALVI is contraindicated in patients:
• who are using opioids
• who are undergoing acute opioid withdrawal
If LYBALVI is administered with lithium or valproate, refer to the lithium or valproate
Prescribing Information for the contraindications for these products.
WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis:
Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. In placebo-controlled clinical trials of elderly
patients with dementia-related psychosis, the incidence of death in olanzapinetreated patients was significantly greater than in placebo-treated patients (3.5%
vs 1.5%, respectively). Analyses of 17 placebo-controlled trials (modal duration of
10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of
death in the drug-treated patients of between 1.6 to 1.7 times that seen in placebotreated patients. Over the course of a typical 10-week controlled trial, the rate of
death in drug-treated patients was about 4.5%, compared to a rate of about 2.6%
in the placebo group. Although the causes of death were varied, most of the deaths
appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious
(e.g., pneumonia) in nature. LYBALVI is not approved for the treatment of patients
with dementia-related psychosis.
Cerebrovascular Adverse Reactions, Including Stroke in Elderly Patients with
Dementia-Related Psychosis: Cerebrovascular adverse reactions (e.g., stroke,
transient ischemic attack), including fatalities, were reported in patients in trials
of olanzapine in elderly patients with dementia-related psychosis. In placebocontrolled trials, there was a significantly higher incidence of cerebrovascular
adverse reactions in patients treated with olanzapine compared to patients treated
with placebo. LYBALVI is not approved for the treatment of patients with dementiarelated psychosis.
Precipitation of Severe Opioid Withdrawal in Patients Who Are
Physiologically Dependent on Opioids: Samidorphan, an opioid antagonist that
is a component of LYBALVI, can precipitate opioid withdrawal in patients who
are dependent on opioids, which can lead to an opioid withdrawal syndrome,
sometimes requiring hospitalization. Therefore, LYBALVI is contraindicated in
patients who are using opioids or undergoing acute opioid withdrawal. Prior to
initiating LYBALVI, there should be at least a 7-day opioid-free interval from last use
of short-acting opioids, and at least a 14-day opioid-free interval from the last use
of long-acting opioids. Explain the risks associated with precipitated withdrawal
and the importance of giving an accurate account of last opioid use to patients
and caregivers.
Vulnerability to Life-Threatening Opioid Overdose
Risk of Opioid Overdose from Attempts to Overcome Samidorphan Blockade:
LYBALVI contains samidorphan, an opioid antagonist. Attempting to overcome
LYBALVI’s opioid blockade with high or repeated doses of exogenous opioids (e.g.,
because of ineffective analgesia or opioid withdrawal symptoms) could lead to lifethreatening or fatal opioid intoxication (e.g., respiratory arrest, circulatory collapse),
particularly if LYBALVI therapy is interrupted or discontinued, subjecting the patient
to high levels of unopposed opioid agonist as the samidorphan blockade wanes.
Inform patients of the potential consequences of trying to overcome the opioid
blockade and the serious risks of taking opioids concurrently with LYBALVI or while
transitioning off LYBALVI.
In emergency situations, if a LYBALVI-treated patient requires opioid treatment as
part of anesthesia or analgesia:
• Discontinue LYBALVI,
• Opioids should be administered by individual(s) trained in the use of anesthetic
drugs and the management of the respiratory effects of opioids, specifically the
establishment and maintenance of a patent airway and assisted ventilation, and
• Appropriately trained personnel should continuously monitor the patient in a
setting equipped and staffed for cardiopulmonary resuscitation.

For recommendations on starting opioids in LYBALVI-treated patients in
non-emergent situations, see DRUG INTERACTIONS section.
Risk of Resuming Opioids in Patients with Prior Opioid Use
Patients with a history of chronic opioid use prior to treatment with LYBALVI may
have decreased opioid tolerance if LYBALVI therapy is interrupted or discontinued.
Advise patients that this decreased tolerance may increase the risk of opioid
overdose if opioids are resumed at the previously tolerated dosage.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS),
a potentially fatal symptom complex, has been reported in association with
administration of antipsychotic drugs. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and
acute renal failure.
If NMS is suspected, immediately discontinue LYBALVI and provide intensive
symptomatic treatment and monitoring.
Drug Reaction with Eosinophilia and Systemic Symptoms: Drug Reaction
with Eosinophilia and Systemic Symptoms (DRESS) has been reported with
exposure to olanzapine, a component of LYBALVI. DRESS may present with a
cutaneous reaction (such as rash or exfoliative dermatitis), eosinophilia, fever,
and/or lymphadenopathy with systemic complications such as hepatitis, nephritis,
pneumonitis, myocarditis, and/or pericarditis. DRESS is sometimes fatal.
Discontinue LYBALVI if DRESS is suspected.
Metabolic Changes: Atypical antipsychotic drugs, including LYBALVI, have been
associated with metabolic changes that include hyperglycemia, diabetes mellitus,
dyslipidemia, and body weight gain. While all drugs in the class have been shown to
produce some metabolic changes, each drug has its own specific risk profile.
Hyperglycemia, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical
antipsychotics. Any patient treated with LYBALVI should be monitored for symptoms
of hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients
who develop symptoms of hyperglycemia during treatment with LYBALVI should
undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved
when the atypical antipsychotic was discontinued; however, some patients required
anti-diabetic treatment despite discontinuation of the suspect drug. Patients
starting treatment with LYBALVI should undergo fasting blood glucose testing at the
beginning of treatment and periodically during treatment.
Antipsychotics have caused adverse alterations in lipids. Patients starting treatment
with LYBALVI should undergo fasting lipid profile testing at the beginning of
treatment and periodically during treatment.
Weight gain has been observed with use of antipsychotics. Monitor weight prior to
initiating LYBALVI and frequently thereafter.
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially
irreversible, involuntary, dyskinetic movements, may develop in patients treated
with antipsychotic drugs. The risk appears to be highest among the elderly,
especially elderly women, but it is not possible to predict which patients are likely to
develop the syndrome. Whether antipsychotic drug products differ in their potential
to cause tardive dyskinesia is unknown.
The risk of developing tardive dyskinesia and the likelihood that it will become
irreversible increases with the duration of treatment and the cumulative dose. The
syndrome can develop after a relatively brief treatment period, even at low doses. It
may also occur after discontinuation of treatment.
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment
is discontinued. Antipsychotic treatment itself, however, may suppress (or
partially suppress) the signs and symptoms of the syndrome, possibly masking
the underlying process. The effect of symptomatic suppression on the long-term
course of the syndrome is unknown.
Given these considerations, LYBALVI should be prescribed in a manner that is most
likely to reduce the risk of tardive dyskinesia. Chronic antipsychotic treatment
should generally be reserved for patients: 1) who suffer from a chronic illness that
is known to respond to antipsychotic drugs; and 2) for whom alternative, effective,
but potentially less harmful treatments are not available or appropriate. In patients
who do require chronic treatment, use the lowest dose and the shortest duration of
treatment producing a satisfactory clinical response should be sought. Periodically
reassess the need for continued treatment.
If signs and symptoms of tardive dyskinesia appear in a patient on LYBALVI,
drug discontinuation should be considered. However, some patients may require
treatment with LYBALVI despite the presence of the syndrome.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostatic
hypotension and syncope. Generally, the risk is greatest during initial dose
titration and when increasing the dose. In the 4-week, placebo-controlled study,
from analysis of the vital signs data, rates of orthostatic hypotension were less
than 2% in LYBALVI- and placebo-, and olanzapine-treated patients. In the
24-week, olanzapine-controlled study, from analysis of the vital signs data, rates
of orthostatic hypotension in LYBALVI-treated patients were 3.7%, compared to
0.4% in olanzapine-treated patients.

Monitor orthostatic vital signs in patients who are vulnerable to hypotension (e.g.,
elderly patients, patients with dehydration, hypovolemia, concomitant treatment
with antihypertensive medications or CNS depressants, patients with known
cardiovascular disease (history of myocardial infarction, ischemic heart disease,
heart failure, or conduction abnormalities), and patients with cerebrovascular
disease. LYBALVI has not been evaluated in patients with a recent history of
myocardial infarction or unstable cardiovascular disease. Such patients were
excluded from the premarketing clinical trials.
Falls: Antipsychotics, including LYBALVI, may cause somnolence, postural
hypotension, motor and sensory instability, which may lead to falls and,
consequently, fractures or other injuries. For patients with diseases, conditions,
or medications that could exacerbate these effects, complete fall risk
assessments when initiating antipsychotic treatment and recurrently for patients
on long-term antipsychotic therapy.
Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia and neutropenia
have been reported during treatment with antipsychotic agents, including LYBALVI.
Agranulocytosis (including fatal cases) has been reported with other agents in
this class.
Possible risk factors for leukopenia and neutropenia include pre-existing low white
blood cell count (WBC) or absolute neutrophil count (ANC) and history of druginduced leukopenia or neutropenia. In patients with a pre-existing low WBC or ANC
or a history of drug-induced leukopenia or neutropenia, perform a complete blood
count (CBC) frequently during the first few months of therapy. In such patients,
consider discontinuation of LYBALVI at the first sign of a clinically significant decline
in WBC in the absence of other causative factors.
Monitor patients with clinically significant neutropenia for fever or other symptoms
or signs of infection and treat promptly if such symptoms or signs occur.
Discontinue LYBALVI in patients with severe neutropenia (absolute neutrophil count
<1000/mm3) and follow their WBC until recovery.
Dysphagia: Esophageal dysmotility and aspiration have been associated with
antipsychotic drug use. Antipsychotic drugs, including LYBALVI, should be used
cautiously in patients at risk for aspiration.
Seizures: Like other antipsychotic drugs, LYBALVI may cause seizures. This risk
is greatest in patients with a history of seizures or with conditions that lower
the seizure threshold. Conditions that lower the seizure threshold may be more
prevalent in older patients.
Potential for Cognitive and Motor Impairment: LYBALVI, like other
antipsychotics, may cause somnolence and has the potential to impair judgment,
thinking, or motor skills. In a LYBALVI placebo-controlled study, somnolence
occurred in 9% of LYBALVI-treated patients compared to 2.2% in patients treated
with placebo.
Patients should be cautioned about operating hazardous machinery, including
motor vehicles, until they are reasonably certain that LYBALVI therapy does not
affect them adversely.
Body Temperature Dysregulation: Atypical antipsychotics may disrupt the body’s
ability to reduce core body temperature. Strenuous exercise, exposure to extreme
heat, dehydration, and anticholinergic medications may contribute to an elevation in
core body temperature; use LYBALVI with caution in patients who may experience
these conditions.
Anticholinergic (Antimuscarinic) Effects: Olanzapine, a component of LYBALVI,
exhibits in vitro muscarinic receptor affinity. In premarketing clinical trials with
oral olanzapine, olanzapine was associated with constipation, dry mouth, and
tachycardia, all adverse reactions possibly related to cholinergic antagonism. Such
adverse reactions were not often the basis for discontinuations, but LYBALVI should
be used with caution in patients with a current diagnosis or prior history of urinary
retention, clinically significant prostatic hypertrophy, constipation, or a history
of paralytic ileus or related conditions. In postmarketing experience, the risk for
severe adverse reactions (including fatalities) was increased with concomitant use
of anticholinergic medications.
Hyperprolactinemia: As with other drugs that antagonize dopamine D2 receptors,
olanzapine, a component of LYBALVI, elevates prolactin levels, and the elevation
can persist during chronic administration. Hyperprolactinemia may suppress
hypothalamic GnRH, resulting in reduced pituitary gonadotropin secretion. This,
in turn, may inhibit reproductive function by impairing gonadal steroidogenesis
in both female and male patients. Galactorrhea, amenorrhea, gynecomastia, and
impotence have been reported in patients receiving prolactin-elevating compounds.
Long-standing hyperprolactinemia when associated with hypogonadism may lead
to decreased bone density in both female and male subjects.
Tissue culture experiments indicate that approximately one-third of human breast
cancers are prolactin-dependent in vitro, a factor of potential importance if the
prescription of these drugs is considered in a patient with previously-detected
breast cancer. As is common with compounds which increase prolactin release,
an increase in mammary gland neoplasia was observed in the olanzapine
carcinogenicity studies conducted in mice and rats. Neither clinical studies nor
epidemiologic studies conducted to date have shown an association between
chronic administration of this class of drugs and tumorigenesis in humans, but the
available evidence is too limited to be conclusive.

In the 4-week placebo-controlled trial, shifts from normal to high prolactin values
(>30 ng/mL for females; >20 ng/mL for males) occurred in 41.4% of females
and 32.9% of males treated with LYBALVI, in 56.1% of females and 37.1% of
males treated with olanzapine, and in 10% of females and 4.8% of males treated
with placebo.
In the 24-week, olanzapine-controlled study, shifts from normal to high prolactin
values occurred in 32.9% of females and 22.5% of males treated with LYBALVI,
and in 41.7% of females and 28.5% of males treated with olanzapine.
Risks Associated with Combination Treatment with Lithium or Valproate:
If LYBALVI is administered with lithium or valproate, refer to the lithium or valproate
Prescribing Information for a description of the risks for these products including,
but not limited to, the warnings and precautions for lithium or valproate.
ADVERSE REACTIONS
Clinical Studies Experience: Because clinical trials are conducted under widely
varying conditions, adverse reaction rates observed in clinical trials of a drug
cannot be directly compared to rates in the clinical trials of another drug and may
not reflect the rates observed in clinical practice.
Adverse Reactions in Patients with Schizophrenia:
Patient Exposure
The safety of LYBALVI was evaluated in 1262 patients (18 to 67 years of age)
diagnosed with schizophrenia in four double-blind, controlled studies and three
long-term safety extension studies of up to 3 years of duration. This experience
corresponds to approximately 910 person-years. In these studies, there were a total
of 663 patients exposed to LYBALVI for at least 6 months, and 386 patients for at
least one year.
Adverse Reactions in the Short-Term (4 week) Placebo-Controlled Trial in Adults with
Schizophrenia
The most common adverse reactions (incidence of at least 5% of patients exposed
to LYBALVI and greater than twice the rate of placebo) are weight increased,
somnolence, dry mouth, and headache.
Adverse reactions associated with the use of LYBALVI (incidence of 2% or greater
and greater than in placebo-treated patients) are shown in Table 1.
Table 1: Adverse Reactions Reported in ≥2% of LYBALVI-Treated Patients
and Greater than Placebo in a 4-Week Schizophrenia Trial
Placebo
(N=134) %

LYBALVI
(10 mg/10 mg, 20 mg/10 mg)
(N=134) %

Weight increased

3

19

Somnolence

2

9

Dry mouth

1

7

Headache

3

6

Blood insulin
increased

1

3

Sedation

0

2

Dizziness

1

2

Neutrophil count
decreased

0

2

Adverse Reaction

Adverse reactions that led to discontinuation in LYBALVI-treated patients in
the short-term placebo-controlled trial in adults with schizophrenia include
schizophrenia (1%) and abnormal liver function tests (1%).
Adverse Reactions in the Long-Term (24-week), Active-Controlled Trial in Adults
with Schizophrenia
In the 24-week, olanzapine-controlled trial in patients with stable schizophrenia,
adverse reactions associated with the use of LYBALVI (incidence of 2% or greater)
include: weight increased (25%), somnolence (21%), dry mouth (13%), increased
appetite (11%), waist circumference increased (6%), blood creatine phosphokinase
increased (5%), headache (4%), lethargy (4%), sedation (4%), akathisia (3%),
alanine aminotransferase increased (3%), aspartate aminotransferase increased
(3%), constipation (3%), dizziness (3%), fatigue (3%), nausea (3%), blood pressure
increased (3%), neutrophil count decreased (3%), blood insulin increased (2%),
weight decreased (2%), and dyslipidemia (2%).
Adverse reactions that led to LYBALVI treatment discontinuation in more than
one patient include somnolence (2%), weight increased (2%), neutropenia (2%),
glycosylated hemoglobin increased (1%), schizophrenia (1%), and liver function
test abnormal (1%).
Hyperglycemia: Mean increases in blood glucose have been observed in patients
treated (median exposure of 9.2 months) with olanzapine in phase 1 of the Clinical
Antipsychotic Trials of Intervention Effectiveness (CATIE). The mean increase of
serum glucose (fasting and nonfasting samples) from baseline to the average of

the 2 highest serum concentrations was 15.0 mg/dL. Hyperglycemia, as defined by
fasting glucose ≥126 mg/dL, has been observed in patients treated with LYBALVI.
In the 4-week placebo-controlled trial in adult patients with schizophrenia,
shifts in fasting glucose from normal to high occurred in 4% of patients treated
with LYBALVI, 1% of patients treated with olanzapine, and no patients treated
with placebo.
In the 24-week olanzapine-controlled trial, patients treated with LYBALVI were
more likely to experience abnormal shifts in glycemic parameters than patients
treated with olanzapine (Table 2).
Table 2: Changes in Glycemic Parameters in a 24-Week Trial of Patients
with Schizophrenia
LYBALVI

Olanzapine

Proportion of Patients with Shifts, % (n/N)*
Glucose
Normal to High (<100 mg/dL
to ≥126 mg/dL)

12 (26/223)

8 (18/219)

Impaired (≥100 mg/dL and
<126 mg/dL) to High (≥126
mg/dL)

24 (9/38)

11 (5/47)

Increase ≥10 mg/dL

66 (174/265)

57 (154/270)

Hemoglobin A1c
Normal (<5.7%) to Impaired
(≥5.7% and <6.5%)

42 (86/204)

35 (68/197)

Normal to High
(<5.7% to ≥6.5%)

0.5 (1/204)

1.5 (3/197)

Impaired (≥5.7% and <6.5%)
to High (≥6.5%)

9.5 (6/63)

9.2 (7/76)

* n: number of patients with reported abnormal shifts; N: number of patients who had
assessments at both baseline and endpoint for mean change, or normal at baseline and at least
1 post-baseline assessment for shift.

Dyslipidemia: In the 4-week, placebo-controlled trial in adult patients with
schizophrenia, shifts in fasting triglycerides from normal to high occurred in 14% of
patients treated with LYBALVI and 4% of patients treated with placebo.
In the 24-week olanzapine-controlled study, mean changes in fasting total
cholesterol, LDL cholesterol, HDL cholesterol, and triglycerides were similar in
patients treated with LYBALVI and in patients treated with olanzapine.
Weight Gain: In the 4-week placebo-controlled study in adult patients with
schizophrenia, mean changes in weight, and proportion of patients with ≥7%
weight increase, were greater in patients treated with LYBALVI and olanzapine
than in patients on placebo. In that study, mean weight gain was 3.0 kg in patients
treated with LYBALVI, 2.4 kg in patients treated with olanzapine, and 0.2 kg in
patients treated with placebo. The proportion of patients with ≥7% weight increase
was 26% in patients treated with LYBALVI, 20% in patients treated with olanzapine,
and 5% in patients treated with placebo.
In the 24-week trial, LYBALVI-treated patients gained on average 4.2% of baseline
body weight. The proportion of patients treated with LYBALVI with ≥10% body
weight gain was 17.8%.
Extrapyramidal Symptoms: In the 4-week placebo-controlled trial in adult patients
with schizophrenia, patients were assessed using the Simpson-Angus Rating Scale
(SAS) for extrapyramidal symptoms (EPS) (total score ranges from 1 to 14), the
Barnes Akathisia Rating Scale (BARS) for akathisia (total score ranges from 0 to
14), and the Abnormal Involuntary Movement Scale (AIMS) for dyskinesias (total
score ranges from 0 to 28). The mean changes from baseline to last study visit for
the SAS, BARS, and AIMS was similar in LYBALVI-treated patients and in placebotreated patients. The mean changes for LYBALVI- vs placebo-treated patients were
0.00 vs -0.2 for AIMS, 0.0 vs -0.1 for BARS, and 0.0 vs -0.3 for SAS, respectively.
The rate of parkinsonism (SAS total score >3) was lower in patients treated with
LYBALVI (4%) compared to those on placebo (10%). The rates of akathisia (BARS
global clinical assessment score ≥2) and dyskinesia (AIMS score ≥3 on any of the
first 7 items, or a score ≥2 on two or more of any of the first 7 items) were similar
in patients treated with LYBALVI and in those on placebo. Rates of akathisia were
6.0% and 8.2% in patients treated with LYBALVI and placebo, respectively, and
the rate of dyskinesia was 1.5% both in LYBALVI-treated and in
placebo-treated patients.
The frequency of reported adverse reactions related to extrapyramidal symptoms,
including akathisia, restlessness, muscle spasms, bradykinesia, tremor,
extrapyramidal disorder, and parkinsonism was 2% both in LYBALVI-treated and in
placebo-treated patients.
In the 24-week active-controlled trial, the mean change from baseline to the last
visit for the SAS, BARS, and AIMS was similar in LYBALVI-treated patients and in
those treated with the active control. Extrapyramidal adverse reactions, including
parkinsonism, akathisia, and dyskinesia, had a similar incidence in LYBALVI-treated

patients and in those treated with the active control: any extrapyramidal symptom
was 8%, akathisia was 3%.
Dystonia: Symptoms of dystonia, (prolonged abnormal contractions of muscle
groups) may occur in susceptible individuals during the first few days of treatment.
Dystonic symptoms include: spasm of the neck muscles, sometimes progressing to
tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion
of the tongue. Although these symptoms can occur at low doses, they occur
more frequently and with greater severity with high potency and at higher doses of
first-generation antipsychotic drugs. An elevated risk of acute dystonia is observed
in males and younger age groups.
Adverse Reactions in Patients with Bipolar Disorder: The safety of LYBALVI for
the treatment of bipolar I disorder (mixed or manic) monotherapy and adjunct to
lithium or valproate relies on information from adequate and well-controlled studies
of olanzapine tablets in bipolar I disorder.
The most common adverse reactions (incidence of at least 5% of patients
exposed to olanzapine and greater than or equal to twice the rate of placebo)
from short-term trials of olanzapine (manic or mixed episodes) are somnolence,
dry mouth, dizziness, asthenia, constipation, dyspepsia, increased appetite,
and tremor.
The most common adverse reactions (incidence of at least 5% of patients
exposed to olanzapine and greater than or equal to twice the rate of placebo) from
short-term trials of olanzapine as adjunct to lithium or valproate (manic or mixed
episodes) are dry mouth, weight gain, increased appetite, dizziness, back pain,
constipation, speech disorder, increased salivation, amnesia, paresthesia.
Postmarketing Experience: The following adverse reactions have been identified
during post-approval use of olanzapine. Because these reactions are reported
voluntarily from a population of uncertain size, it is difficult to reliably estimate their
frequency or evaluate a causal relationship to drug exposure.
• allergic reactions (e.g., anaphylactoid reaction, angioedema, pruritus or
urticaria)
• cholestatic or mixed liver injury, hepatitis, jaundice
• diabetic coma, diabetic ketoacidosis
• discontinuation reaction (diaphoresis, nausea or vomiting)
• Drug reaction with eosinophilia and systemic symptoms (DRESS)
• hyperlipidemia (random cholesterol levels of ≥240 mg/dL and random
triglyceride levels of ≥1000 mg/dL have been reported)
• neutropenia
• pancreatitis
• priapism
• rash
• restless legs syndrome
• rhabdomyolysis
• salivary hypersecretion
• stuttering1
• venous thromboembolic events (including pulmonary embolism and deep
venous thrombosis)
1

Stuttering was only studied in oral and long-acting injection (LAI) formulations.

DRUG INTERACTIONS
Effects of Other Drugs on LYBALVI: Table 3 describes clinically significant drug
interactions where the concomitant use of other drugs affects LYBALVI.
Table 3: Effects of Other Drugs on LYBALVI
Strong CYP3A4 Inducer
Clinical
Implication:

Coadministration of LYBALVI with a strong CYP3A4 inducer
decreases AUCinf of olanzapine and samidorphan which may
reduce LYBALVI efficacy.

Prevention or
Management:

Concomitant use of LYBALVI with strong CYP3A4 inducers is
not recommended.

Strong CYP1A2 Inhibitor
Clinical
Implication:

Concomitant use of LYBALVI with a strong CYP1A2 inhibitor
increases olanzapine AUC and Cmax, which may increase risk
of LYBALVI adverse reactions.

Prevention or
Management:

Consider reducing the dosage of the olanzapine component in
LYBALVI when used concomitantly with strong
CYP1A2 inhibitors.

CYP1A2 Inducer
Clinical
Implication:

Concomitant use of LYBALVI with CYP1A2 inducers decreases
olanzapine exposure, which may reduce LYBALVI efficacy.

Table 3:

Effects of Other Drugs on LYBALVI (cont’d)

Prevention or
Management:

Consider increasing the dosage of the olanzapine component
in LYBALVI when used concomitantly with CYP1A2 inducers.

Diazepam, Alcohol and CNS Acting Drugs
Clinical
Implication:

Concomitant use of diazepam, alcohol, or other CNS acting
drugs with LYBALVI may potentiate orthostatic hypotension
observed with olanzapine.

Prevention or
Management:

LYBALVI should be used with caution in patients receiving
concomitantly diazepam or other CNS acting drugs, or
using alcohol.

Anticholinergic Drugs
Clinical
Implication:

Concomitant treatment with olanzapine and other drugs
with anticholinergic activity can increase the risk for severe
gastrointestinal adverse reactions related to hypomotility.

Prevention or
Management:

Consider increasing the dosage of the olanzapine component
in LYBALVI when used concomitantly with CYP1A2 inducers.

Effects of LYBALVI on Other Drugs: Table 4 describes clinically significant drug
interactions where concomitant use of LYBALVI affects other drugs.
Table 4: Effects of LYBALVI on Other Drugs
Antihypertensive Agents
Clinical
Implication:

LYBALVI may enhance the effects of certain
antihypertensive agents.

Prevention or
Management:

Monitor blood pressure and reduce dosage of
antihypertensive drug in accordance with its approved
product labeling.

Levodopa and Dopamine Agonists
Clinical
Implication:

LYBALVI may antagonize the effects of levodopa and
dopamine agonists.

Prevention or
Management:

Concomitant use of LYBALVI is not recommended with
levodopa and dopamine agonists.

Opioids: LYBALVI is contraindicated in patients who are using opioids or
undergoing acute opioid withdrawal.
LYBALVI increases the risk of precipitating acute opioid withdrawal in patients who
are dependent on opioids. Prior to initiating LYBALVI, there should be at least a
7-day opioid-free interval from the last use of short-acting opioids, and at least a
14-day opioid-free interval from the last use of long-acting opioids.
In emergency situations, if a LYBALVI-treated patient requires opioid treatment for
anesthesia or analgesia, discontinue LYBALVI. The opioid should be administered
by properly trained individual(s), and the patient should be properly monitored in a
setting equipped and staffed for cardiopulmonary resuscitation.
In non-emergency situations, if a LYBALVI-treated patient is expected to require
opioid treatment (e.g., for analgesia during or after an elective surgical procedure)
discontinue LYBALVI at least 5 days before opioid treatment and start olanzapine or
another antipsychotic, if needed.
Given that LYBALVI contains samidorphan, an opioid antagonist, opioid treatment
may be less effective or ineffective shortly after LYBALVI discontinuation because
of the presence of samidorphan.
USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors
pregnancy outcomes in women exposed to atypical antipsychotics, including
LYBALVI, during pregnancy. Healthcare providers are encouraged to register
patients by contacting the National Pregnancy Registry for Atypical Antipsychotics
at 1-866-961-2388 or visit https://womensmentalhealth.org/research/
pregnancyregistry/atypicalantipsychotic/.
Risk Summary: Neonates exposed to antipsychotic drugs, including the olanzapine
component of LYBALVI, during the third trimester are at risk for extrapyramidal and/
or withdrawal symptoms following delivery. Overall published epidemiologic studies
of pregnant women exposed to olanzapine have not established a drug-associated
risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
There are no available data on the use of samidorphan or the combination of
olanzapine and samidorphan in pregnant women to determine a drug-associated
risk of major birth defects, miscarriage or adverse maternal or fetal outcomes.
There are risks to the mother associated with untreated schizophrenia or bipolar I
disorder and with exposure to antipsychotics, including LYBALVI, during pregnancy.

LYBALVI
In an animal reproduction study, oral administration of olanzapine and
samidorphan to pregnant rats during the period of organogenesis produced
adverse effects on embryofetal development and fetal toxicity at maternally toxic
doses that are 6 times and >400 times the maximum recommended human dose
(MRHD) of 20 mg/10 mg olanzapine/samidorphan in LYBALVI, respectively based
on AUC. There were no adverse effects on embryofetal development at doses of
olanzapine and samidorphan that are approximately 1 and 80 times, respectively,
the MRHD based on AUC.
Olanzapine
In animal reproduction studies, there was no evidence of malformations in rats
or rabbits when orally administered olanzapine at doses up to 9 and 30 times the
MRHD dose (20 mg) based on mg/m2 body surface area, respectively. In an oral
rat embryofetal developmental toxicity study, early resorptions and increased
numbers of nonviable fetuses were observed at a dose 9 times the MRHD based
on mg/m2 body surface area and gestation was prolonged at 5 times the MRHD
based on mg/m2 body surface area. In an oral rabbit embryofetal developmental
toxicity study, fetal toxicity (manifested as increased resorptions and decreased
fetal weight) occurred at a maternally toxic dose of olanzapine which is 30 times
the MRHD based on mg/m2 body surface area.
Samidorphan
In animal reproduction studies, oral administration of samidorphan to pregnant
rats and rabbits during the period of organogenesis caused fetal toxicities in
rats only at maternally toxic doses that are >248 times the human exposure at
the MRHD of 10 mg/day based on AUC. Oral administration of samidorphan to
pregnant rats during pregnancy and lactation resulted in lower pup survival and
decreased pup weights at 188 times the human exposure at the MRHD based
on AUC.
The estimated background risk of major birth defects and miscarriage for the
indicated populations is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
Clinical Considerations
Disease-Associated Maternal and/or Embryofetal Risk
There is risk to the mother from untreated schizophrenia or bipolar I disorder,
including increased risk of relapse, hospitalization and suicide. Schizophrenia
and bipolar I disorder are associated with increased adverse perinatal outcomes,
including preterm birth. It is not known if this is a direct result of the illness or other
comorbid factors.
Fetal/Neonatal Risks
Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress and feeding disorder have
been reported in neonates who were exposed to antipsychotic drugs, including
the olanzapine component of LYBALVI, during the third trimester of pregnancy.
These symptoms have varied in severity. Monitor neonates for extrapyramidal and/
or withdrawal symptoms and manage symptoms appropriately. Some neonates
recovered within hours or days without specific treatment; others required
prolonged hospitalization.
Data
Human Data
Published data from observational studies, birth registries, and case reports on the
use of atypical antipsychotics during pregnancy do not report a clear association
with antipsychotics and major birth defects. A retrospective cohort study from a
Medicaid database of 9258 women exposed to antipsychotics during pregnancy did
not indicate an overall increased risk for major birth defects.
Animal Data
LYBALVI
Olanzapine and samidorphan were orally administered to pregnant rats
during the period of organogenesis at doses of 0.5/10, 2/50, 6/200, and
0/200 mg/kg/day (olanzapine/samidorphan) which are approximately <1/10
times to 6/448 times the MRHD of 20 mg/10 mg, olanzapine/samidorphan,
respectively, based on AUC. Maternal toxicity consisting of decreased body
weight and food consumption was observed at all dose levels. Administration
of samidorphan alone (200 mg/kg/day) and 6/200 mg/kg/day olanzapine/
samidorphan decreased mean fetal body weights, increased litter incidence of
bent ribs and bent scapula; however, the incidence of bent scapula and bent ribs
was not increased when samidorphan was administered in combination with
olanzapine compared to the incidence with samidorphan alone. Administration
of olanzapine/samidorphan at 6/200 mg/kg/day also increased resorptions and
post-implantation loss, with correlating lower mean viable fetuses and litter size.
The no observed adverse effect level (NOAEL) for embryofetal development is
2/50 mg/kg/day, which is approximately 1/80 times the MRHD of 20 mg/10 mg
olanzapine/samidorphan respectively, based on AUC.

Olanzapine
Olanzapine was orally administered to pregnant rats and rabbits during the
period of organogenesis at doses up to 18 mg/kg/day in rats and at doses up to
30 mg/kg/day in rabbits (9 times and 30 times the MRHD of 20 mg/day based
on mg/m2 body surface area, respectively), and no evidence of malformations
was observed. In an oral rat embryofetal developmental toxicity study, early
resorptions and increased numbers of nonviable fetuses were observed at a
dose of 18 mg/kg/day (9 times the MRHD based on mg/m2 body surface area).
Gestation was prolonged at 10 mg/kg/day (5 times the MRHD based on mg/m2
body surface area). In an oral rabbit embryofetal developmental toxicity study,
fetal toxicity (manifested as increased resorptions and decreased fetal weight)
occurred at a maternally toxic dose of olanzapine at 30 mg/kg/day (30 times the
MRHD based on mg/m2 body surface area).
Samidorphan
Samidorphan was orally administered to pregnant rats during the period of
organogenesis at doses of 25, 100, and 300 mg/kg/day, which are approximately
29 to 742 times the MRHD of 10 mg/day based on AUC. Samidorphan was
associated with an increased incidence of skeletal variations (unossified
sternebrae and bent ribs) at maternally toxic doses of ≥100 mg/kg/day, and
skeletal malformations (bent or misshapen forelimbs, hindlimbs, and/or scapula)
at 300 mg/kg/day which are >248 and 742 times the MRHD based on AUC,
respectively. The NOAEL for embryofetal development is 25 mg/kg/day, which is
approximately 29 times the MRHD based on AUC.
Samidorphan did not cause adverse effects on embryofetal development when
orally administered to pregnant rabbits during the period of organogenesis at
doses of 10, 30, and 90 mg/kg/day, which are up to approximately 143 times the
MRHD based on AUC.
Samidorphan was orally administered to pregnant rats during pregnancy and
lactation at doses of 10, 30, or 100 mg/kg/day, which are approximately 7 to 188
times the MRHD based on AUC. Reduced pup survival, lower birth weights, and
decreased pup body weight gains were observed at 100 mg/kg/day, which is 188
times the MRHD based on AUC. The NOAEL of 30 mg/kg/day is approximately
36 times the MRHD based on AUC. There were no adverse effects on pup
developmental landmarks, learning, memory, reflexes, or fertility.
Lactation
Risk Summary: Olanzapine is present in human milk. There are reports of excess
sedation, irritability, poor feeding and extrapyramidal symptoms (tremors and
abnormal muscle movements) in infants exposed to olanzapine through breast
milk. There is no information on the effects of olanzapine on milk production. There
are no data on the presence of samidorphan or the combination of olanzapine
and samidorphan in human milk, the effects on the breastfed infant or the effects
on milk production. When samidorphan was administered to lactating rats,
samidorphan and a metabolite were detected in the plasma of nursing pups, likely
due to the presence of samidorphan in milk. Infants exposed to LYBALVI should
be monitored for excess sedation, irritability, poor feeding and extrapyramidal
symptoms (tremors and abnormal muscle movements).
The development and health benefits of breastfeeding should be considered along
with the mother’s clinical need for LYBALVI and any potential adverse effects on the
breastfed infant from LYBALVI or from the underlying maternal condition.
Females and Males of Reproductive Potential
Infertility
Females
Based on the pharmacologic action of olanzapine (D2 antagonism), treatment with
LYBALVI may result in an increase in serum prolactin levels, which may lead to a
reversible reduction in fertility in females of reproductive potential.
Pediatric Use: The safety and effectiveness of LYBALVI have not been established in
pediatric patients.
Geriatric Use: Clinical studies of LYBALVI did not include sufficient numbers of
patients 65 years of age and older to determine whether they responded differently
than younger adult patients.
Olanzapine: Of the 2,500 patients in premarketing clinical studies with orally
administered olanzapine, 11% (263) were 65 years of age or over. Elderly patients
with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. LYBALVI is not approved for the treatment of patients with
dementia-related psychosis.
Studies in elderly patients with dementia-related psychosis have suggested that
there may be a different tolerability profile in this population compared to younger
patients with schizophrenia. Elderly patients with dementia-related psychosis
treated with olanzapine are at an increased risk of death compared to placebo.
• In placebo-controlled studies of olanzapine in elderly patients with dementiarelated psychosis, there was a higher incidence of cerebrovascular adverse
events (e.g., stroke, transient ischemic attack) in patients treated with
olanzapine, compared to patients treated with placebo.
• In five placebo-controlled studies of olanzapine in elderly patients with
dementia-related psychosis (n=1,184), the following adverse reactions were
reported in olanzapine-treated patients at an incidence of at least 2% and

significantly greater than in placebo-treated patients: falls, somnolence,
peripheral edema, abnormal gait, urinary incontinence, lethargy, increased
weight, asthenia, pyrexia, pneumonia, dry mouth and visual hallucinations.
The rate of discontinuation due to adverse reactions was greater with
olanzapine than with placebo (13% vs 7%).
Consider a lower dosage of the olanzapine component of LYBALVI in geriatric
patients who may have decreased clearance or an exaggerated pharmacodynamic
response to olanzapine (e.g., oversedation).
Hepatic Impairment: Olanzapine and samidorphan plasma exposures were found
to be higher in subjects with moderate hepatic impairment than in subjects with
normal hepatic function. The effect of severe hepatic impairment was not studied.
The higher plasma exposure in patients with moderate hepatic impairment was
not expected to be clinically relevant. No dose adjustment of LYBALVI is needed in
patients with hepatic impairment.
Renal Impairment: Plasma exposure to olanzapine and samidorphan was higher
in patients with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2)
compared to those with normal renal function. No dose adjustment of LYBALVI is
needed in patients with mild (eGFR 60 to 89 mL/minute/1.73 m2), moderate (eGFR
30 to 59 mL/minute/1.73 m2), or severe renal impairment (eGFR 15 to 29 mL/
minute/1.73 m2).
The effect of LYBALVI in patients with end-stage renal disorder was not studied.
LYBALVI is not recommended for patients with end-stage renal disorder (eGFR of
<15 mL/minute/1.73 m2).
OVERDOSAGE
Human Experience: There is limited clinical experience with overdose with LYBALVI.
In premarketing clinical trials of LYBALVI involving 861 patients, overdose of
LYBALVI was identified in 7 patients. This included 4 patients with accidental
overdose, 2 with intentional overdose, and 1 due to a medication administration
error. None of the reported overdoses was associated with a fatal outcome. There
was a reported ingestion of 11 tablets of LYBALVI 10 mg/10 mg (5.5 times and 11
times the maximum recommended daily dosage of the olanzapine and samidorphan
components of LYBALVI, respectively). The patient was found unresponsive and
admitted to the hospital. Medical treatment included fluids, electrolytes, a diuretic,
and a detoxicant; the patient stabilized within 2 days.
In postmarketing reports of overdose with olanzapine, a component of LYBALVI,
symptoms included agitation/aggressiveness, dysarthria, tachycardia, various
extrapyramidal symptoms, and reduced level of consciousness ranging from
sedation to coma. Less commonly reported symptoms include: aspiration,
cardiopulmonary arrest, cardiac arrhythmias (such as supraventricular tachycardia
and 1 patient experiencing sinus pause with spontaneous resumption of normal
rhythm), delirium, possible neuroleptic malignant syndrome, respiratory depression/
arrest, convulsion, hypertension, and hypotension. In 1 case of death, the amount
of acutely ingested olanzapine was reported to be possibly as low as 450 mg;
however, in another case, a patient was reported to survive an acute olanzapine
ingestion of approximately 2,000 mg.
Management of Overdose: No specific antidotes for LYBALVI are known. In
managing overdose, provide supportive care, including close medical supervision
and monitoring, and consider the possibility of multiple drug involvement. If an
overdose occurs, consult a certified Poison Control Center (1-800-222-1222) for
additional overdosage management recommendations.
To report SUSPECTED ADVERSE REACTIONS, contact Alkermes, Inc. at
1-888-235-8008 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
This Brief Summary is based on LYBALVI full Prescribing Information
(revised: May 2021).
Distributed by:
Alkermes, Inc.
852 Winter Street
Waltham, MA 02451-1420
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Drugs in the Pipeline

Gene therapies for hemophilia.
Possibly curative, likely ultraexpensive
Three gene therapies in late-stage development are designed
to supply working copies of genes that people with hemophilia
are missing. They may be one-time, curative treatments, but the
seven-figure price tags will be an issue. by ROSAN NA SUTH E R BY, PHAR M.D.

H

emophilia is a rare, X-linked,
hereditary bleeding disorder
characterized by blood
clotting factor deficiencies
that affects mainly males.
It results in excessive bleeding,
particularly in the joints, soft tissues
and muscles. The bleeding usually
happens after internal or external
trauma, but in rare cases, it occurs
spontaneously. According to the
CDC, up to 33,000 males in the
United States live with hemophilia,
but the condition can be fatal.
Hemophilia is divided into subtypes,
the two most common of which are
hemophilia A and hemophilia B. In
hemophilia A, blood coagulation
factor VIII is deficient; in
hemophilia B, it’s factor IX.
Blood coagulation occurs
through two series of cascading events: the intrinsic and the
extrinsic pathways. The two work
simultaneously, activating various
coagulation factors, which are
proteins in the blood and are part
of the intricate, multistep process
that stanches bleeding. Ultimately
the intrinsic and extrinsic pathways
merge into a common pathway to
form thrombin. Thrombin helps
form fibrin, which is integral in
blood clot formation. Without
factor VIII or factor IX, the intrinsic
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pathway cannot be activated and
blood coagulation cannot occur.
Until recently, hemophilia
treatment goals have focused on
prophylaxis by temporarily replacing deficient clotting factors. This involves lifelong intravenous infusions
of factor concentrate that, although
effective in preventing life-threatening bleeding and preserving joint
function, place a heavy burden on
patients and their families. Infusions
can be painful and inconvenient
and, over time, cause damage to
veins. Moreover, people can develop
inhibitors to the replacement
factors, which eventually diminishes
their effectiveness.
Research over the past several
decades has focused on finding
therapies that would go beyond
replacement factors and perhaps
allow people living with hemophilia
to lead lives as normal as those
without the disease. Many novel
treatments are under development
for hemophilia A and B, but this
article will focus primarily on hemophilia B treatments.

Gene therapy
Research on gene therapy looks
promising with regard to significantly improving the quality of life in
people living with hemophilia. With
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gene therapy, an adeno-associated
virus (AAV) vector ferries DNA into
the patient’s cells that carries the
instructions for producing the deficient clotting factor. Hepatocytes
produce most clotting factors, so
they are the target cells for hemophilia gene therapy. Even a small
increase in clotting factor levels can
convert a severe case of hemophilia
into a mild one.
Several gene therapy candidates
are currently in late-stage clinical
trials. At least three are for hemophilia B. They are intended to be
one-time treatments and possibly
curative. The excitement about
these gene therapies that could be
curative is tempered by their price,
which is likely to be in the millions
of dollars for a single treatment. If
the price tags are as high as expected, they would rank as the world’s
most expensive treatments. The
drug developers say seven-figure
price tags are justified by development costs and the avoidance of
lifelong treatment that winds up
costing in the millions of dollars.
Some payers are selling special coverage for these and other extraordinarily high-priced therapies.
Currently, the leading gene
therapy candidate is one that
has been developed by uniQure,
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THE NUMBER OF HEMOPHILIA A AND B PATIENTS IN THE U.S.
Factor
level ≥40%

Mild

Moderate

Severe

Severity
Unknown

Total

Hemophilia A

1,602

7,310

3,564

9,505

495

22,476

Hemophilia B

629

2,261

2,477

1,755

131

7,253

Numbers are based on data reported by about 150 hemophilia treatment centers from 2012 to 2022. By some estimates, as many as onethird of hemophilia patients are not treated at the centers, so these figures could be an undercount of the actual number of people with
hemophilia in the U.S.
Source: CDC

headquartered in Amsterdam, and
CSL Behring, in suburban Philadelphia. They have partnered to
develop EtranaDez (etranacogene
dezaparvovec), which uses a vector
called AAV5 to deliver the Padua
gene variant of factor IX (FIX-Padua). FIX-Padua generates factor IX
proteins that are potentially five to
eight times more active than the
factors the body normally produces.
Moreover, the AAV5 may be effective in most hemophilia B patients
who have developed antibodies to
other AAV vectors.
The phase 3 HOPE-B pivotal clinical trial demonstrated that EtranaDez is more effective than standard
factor IX prophylactic therapy in
reducing annualized bleeding rate.
The trial enrolled 54 adult males
with moderate to severe hemophilia
B. All participants received a single
intravenous infusion of the study
treatment after receiving standard
factor IX prophylaxis. Participants
maintained stable factor IX levels
and activity at 18 months following
one infusion, and an impressive 98%
of patients were able to discontinue
prophylactic factor IX treatment.
Additionally, study data showed that
EtranaDez is effective in patients
with viral vector antibodies.
These results were presented in
February at the European Association of Haemophilia and Allied ,\
Disorders 2022 annual meeting. In
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May 2022, the FDA accepted the biologics license application (BLA) for
EtranaDez for priority review based
on those results. Priority review
of a BLA is granted to treatments
that would significantly improve
the safety or efficacy of the current
treatment, diagnosis or prevention
of serious conditions.
Close on EtranaDez’s heels is Pfizer’s fidanacogene elaparvovec. Like
EtranaDez, Pfizer’s gene therapy for
hemophilia B uses an AAV vector
to deliver the FIX-Padua variant.
Following encouraging results from
phase 1 and 2 studies, Pfizer has
initiated the BENEGENE-2 phase
3 trial to evaluate the safety and
efficacy of fidanacogene elaparvovec in adult males with moderate
to severe hemophilia B. The study
enrolled 45 men aged 18 to 65 years
with moderate to severe hemophilia.
The participants will receive a single
intravenous infusion of fidanacogene elaparvovec after receiving a
minimum of six months of factor
IX prophylaxis therapy and will be
evaluated over six years. The study’s
primary outcome is the annualized
bleeding rate. Primary results are
expected in November 2022.
Freeline Therapeutics, a clinical-stage biotechnology company
based in the U.K., is taking a slightly
different approach toward hemophilia B gene therapy. Its FIX-Padua
delivery vehicle is a synthetic AAV

capsid (AAVS3) designed to convert
more target liver cells than other
vectors, such as AAV5.
The company has completed the
B-AMAZE phase 1 and 2 study of its
investigational treatment, verbrinacogene setparvovec, for use in
adult males with moderate to severe
hemophilia B. In the B-AMAZE
study, 10 adult males with moderate
to severe hemophilia B received
one of four treatment doses. All
participants received prophylactic
immunosuppression of prednisolone with or without tacrolimus.
Primary outcomes were safety and
efficacy as assessed by factor IX
levels at 26 weeks. All but one of the
participants had sustained factor
IX activity at the 27-month median
follow-up. Additionally, patients had
fewer bleeding episodes and reduced
use of factor IX therapy compared
with baseline. Researchers conclude
that low doses of verbrinacogene
setparvovec can achieve normal
factor IX levels in patients with moderate to severe hemophilia B. After a
successful meeting after its phase 2
trial, Freeline Therapeutics plans to
proceed with a phase 3 trial.

Rosanna Sutherby, Pharm.D., is
an independent medical writer and
community pharmacist in High Point,
North Carolina.
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Are interchangeable
biosimilars better?

e

Some companies are using the interchangeability designation
as a marketing ploy. by TONY HAG E N

J

ust how similar are
biosimilars to their
brand-name “originators”?
That is a question that
continues to hang over
biosimilars and impede
their acceptance into
everyday healthcare.
Congress and the FDA may have
unwittingly fed the doubts by
creating the interchangeable
designation. Some manufacturers
contend there is a perception,
encouraged by the makers of
interchangeable biosimilars and
their marketing tactics, that
interchangeables are somehow
“better biosimilars.”
Biosimilars are certified by drug
regulators, such as the FDA in the
U.S. and the European Medicines
Agency in Europe, to be as safe and
effective as their reference products.
Interchangeable biosimilars are no
different from biosimilars, except
that when a physician prescribes an
originator biologic, pharmacists can
give the patient an interchangeable
biosimilar without having to consult
the physician, subject to individual
state laws.
Adding to the confusion is that
interchangeable biosimilars undergo
switching studies to ensure that patients who go back and forth between
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the originator agent and the interchangeable agent won’t experience
any difference in outcomes.
Companies such as Alvotech
and Biocon Biologics are using the
interchangeable designation as a
marketing ploy to set their biosimilars apart from others. The tactic is
a concern for manufacturers such as
Samsung Bioepis that opted to create
plain-Jane biosimilars without the
interchangeable designation.
“It is increasingly urgent that
semantics are clarified,” lead authors Joseph P. Park, Ph.D., senior
manager of regulatory affairs for
Samsung Bioepis, and Gillian Woollett, M.A., vice president and head
of regulatory strategy and policy at
the company, wrote in an opinion
piece published in BioDrugs in June.
Their central argument is that interchangeability “is a legal distinction,
not a clinical one.”
The other authors of the piece
also work for Samsung Bioepis,
which has a major stake in the
interchangeable debate. The South
Korean company has developed a
biosimilar to Humira (adalimumab)
called Hadlima (adalimumab-bwwd) that is not designated as interchangeable.
The interchangeable issue will
come to a head next year when the
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Humira market will be flooded with
biosimilars, both interchangeable
and regular. As many as 11 Humira
biosimilars may enter the market
in 2023.

Marketing appeal
Although interchangeables can
be substituted more freely at the
pharmacy counter, doctors (not
pharmacists) still can substitute
regular biosimilars as they wish and
use them as indicated by the FDA
or off label. “For every FDA-licensed
biosimilar, physicians and their patients can have as much confidence
as they historically have had with
the originator product,” Park and
Woollett wrote in BioDrugs.
Interchangeables have not been
around that long. Semglee (insulin
glargine-yfgn) was approved as the
first interchangeable biosimilar in
July 2021. Biocon Biologics specifically sought that designation
so it could rebrand Semglee and
strengthen its marketing appeal.
Boehringer Ingelheim’s Humira
biosimilar, Cyltezo (adalimumab-adbm), received an interchangeable designation in October 2021,
and Alvotech, an Icelandic company, may get one for its Humira
biosimilar, named AVTO2 for now.
The FDA is currently reviewing the
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How will the IRA affect biosimilars?

Groups representing manufacturers of reference drugs
and biosimilars say the Inflation Reduction Act (IRA) will
stunt the growth of a strong biosimilar market. Medicare
price negotiation is the culprit, in their view. Under the IRA,
the CMS will, for the first time, negotiate the price of drugs
purchased for Medicare beneficiaries. The law limits the
negotiations to a limited number of drugs at first, starting in
2026 with 10 drugs covered by Part D. Biologics that are the
reference products for biosimilars could be among those first
10 or subsequent groups of drugs with negotiated Medicare
prices. The trade groups argue that by reducing the price of

company’s application for AVTO2,
and the biosimilar could hit the market mid-2023. That would pit two
interchangeable Humira biosimilars
against the rest of the Humira biosimilar field, although Pfizer, Amgen
and Samsung Bioepis have said they
also intend to seek interchangeable
status for their biosimilars. Because
they are coming on the market
during the same year, the Humira
biosimilar market in 2023 and beyond will be a good test whether the
interchangeable designation will be
an advantage for biosimilars.
Interchangeability in other
countries is not an added regulatory
distinction, according to Park, Woollett and their colleagues. “European
Union regulators have stated that
they consider all their approved
biosimilars to be interchangeable as
a clinical matter,” they wrote.

North of the border
Public health authorities in Canada,
impatient with the slow pace of
biosimilar adoption, have forcibly
switched patients to biosimilars
unless their doctors obtain medical exemptions. Canadian officials
consider biosimilars to be equal
to reference products, period, and
therefore the issue of interchangeably is moot.
As Canadian experience has
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the reference products, CMS price negotiation will have a
knock-on effect on the prices of biosimilars. Lower prices
would mean less-robust profit margins and, potentially, a
reduction in investment in biosimilars, they say.
But there are counterarguments. For one thing, the law
includes a provision to incentivize physicians to prescribe
biosimilars. That provision increases the existing add-on fee
paid to physicians who prescribe biosimilars from 6% of the
average sales price (ASP) of the reference product to 8% of
reference product’s ASP.
— Tony Hagen

shown, physicians can be hesitant
about adopting biosimilars, and many
tend to hold out for as much clinical
data as they can get. This tendency
gives an edge to companies that invest
in additional switching studies so their
biosimilar can qualify for an interchangeable designation.
However, many biosimilar experts
argue that biosimilar comparability to
reference products is demonstrated
best by analytical testing, such as laboratory pharmacokinetic and pharmacodynamic studies. Clinical studies
conducted with human subjects are
less precise, they say. Occasionally,
biosimilar studies conclude that biosimilars are not always close copies of
reference products. Sometimes these
differences are chalked up to the nocebo effect — when people experience
adverse effects and other negative
consequences from a medication (or a
placebo) that they believe is inferior or
possibly harmful.
A study published in the journal Skin Health and Disease in late
2021 will not help the case for those
arguing for biosimilars. The results
showed that patients who switched
to the Humira biosimilar Amjevita
(adalimumab-atto) were more likely
to have exacerbated symptoms of
psoriasis. The authors wrote that
30% of patients receiving Amjevita
had increased psoriasis severity

and lower quality of life. They said
outcomes returned to normal when
patients restarted Humira.
However, the study was retrospective, conducted at a single
center and unblinded, all of which
cast some doubt on the validity of
the findings. Amjevita, an Amgen
product, is scheduled to be the first
Humira biosimilar to come on the
U.S. market in 2023. It does not have
the interchangeable designation.
The FDA has worked to educate
the public on the differences between biosimilars and interchangeable biosimilars, and more guidance
is on the way. Sarah Yim, M.D.,
director of the Office of Therapeutic
Biologics and Biosimilars at the
FDA’s Center for Drug Evaluation
and Research, outlined some of the
agency’s plans in a talk in late 2021.
She said manufacturers also need
help understanding what happens
to interchangeable designations
when the method of administration
changes. Such changes could raise
questions about whether interchangeable biosimilars are still interchangeable with reference products
if reference products are delivered
another way.
Tony Hagen is a medical, business and
environmental editor and writer in Florence,
New Jersey.
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UnitedHealth eliminates cost
sharing for 5 treatments
Insulin, albuterol, epinephrine, glucagon and naloxone are on
the list. by D E BORAH AB RAM S KAPLAN

A

bout 18 million people in
the United States, or about
7% of adults, reported that
they were not able to pay
for at least one prescription
medication in their household
during the previous three months,
according to a 2021 West Health
and Gallup survey. The proportion
doubled for households with
an adult younger than 65 years
compared with those older than
65 years.
In July, UnitedHealth Group
made a move that could help some
of its members facing high drug
bills. The health insurer, the largest
in the country by several measures,
announced that starting January
2023 it will eliminate cost sharing
for insulin and four medications
that tend to be used in emergencies: albuterol, epinephrine, glucagon and naloxone. The new policy
will affect about 8 million people
in its fully insured group plans,
including 688,000 who currently
use the medications. Employees of
larger companies that self-insure
are not included.
Patients with asthma use
albuterol for acute asthma attacks.
Epinephrine is used on an as-needed basis for severe allergic reactions, while glucagon is administered in emergencies for low blood
sugar. Naloxone is an emergency
treatment for opioid overdose.
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Its members will benefit from
the absence of cost sharing, but so
will UnitedHealthcare, the health
insurance division of UnitedHealth,
says Doug Behrens, CEO of MyFreePharmacy, a monthly subscription
service for generic prescription
drugs. Adherence should improve
and reduce expensive interventions, including hospitalizations,
notes Behrens. “It saves (UnitedHealthcare) millions by making
sure that their (patients’) $200 vial
of insulin is paid
for,” he says. There
is no argument
with that from
UnitedHealthcare,
which said in a
prepared stateBEHRENS
ment that the
absence of out-of-pocket expenses
“would encourage better medication adherence, reducing the risk
of complications and expensive
hospitalizations.”
High out-of-pocket costs for
insulin are very much part of the
political discussion these days. One
provision of the Inflation Reduction Act caps insulin out-of-pockets
at $35 a month for people covered
by Medicare, although the cap does
not extend to those with commercial insurance. Other legislation
has been introduced that would
cap insulin out-of-pocket expenditures for people with commercial
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insurance, and those bills might be
voted on this fall.
UnitedHealth did not answer
questions from Managed Healthcare Executive® that would fill in
some details about anticipated
patient savings and savings the
company might realize from lower
healthcare utilization.
UnitedHealth and other insurers
have been reporting strong financial results lately. Executives said
in UnitedHealth’s second-quarter
earnings call in July that profit
levels exceeded analyst expectations, with revenue up 13% that
quarter, to $80.3 billion. Although
Behrens believes in low-cost access
to medications, he is critical of
UnitedHealth’s approach. Aside
from the insulin, “they are mostly
drugs used for emergency care,”
he said. Behrens would rather see
no cost sharing for drugs taken
daily, such as those taken by many
people to lower high cholesterol
levels or keep blood pressure in the
healthy range. “If they were daily
drugs, I would think it’d be more
powerful in assisting the members,”
says Behrens. “It’s great to get the
headlines saying ‘Hey, we’re sharing
the cost.’ But it’s grandstanding. It’s
not health care.”
Deborah Abrams Kaplan is a
freelance writer who covers medical
and practice management topics.
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Despite the efforts of healthcare providers and payers to forge a unified ecosystem, navigation remains a critical challenge
for patients. Nowhere is this more true than in oncology, where navigation support has proven effective but barriers to care
remain high1. At Jasper Health, we’ve developed a solution: Our Coach+ product gives patients crucial psychosocial support
that augments and complements clinical care, improving long-term health outcomes.

Coaching: A Missing Adjunct to Clinical Care

The US healthcare system is complex and fragmented. Patients lack essential navigation
tools, and face both individual and systemic barriers to care. Jasper Health’s Coach+ program
helps break down these barriers, empowering patients to use healthcare resources more
efficiently and effectively.
Jasper Health coaches can monitor patient symptoms, track medication use, suggest dietary
adjustments, answer financial questions, recommend fitness activities, and more. These
interactions are grounded in an empathetic, ongoing relationship between patient and coach,
and can be initiated by either party. The goal is to improve clinical adherence while enhancing
the patient experienceZfrom diagnosis through remission, palliative care, and beyondk

A Patient-centered, Data-driven experience

The Coach+ program is fully aligned with NCCN standards and powered by real-time, YoyW
insight into patient wellness. This data is sourced from symptom and medication trackers, as
well as wearable technology (e.g. Apple Watch and Fitbit) that seamlessly integrates with the
Jasper Health dashboard. These insights allow coaches to make rapid, personaliNed
recommendations based on patient-reported symptomsZa strategy proven to reduce
healthcare usage while bettering patient outcomes2i
Interactions between patients and coaches are powered by Jasper Health’s proprietary
machine learning software. This technology allows us to create recommendations that are
uniquely tailored to the patient’s diagnosis, symptoms, demographics, and individual
preferences and behaviors. The longer we work with a patient, the more effectively we can
meet their needsk
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The Efficiency & Empathy that Patients Deserve

Jasper Health coaches can address patient questions via 24/7, HIPAA-compliant text, video,
and voice chat. This gives oncology patients crucial guidance between appointmentsZwhen
healthcare navigation challenges would otherwise drive them to seek unnecessary urgent or
emergency care. Equally important, it helps them work tightly and effectively with their
clinicians, yielding better health outcomes and a profoundly improved experience.
This psychosocial support has positive ramifications for the patient’s financial status, mental
health, dietary choices, physical activity levels, and more across the entire cancer journey. Our
coaches are uniquely positioned to deliver this critical service: Their responsiveness and
availability builds an irreplaceable relationship with the patient, and their specialiNed training
and experience makes them invaluable resources. To date, the Jasper Health Coach+ program
has a 1yyH approval rating from our members, demonstrating the deep need for services of
this type among people affected by cancerk

The Duture of 1ncology Care

The healthcare industry is changing, and thought leaders are seeking out new, dynamic ways
to elevate the patient experience and improve outcomes. Oncology care coaching represents
a major opportunity in this regard, and Jasper Health is excited to see our work contribute to
this evolving field.
Visit hellojasper.com to request a conversation about how Jasper Health can improve cancer care experiences and reduce costs.

CE1 and Co-Dounder
Adam Pelligrini is CEO and
Co-Founder of Jasper Health.
With digital application experience
at CVS, Fitbit, Walgreens, icrosoft,
The American Cancer Society, and
as a clinician in the U.S. Army,
Adam’s 21 years of diverse
experience across multiple
sectors drive his empathetic,
patient-driven approach to
helping those with cancer.

1

National Library of Medicine
https://pubmed.ncbi.nlm.nih.gov/Yy887125/

2

National Library of Medicine
https://pubmed.ncbi.nlm.nih.gov/Y4572842/

ANNAMARIA
MACALUSO
DAVIDSON, M.D., MBA

They are inspiring, this year’s 10 emerging industry
leaders. Talented, caring, innovative, full of ambition
— for themselves, their organizations, for healthcare
overall. They are pediatricians, entrepreneurs, physician
executives They have taken on COVID-19 challenges.
They are transforming healthcare to be more efficient
and equitable. They are leaders to a brighter future.

BY KAR E N APPOLD

I grew up in Houston. After graduating cum laude from Memorial High
School, I graduated magna cum laude
and with honors from Texas A&M University in College Station.
After that, I received an M.D. from
The University of Texas McGovern
Medical School in Houston. I also
earned an MBA at the University of
Texas at Tyler. I am board certified in
occupational and environmental medicine, as well as medical quality.
I currently serve as a board member
of the Texas College of Occupational
and Environmental Medicine and as
a member of the Program Evaluation
and Residency Advisory Committee for
Occupational and Environmental Medicine at McGovern Medical School at
UTHealth Houston.
My strong work ethic is inspired by
my family’s legacy: hardworking men
and women, skilled lifelong learners
and educators, immigrants with great
courage, a love of medicine and a firm
commitment to their communities.
Helping to keep our workforce safe
and being able to care for patients
during the pandemic have been a
challenge and also a privilege. There
is such benefit, dignity and power in
work. Providing practical guidance to
employers throughout the pandemic
so their staff could work safely has also
been rewarding. I led an effort to implement new best-in-class, rapid molecular (COVID-19) testing in a variety
of settings across Memorial Hermann,
providing an improved clinical and patient experience.
Why did you decide to pursue a
career in healthcare?
I grew up around medicine. My father
is a dentist, and my grandfather is an
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Vice president, employee health medical
operations, at Memorial Hermann Health
System in Houston

10 Emerging Industry Leaders
allergist and pediatrician. The extended
family is full of surgeons, radiologists,
pharmacists and hospital administrators. Medicine was always at the top of
my list. I thought about education as
well but eventually decided on medicine because I could practice and incorporate education into my work. I saw
firsthand the honor of the profession
and the blessing of learning a skill and
helping and serving others through
those gifts. I am proud of my legacy. It
inspires me daily.
Which career accomplishment are
you proudest of and why?
I’m thankful to have been able to work
and train during my early years with
Memorial Hermann. But I am proudest
to have achieved my current position.
We have a talented, compassionate and
skilled workforce. And we have such a
great purpose that drives our work: to
improve our community’s health. In
this role, I get to work with companies
across our city to improve the health of
their workforces and workplaces.
What is the most challenging part
of your current position?
Telling the story of our work. There is
so much good work being done, but
synthesizing, standardizing, creating

and disseminating information and
data across a large organization can
be challenging. It is also really inspiring to organize the details and create
the visuals.
What is your organization doing to
address healthcare equity?
Memorial Hermann has wonderful
partnerships with our community to
create improved access to care and resources in underserved communities,
in the workplace and in our community
at large. We are continuously improving, looking to deliver personalized
and compassionate care to every community member. We value each other’s
unique identity and contribution as we
learn, design the customer and employee experience, and practice medicine.

“I am proud of my legacy.
It inspires me daily.”
— Annamaria Macaluso Davidson, M.D., MBA

If you could change one thing in
U.S. healthcare, what would it be?
To ensure that the healthcare workforce feels valued and appreciated — restoring joy in work through
community building, reducing waste,
improving resilience and doing purpose-driven work.
How do you avoid burnout?
I consistently remind myself of the
purpose in my work — to improve the

EMILY LAFEIR FRY, M.H.A.
Vice president of innovation operations at the Geisinger
Health System in Danville, Pennsylvania, a regional
healthcare provider and health plan
I grew up in the Detroit suburbs. I earned a B.S. in health policy and administration and a master’s degree in healthcare
administration and management, both from Pennsylvania
State University.
My brothers, who are both computer engineers, taught me
about the power of technology. A former colleague was instrumental in teaching me about systems architecture and
gave me confidence to use my healthcare expertise embedded with technology.
However, I’ve found that the lessons I’ve learned on
the job during my career and my roles in innovation have
been the most impactful professionally. The opportunity
to work with a variety of leaders and be exposed to
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health of our communities, to honor
and support my family and to work with
excellence unto the Lord. There are
also practical tools that bring rest and
refreshment: working out, organizing
(think “The Home Edit”!), cooking, entertaining, giving thanks and spending
time with my husband, four children
and extended family.

strategic decision-making from early on in my career has
been invaluable for my growth.
After starting my career in a front desk staff position at
Beaumont Health in Troy, Michigan, I knew I wanted to pursue a long-term career in healthcare. I’ve surrounded myself
with experts and contribute value by providing operational
perspective and being a voice for clinicians.
In addition to leading my team at Geisinger, one of the
most important leadership highlights of my career has been
working to find ways to get fresh produce into food deserts,
such as within corner store markets for underserved populations. Experiences like that remind me to always give back
and hold such gratitude for everything that I have. It was a
humbling experience.
Why did you decide to pursue a career in healthcare?
I always knew that I wanted a career that allowed me to give
back to my community. I love helping people and learning
about the science behind the human body. Understanding all
of the aspects of healthcare motivates me.
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Which career accomplishment are you proudest of and why?
I’m most proud of building the Intelligent Automation Hub at
the Geisinger Steele Institute for Health Innovation. Supporting Geisinger’s strategic priorities, our business architects
and developers collaborate across the organization to help
deliver automated solutions that create better business outcomes and an improved patient and employee experience.
Adding layers of intelligence to our processes with enhanced automation frees our employees to do higher-value
work, which better uses their skills. This translates to better
care for our patients.
Intelligent process automation technology provides employees — including nontechnical ones — the tools to configure their own software robots, chatbots and conversational
AI (artificial intelligence) to solve redundant processes. By
partnering with the automation team, Geisinger employees
can even create their own virtual business assistant, or “bot,”
to complete tedious tasks.
It’s the most challenging job I’ve ever had, but it’s the most
rewarding experience. I led the creation of a completely new
team and infrastructure to run the hub. Over the past two
years, I’ve witnessed how my team is making a difference
through (COVID-19) and the power of digital capabilities to
improve outcomes.
What is the most challenging part of your current position?
The change management aspect of creating meaningful
change, not just through technology but through implementing new ways of working and educating teams. Guiding change in an environment while also steering the ship in
the right direction is challenging but fulfilling when implemented correctly.
What is your organization doing to address healthcare equity?
Geisinger has always been committed to healthcare equity
but recently increased its efforts by hiring additional executive
leadership and focusing a team on several areas including our
data disparities and cognizance of the digital divides among
our populations.

If you could change one thing in U.S.
healthcare, what would it be?
If I had a magic wand, I would change

“I’ve found that the
lessons I’ve learned on
the job during my career
and my roles in innovation
have been the most
impactful professionally.”
— Emily LaFeir Fry, M.H.A.
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our payment incentives and model for financing healthcare.
How do you avoid burnout?
I prioritize family first. Rooting myself back to my family
keeps me grounded. This prevents me from prioritizing
work over everything else and getting burned out. My family and I are avid hikers and climbers; we love to be outdoors and enjoy the quiet and slowness of nature outside
our fast-paced lives.

TRAVIS GAYLES, M.D., PH.D.
Chief health officer of Hazel Health, a pediatric physical
and mental telehealth provider for K-12 schools,
headquartered in San Francisco
I grew up in the small town of Chase City, Virginia. As
an undergraduate at Duke University, I double majored
in public policy studies and African/African American
studies. After college, I studied pediatric palliative and
end-of-life care at the Institute of Medicine (now National
Academy of Medicine) and worked at the Advisory Board
Company, a healthcare consultant firm, as a syndicated
research analyst.
Based on those experiences and my interest in policy, I
wanted to practice medicine and also be active in research
and policy around improving care access and addressing
health disparities. I pursued my M.D. and Ph.D. through the
Medical Scholars Program at the University of Illinois. My
Ph.D. was in community health with a focus in health policy.
I completed a pediatrics residency at Northwestern/Children’s Memorial Hospital (now Lurie Children’s Hospital of
Chicago) and a fellowship in general academic pediatrics
with a focus on adolescent and young adult medicine.
Leadership high points include serving as chief medical
officer of the HIV/AIDS, Hepatitis, Sexually Transmitted
Diseases and Tuberculosis Administration for the Washington, D.C., Department of Health; health officer and
chief of public health services for Montgomery County,
Maryland; and chief health officer at Hazel Health. I’ve also
served on the faculty of New York University, the University
of Maryland and Johns Hopkins Bloomberg School of Public Health, and I currently co-chair the CDC/HRSA (Centers for Disease Control and Prevention/Health Resources
and Services Administration) Advisory Committee on HIV,
Viral Hepatitis, and STD Prevention and Treatment.
Why did you decide to pursue a career in healthcare?
From a strictly academic point of view, I find pathophysiology — how the body works and disease processes, particularly pediatric illnesses — fascinating. Healthcare provides
the tools and platform to use clinical skills as well as policy,
advocacy and research to correct disease processes. Given
how many volatile things are occurring in the world, I view
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who knows what even greater things
they would have accomplished. I hope
my career path is a sign for those growing up where I did that the sky’s the limit.

“I hope my career path is a sign
for those growing up where I
did that the sky’s the limit.”
— Travis Gayles, M.D., PH.D.
healthcare as an equalizer to at least ensure that children are healthy and able to
combat what they may face in the world.
Which career accomplishment are
you proudest of and why?
Graduating from medical school and
completing the Medical Scholars Program. I am the first in my family to become a physician, namely because so
many of the previous generations never
had the opportunities that their hard
work provided for me. I often think if
they had more equitable access to education and economic opportunities,

What is the most challenging part
of your current position?
Trying to create a sustainable business model that is socially driven. The
easy route would be to simply view
clinical service delivery as a transaction, but the more impactful piece is
providing high-quality clinical care
that addresses the whole child — inclusive of the impact of social determinants of health and other factors
on a child’s ability to be healthy and
present. Children are not high-cost
users of healthcare services, and as
a result, there is a less significant investment in funding pediatric services, especially in prevention.

If you could change one thing in
U.S. healthcare, what would it be?
So much of our pediatric care model
is built upon waiting for a child to be
symptomatic or in crisis, as opposed to
building a sustainable culture of prevention for both physical and mental
health. We need more investment from
the public health/population health
branch and greater commitment from
the payer system to support building
and sustaining a culture of prevention
and inclusion of support services, such
as case management and addressing
social determinants of health. We cannot continue to wait for children to be
in crisis before we step up and address
their concerns.

What is your organization doing to
address healthcare equity?
Hazel is designed to address systemic
inequities by providing high-quality
healthcare at no cost to students or
families, regardless of their financial,
insurance or immigration status, to
students where they already spend
most of their day — which is at school.

How do you avoid burnout?
I am a big advocate of self-care. The
method doesn’t have to be expensive,
but intentional. I enjoy playing competitive tennis, traveling, seeing theatre and exploring new restaurants. I
also value connecting with family and
friends to disconnect from the rigors of
the job and help maintain perspective.

CESAR HERRERA, MBA, M.P.H.
Chief executive officer and co-founder of Yuvo Health, a
technology-enabled administrative and managed-care solution
for federally qualified health centers based in New York City
After immigrating to the United States from the Philippines
at age 3, I grew up in working-class neighborhoods in and
around Detroit. I have an MBA from New York University
Stern School of Business and an M.P.H. from Johns Hopkins
Bloomberg School of Public Health. Before starting Yuvo
Health in 2021, I was the head of existing business for Zocdoc, a platform that allows patients to book appointments
for medical care, and the chief solutions officer at Healthify,
which provides access to networks of social service organizations. My family resides in the Washington, D.C., suburbs.
Why did you decide to pursue a career in healthcare?
I grew up knowing I wanted to work in healthcare, although
I didn’t figure out the specifics until my college years. As a
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This eliminates barriers including cost,
transportation and provider shortages
to increase equity and access.

former patient of federally qualified health centers (FQHCs),
I was significantly influenced by the healthcare industry at
a young age. FQHCs, which provided care to historically underserved communities, gave my family care, support and
dignity, regardless of our health insurance status.
Which career accomplishment are you proudest of and why?
I’m most proud of launching Yuvo Health with my three
co-founders. Collectively, we share a deep-rooted mission: to
be an advocate and protector of people in historically disenfranchised and low-income communities that may be struggling to access care.
What is the most challenging part of your current position?
The lack of access to healthcare in the United States goes far
beyond healthcare itself. Our country’s health inequities are
a function of institutional racism and classism — issues that
are deeply rooted. Although we’re tackling health inequities
through our work, there is so much more to be done on a
broader scale by policymakers to improve access to care.
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What is your organization doing to
address healthcare equity?
FQHCs are the “boots on the ground”
in underserved communities, providing
care to those who need it most. They
also face unique operational challenges that prohibit the growth needed to
meet demand. Yuvo Health is helping
FQHCs serve more members of their
communities by connecting FQHCs to
value-based contracting and administrative services so they can elevate their
revenue models into something more
sustainable. FQHCs are then empowered to extend their reach to more people who need access to care.
If you could change one thing in
U.S. healthcare, what would it be?
I want healthcare to be equally accessible to everyone, regardless of their
geography, socioeconomic status, race,
culture or language. According to the

LISSY HU, M.D., MBA
CEO and founder of CarePort, powered
by WellSky, a healthcare software
company headquartered in Boston
I immigrated to the United States
from China with my parents at age 5.
Inspired by my father’s love of science
and my mother’s career as a nurse and
home health aide, I decided to pursue
medicine. I received my B.A. in premedical studies and sociology from
Columbia University. I went on to simultaneously earn an MBA from Harvard Business School and an M.D. from
Harvard Medical School.
My biggest leadership high point of
my career has been seeing CarePort
grow. I always knew the platform filled
a market gap but never could have
imagined that the company would become so trusted by key medical stakeholders, resulting in two successful acquisitions — most recently, by WellSky
in December 2020. Growing CarePort
and ensuring that all employees had a
home in this next stage of the company’s life have been one of my greatest
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Health Resources and Services Administration, there are 20 million low-income individuals across the United
States who don’t have access to an
FQHC and need primary care. If we continue to create a healthcare ecosystem
where providers are paid significantly
less for Medicaid patients than for commercially insured patients, then this access gap will never go away.
How do you avoid burnout?
I avoid burnout by spending meaningful time with my three children and wife,
during which I am fully present. Because

it’s easy to feel that we should always be
available, I add personal time blocks to
my calendar that cannot be scheduled
over. For example, I have time blocks
for workouts and school drop-offs each
morning, as well as a family dinner time
each evening. If I don’t take control of
my calendar, it can easily take control of
me. Truly unplugging from work, even if
just for short windows each day, helps
me be more present when working.

“Our country’s health inequities
are a function of institutional
racism and classism — issues
that are deeply rooted.”
— Cesar Herrera, MBA, M.P.H.
professional accomplishments to date.
Why did you decide to pursue a
career in healthcare?
While I was a student at Harvard Medical School and Harvard Business School,
I noticed an immediate, unsolved need
in healthcare — improving patient outcomes by streamlining patient care transitions from acute to post-acute care.
The company was founded when I
submitted a winning business plan for
this idea in the 2012 Harvard Business
School Business Plan Competition in the
Social Enterprise Track, which provided
me with the funding needed to get CarePort off the ground.
Now CarePort connects more than
1,000 hospitals with more than 130,000
post-acute providers to deliver real-time data and actionable insights to
ensure that patients receive the best
care possible as they navigate the continuum of care.
Which career accomplishment are
you proudest of and why?
CarePort is my proudest career accomplishment because I built the company
with a team. It’s always better to achieve
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something with others, and building a
company is truly a team sport. It’s been
immensely gratifying to see my vision
get better over time as people from all
walks of life contribute to it in the service of our health system and patients.
What is the most challenging part of
your current position?
As the company grows, the challenges it faces constantly change. I am always trying to balance tackling today’s
problems with looking around the corner and preparing for what is to come.
What is your organization doing to
address healthcare equity?
As a medically trained doctor, I know it
is critical to address patients’ social determinants of health (SDOH), including an individual’s access to nutritious
food, transportation, safe housing and
social connections, to achieve true
wellness. As healthcare delivery shifts
toward home-based care, CarePort
offers access to a broader network of
post-acute providers, including home
health and community-based organizations that address patients’ SDOH
needs. It also enables providers to bet-
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ter engage patients in making informed
decisions about their care.
If you could change one thing in U.S.
healthcare, what would it be?
I would change the U.S. healthcare system so that providers, payers and patients are better connected. Technology
is helping us better connect the dots,
but many silos persist in the system
today. In order to improve connections
and eliminate these silos, all the critical stakeholders involved in a patient’s
care should be able to identify, track
and manage patients throughout the

SANJEEB KHATUA,
M.D., MBA, M.P.H.
Chief physician executive at Northshore
Edward-Elmhurst Health, a health
system based in Evanston, Illinois
I grew up in San Jose, California, and
dreamed of being a physician from
an early age. I am a board-certified
family medicine physician and have
also earned an M.P.H. from Loma
Linda University in Loma Linda,
California, and an MBA in healthcare management from Loyola University Chicago.
Among the many high points in
my career are leading COVID-19 response efforts for Edward-Elmhurst
Health as incident commander at
the onset of the pandemic and assisting in creating and developing
its opioid initiative. I’m also a passionate physician champion and recently initiated a Physician Vitality
Program to help address physician
stress and burnout.
Why did you decide to pursue a
career in healthcare?
I am motivated to help people live
their best lives. Being a physician is
both intellectually challenging and
deeply meaningful in helping families and individuals when they need
us most.
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continuum of care because of failures
in care coordination — technology
that enables this will not only improve
healthcare costs, but also lead to greater
patient outcomes.
How do you avoid burnout?
Staying close to CarePort’s mission
helps me avoid burnout. I reflect on
what I am doing on a regular basis to
ensure that I am focused on actions
that move the needle forward for the
company and focus on tasks that make
a difference.

Which career accomplishment are
you proudest of and why?
Helping lead the COVID-19 response
at Edward-Elmhurst Health was one of
the most gratifying experiences of my
career — although it didn’t always feel
gratifying as we were going through it.
It taught me a great deal about leading with values, staying even keeled
and using a practical approach to
manage challenges. Leading during
(COVID-19) was a pressure test for
me and my leadership style. I believe
we led with integrity and humility,
which allowed us to be thoughtful and
empathetic.
What is the most challenging part
of your current position?
Trying to define a new normal (postCOVID-19) for all our teams, patients
and communities is our biggest challenge. Not knowing or being able to
predict what healthcare will look like
over the next few years leads to increasing amounts of angst for everyone. How we manage this and get to
more clarity will be important for our
future.
What is your organization doing to
address healthcare equity?
A prominent feature of the NorthShore-Edward-Elmhurst Health merger is our mutual commitment to our
communities and creating new community investment funds. Each organization has committed $100 million

“I am always trying to balance
tackling today’s problems with
looking around the corner and
preparing for what is to come.”
— Lissy Hu, M.D., MBA

to our respective communities. These
funds will generate millions of dollars annually to enhance health and
well-being, advance health equity and
support local economic growth.
Earlier this year NorthShore announced its first seven recipients, with
awards totaling $2.6 million to help address priority needs including mental
health services for the underserved,
help for survivors of domestic violence,
economic and career development,
support for those with food insecurity
and mobile services outreach.
If you could change one thing in
U.S. healthcare, what would it be?
I would alter payment mechanisms
with policy changes and alignment
that would make it easier for patients
to receive care by reducing barriers
and minimizing confusion. In order
for this to happen, there needs to be a
more concerted effort to shift from feefor-service to value-based care.
Although CMS/CMMI (Centers for
Medicare & Medicaid Services Innovation Center) have made some progress
in creating new payment mechanisms,
there has yet to be a broad-based shift.
If we can shift the focus to value, it will
allow caregivers to feel more in control
of care delivery, which will translate to
better outcomes at a lower cost.
How do you avoid burnout?
By spending time with my family; exercising — for example, playing bas-
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ketball, soccer, high intensity interval
training; and maintaining friendships
and industry relationships outside of
my day-to-day work.
I also regularly focus on managing
the things that I can control. It’s easy to
get complacent about all the challenges
we face, but I believe we have to make

the best of what our current system is
while doing the best we can to impact
future policy.
I would like to add that it is difficult
to burn out when your job does not feel
like a job. I love what I do and feel very
fortunate to be in a position to make
things better for our teams and patients.

“ I believe we have to make the best of what our current
system is while doing the best we can to impact future policy.”
— Sanjeeb Khatua, M.D., MBA, M.P.H.

MAIRÉAD MCINERNEY, M.S.W.,
LCSW, CCM
Corporate director of population health, wellness coordination, at
AmeriHealth Caritas, headquartered in Philadelphia
I grew up in Queens, New York, immersed in cultural diversity. I am an American born to two Irish immigrant parents who
shared the dream of ensuring that their daughters received a
quality education. As first-generation students, my sister and I
became the first in our family to earn high school degrees.
I went on to earn a B.S. in psychology and minor in faith-justice from Saint Joseph’s University and a M.S.W. from University
of Pennsylvania.
As someone who takes great pride in assisting others, some
of my leadership high points include being selected as a peer
leader at Saint Joseph’s University for service-learning trips and
leading AmeriHealth Caritas’ initial community-based teams.
Why did you decide to pursue a career in healthcare?
As a little girl, I was always passionate about helping others.
When I got to college, I learned the vocabulary for my real passions: social justice and psychology.
I learned about social work somewhat by chance due to my
high school and college volunteer work as a camp counselor,
as well as through my role at a residential school as a member of the therapeutic support staff.
My discussions with social workers solidified that this was the
career path for me. I loved hearing about how they take on the
role of change agents and work to take a stand against injustice.
Which career accomplishment are you proudest of and why?
I’m proud of how I’ve been able to build an active legacy of
leaders. I really enjoy the people management aspect of leadership. I’m a firm believer that we are all our best selves when
we are continually learning, sharing knowledge and working
collaboratively.
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What is the most challenging part of your current position?
Balancing hope. While life is never easy, we are living in especially challenging times. To combat uneasiness, I try to keep
my team and myself anchored in a strengths-based model and
framework.
Our frontline staff engages with our members constantly.
Being able to help others in their most challenging moments is
a deeply rewarding experience, but it can also take a toll when
we’re dealing with others’ life stressors and our own as well.
To stay grounded, my team and I engage in continual self-reflection and work to create a sense of community so that we
can be our best selves for each other and our members.
What is your organization doing to address healthcare equity?
AmeriHealth Caritas has been an early pioneer in addressing
the health outcomes of people challenged by poverty and disability. We develop initiatives and programs that encompass
and address the many social and environmental factors that
engender or inhibit wellness and opportunity.
In 2021, AmeriHealth Caritas announced that it established Social Determinants of Life, Inc. — a unique social
determinants-first company that reflects how we are reinvigorating our pursuit of a longer-term focus on resilience and
“I’m a firm believer that we are all our best
life outcomes.
selves when we are continually learning, sharing

If you could change one thing in
U.S. healthcare, what would it be?
I would want others to fully recognize the impact that violence
in our communities is having on
our health. All that toxic stress is
absorbed by our bodies. My hope
is that our healthcare system can
come together to address violence
as a public health issue.

knowledge and working collaboratively.”

— Mairéad McInerney, M.S.W., LCSW, CCM

How do you avoid burnout?
I think it’s important to recognize
that burnout can spill into all as-
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pects of our lives, not just those related
to work. To avoid burnout, I recommend
prioritizing people over tasks.
Measure your personal success each
day by reflecting on the impacts of your
contributions. If you were able to positively impact someone else’s life today,

OREN J MECHANIC,
M.D., MBA, M.P.H.
Director of telehealth and medical
director at Harvard Medical Faculty
Physicians at Beth Israel Deaconess
Medical Center in Boston
I grew up in Chapel Hill, North Carolina, a small college town that lives
and breathes Carolina basketball. My
ambitions and love for my hometown
carried me through eight years at the
University of North Carolina for both
my bachelor’s and medical degrees.
I earned an M.P.H. at Dartmouth and
went on to train at Harvard Affiliated Emergency Medicine Residency at
Beth Israel Deaconess Medical Center
(BIDMC), where I completed a fellowship in health policy and management.
I practiced clinically at BIDMC and
served as core faculty member for the
clinical skills assessment course at
Harvard Medical School.
I currently serve as the director of
telehealth at Harvard Medical Faculty
Physicians, an organization focused on
the innovative development and implementation of homegrown telehealth
that has provided more than 500,000
virtual visits since COVID-19 began.
Why did you decide to pursue a
career in healthcare?
During college, I was an overnight unit
clerk at a local emergency department.
Clinical care quickly became a passion,
and I yearned to be at the bedside caring
for anyone who walked into the emergency room. That desire eventually became
a reality during medical school. There is
nothing more rewarding than providing
medical care to a patient at the bedside.
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that’s a mark of a day well done. I also believe in the importance of daily integrations, whether through music or movement. I take meetings while walking my
dog, listen to music while strategizing for
work and read leisurely to put stressors
into perspective.

The inner workings of the healthcare
system were also eye-opening. From
pre-authorization forms to EHRs (electronic health records), healthcare operations seemed cumbersome. I wanted
to gain a better understanding of the aspects of care that were rarely addressed
in medical school. As such, I pursued an
M.P.H. and an MBA and gained perspective on everything from research methodology and quality improvement models to revenue cycle and compliance.
Ultimately, my passion in healthcare
is to provide exceptional care and experiences to patients; being an operational director and physician has afforded
me that opportunity.
Which career accomplishment are
you proudest of and why?
I am proud of our organization’s success
in providing access to innovative care for
our patients during the pandemic. We
systematically engaged stakeholders,
including clinicians, patients, families
and interpreters, to launch a novel virtual visit platform, all while tracking its
outcomes, equity, safety and workflows.
It was a daunting task, given the short
amount of time we had. But with foresight and preparation, a few telehealth
visits quickly grew to nearly 600,000. The
innovation continues as we explore novel ways to deliver care, such as remote
patient monitoring, artificial intelligence
and asynchronous medicine.
What is the most challenging part of
your current position?
Telehealth has been a beacon for access to
care for patients. Although it has seen significant success, I am concerned that the
continuously changing landscape in parity
and regulations may deter some of our nation’s advancements in virtual careOurclinicians, hospital systems and patients

Having mentors and peers to share
experiences with gives additional perspective. If you surround yourself with
smart, funny and generous people, it
makes it easier knowing you’re not going
anywhere alone.

“Value-based
healthcare should
always be at the
forefront of our
minds for our
patients’ well-being.”
— Oren J Mechanic, M.D., MBA, M.P.H.

have embraced telehealth and are working
to ensure that it remains of paramount importance to our organization.
What is your organization doing to
address healthcare equity?
One of our institutional initiatives is to
reduce disparities in care. Telehealth
has been an opportunity to improve access. In support of our primary care and
geriatric clinic, for example, we implemented a patient navigator program to
reach out to patients who have not had
successful video visits. Our program
has identified thousands of patients
and onboarded them to the platform
prior to their appointments, thereby increasing video visits, reducing clinician
time spent on tech troubleshooting,
reducing missed appointments and increasing access to care, particularly for
vulnerable and underserved patients.
If you could change one thing in U.S.
healthcare, what would it be?
Value-based healthcare should always
be at the forefront of our minds for our
patients’ well-being. One key to improving value is better cost transparency.
The world of drug costs, insurance and
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reimbursement is unclear to most patients and clinicians, making it difficult
for many of us to make truly informed
medical decisions and having downstream effects on rising health costs and
payer premiums.

How do you avoid burnout?
For me, balance is struck by identifying
my pillars of fulfillment. My daughter
is the apple of my eye, and spending
time with her and my wife brings me a
lot of joy. Clinical medicine is also very

JOYCE CHAN RUSSELL, MBA

eral years later that I shifted my career to healthcare, this was
the spark that started me on that pathway.

Senior vice president of government markets at Priority
Health, a health plan in Grand Rapids, Michigan

Which career accomplishment are you proudest of and why?
I am proud of the work I’ve done to support health equity through
the Medicare Star Ratings program. When I was at Healthfirst,
a New York-based, not-for-profit health plan, I worked in collaboration with other payers, researchers, policymakers and industry associations to highlight the unique challenges of plans
serving complex and vulnerable low-income populations.
These challenges contributed to lower star ratings and
subsequently reduced benefits for the beneficiaries that
needed them the most. As a result of this work, CMS modified its Star Ratings program to adjust for income and disability, a meaningful step in supporting health equity.

I grew up near Dallas, Texas, and received bachelor’s degrees
in chemical engineering and liberal arts from The University
of Texas at Austin. After working as an engineer at Kodak for
a few years, I decided to change careers and went to University of Michigan to pursue an MBA.
Early in my healthcare career in 2010, I was learning the
business as a program manager supporting Medicare Stars,
a quality ratings program that was newly tied to revenue
through the Affordable Care Act. The executive leader overseeing this work asked me to move into a new, larger role
overseeing all the plan’s quality ratings.
Several co-workers cautioned me that the role would be a lot
of work and that my leader had a reputation for being a tough
grader. I have never been one to shy away from a challenge and
ultimately decided to take on the new role. It proved to be one of
the best decisions of my career. I learned a lot, achieved notable
successes and worked for a “tough grader” who also turned out
to be an incredible leader, mentor and friend.
I have hired, supported and mentored some extraordinary people. I am proud and humbled by their professional
successes, and I am grateful to be part of their journeys. It is
always such a pleasure to reconnect with former colleagues
and team members, to catch up on life and our careers, and
to share perspectives.
Why did you decide to pursue a career in healthcare?
I took a leave of absence from my engineering job in 2004 to
work on voter registration efforts, knocking on doors and
talking to people. It was through these conversations that I
developed a deep understanding of the
challenges people face with respect to
access and affordability of high-quality healthcare. While it wasn’t until sev-

“I have never been one to shy away
from a challenge and ultimately
decided to take on the new role.”
— Joyce Chan Russell, MBA
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meaningful to me, especially if I can
provide a treatment modality, diagnosis, and reassurance and comfort to a
patient. Teaching and training the next
generation of physician is also very
rewarding.
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What is the most challenging part of your current position?
Balancing the speed of change in healthcare and our desire
to innovate and move quickly with the need to take a structured approach and ensure we build from a solid foundation.
What is your organization doing to address healthcare equity?
Priority Health is committed to addressing social determinants of health (SDOH) and working to achieve health equity.
We use data as our guide to implement innovative programs
that address the most critical SDOH. Last year, we launched
a full life cycle SDOH program, partnering with Socially Determined, Same Sky and Findhelp to proactively identify social risk, initiate culturally resonant engagement, connect
members with critical resources to address their needs and
measure impact to further refine our program.

If you could change one thing in U.S. healthcare, what
would it be?
I would make it more affordable. Healthcare in the U.S. is incredibly complex and inefficient, which drives up cost. The
harder question is how to change it.
How do you avoid burnout?
Honestly, I haven’t quite figured this out, but I am getting
better. With the pandemic, I have learned the value of taking
time each day to walk my dog, to read for fun and to enjoy
time with my children. One important thing that has helped
me immensely as a working mother is having excellent, reliable child care. Knowing that my children are safe and happy
while I’m working puts my mind at ease and allows me to
focus and engage more deeply on work.
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JENNIFER WATTS,
M.D., M.P.H.
Chief emergency management medical
officer, director of global health and
a pediatric emergency medicine
physician at Children’s Mercy Kansas
City, a children’s hospital in Kansas
City, Missouri
I am Kansas City-born and raised. I
attended Rockhurst University in Kansas City and then St. Louis University
School of Medicine. I returned to Kansas City for a pediatrics residency and
then a pediatric emergency medicine
fellowship.
While I completed all my training in
Missouri, I fell in love with global health
work and have worked all over the
world. In fact, because of this, I created
the Global Health Program at Children’s
Mercy Kansas City in 2011 and have
trained more than 100 pediatric physicians to work in the global health area.
I have also served as the pediatric
chief medical officer for the Missouri Disaster Medical Assistance Team,
which is where my passion for disaster
medicine grew. This became extremely helpful when COVID-19 entered the
United States. I assisted the organization and region on pediatric disaster management in response to the
pandemic. During this time, I was appointed chief emergency management
medical officer and helped redesign
and build emergency management at
Children’s Mercy. We currently have a
team of five members and are working
to drive the organization in emergency
preparedness and response locally, regionally and nationally.

Why did you decide to pursue a
career in healthcare?
It sounds cliché, but I decided to become a physician because I like to help
people. Over time, I recognized what
a privilege it is to be involved with a
family when there’s a critical moment
in their child’s life. I truly enjoy helping
parents navigate medicine and make
informed decisions for their children.
Which career accomplishment are
you proudest of and why?
I am most proud of the moments of
advocacy every day in the emergency
room. Helping children have a voice
and supporting that voice being heard,
whether by their parents, team members in the emergency room or society
as a whole, are truly what keep me
coming back day after day.
What is the most challenging part
of your current position?
I cannot tell you one thing that is most
challenging in my current position because there are challenges every day
— and each challenge carries merit, or
it wouldn’t be a challenge. Challenges
come along to push us to reevaluate
situations and drive change in an organization as well as within ourselves.
What is your organization doing to
address healthcare equity?
One of the significant things that Children’s Mercy is doing to address equity
is truly acknowledging that inequities
exist. Acknowledging the problem first
and foremost is critical to the success
of any initiative. In 2020, the organization hired a full-time chief equity and
inclusion officer focused on creating
an inclusive work environment for clinicians, faculty and staff. The hospital

Managed Healthcare Executive® has chosen
10 emerging healthcare industry leaders who work
in the areas of pharmacy, health plans, health
systems and technology. Through nominations and
independent research, we identified more than 30
finalists. That list was winnowed down to
10 standouts by the publication’s staff, with some
help from the editorial advisory board.
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“Challenges come along to push
us to reevaluate situations and
drive change in an organization
as well as within ourselves.”
— Jennifer Watts, M.D., M.P.H.
also provides equitable and exceptional healthcare for our patients and their
families.
Children’s Mercy also has an Equity and Diversity Council that addresses issues related to equity and
diversity. The council has four working groups comprised of staff and
community volunteers.
If you could change one thing in
U.S. healthcare, what would it be?
If I could change one thing, it would
be to simplify it. U.S. healthcare is extremely complex and challenging to
navigate. There are people who need
help, and people who know how to
provide help and who want to help; we
need to bring that foundational core
back to the center of healthcare.
How do you avoid burnout?
I love spending time with my family and
being outdoors. We enjoy hiking, traveling and seeing the world through each
other’s eyes. Being with my children in
nature keeps things real and grounded.

To be considered, candidates had to have no more than 15 years’
experience in the industry and meet the following requirements:
❚ Led key initiatives at their organizations or relevant organizations.
❚ Took actions that led to measurable, positive industry impacts.
❚ Accomplished something new or unique in the industry.
❚ Continued to take on more advanced roles and responsibilities.

MANAGED HEALTHCARE EXECUTIVE ❚ SEPTEMBER 2022

45

D

S
*

1-3

e

D

S
1
a
e

TARPEYO® (budesonide) delayed release capsules is designed to deliver
treatment to an area of the ileum to target mucosal B cells, which are
responsible for the production of galactose-deficient IgA1 antibodies,
causing immunoglobulin A Nephropathy (IgAN).1,2,4

*

†

*Drug release is initiated in the ileum by the pH-dependent disintegration of the enteric coat.1,3

Indication

TARPEYO® (budesonide) delayed release capsules is a corticosteroid indicated to reduce proteinuria in adults with primary immunoglobulin A
nephropathy (IgAN) at risk of rapid disease progression, generally a urine protein-to-creatinine ratio (UPCR) ≥1.5 g/g.
This indication is approved under accelerated approval based on a reduction in proteinuria. It has not been established whether TARPEYO slows
kidney function decline in patients with IgAN. Continued approval for this indication may be contingent upon verification and description of clinical
benefit in a confirmatory clinical trial.

Important Safety Information

Contraindications: TARPEYO is contraindicated in patients with hypersensitivity to budesonide or any of the ingredients of TARPEYO. Serious
hypersensitivity reactions, including anaphylaxis, have occurred with other budesonide formulations.

Warnings and Precautions

Hypercorticism and adrenal axis suppression: When corticosteroids are used chronically, systemic effects such as hypercorticism and adrenal

suppression may occur. Corticosteroids can reduce the response of the hypothalamus-pituitary-adrenal (HPA) axis to stress. In situations where
patients are subject to surgery or other stress situations, supplementation with a systemic corticosteroid is recommended. When discontinuing
therapy [see Dosing and Administration] or switching between corticosteroids, monitor for signs of adrenal axis suppression.
Patients with moderate to severe hepatic impairment (Child-Pugh Class B and C, respectively) could be at an increased risk of hypercorticism and
adrenal axis suppression due to an increased systemic exposure to oral budesonide. Avoid use in patients with severe hepatic impairment (Child-Pugh
Class C). Monitor for increased signs and/or symptoms of hypercorticism in patients with moderate hepatic impairment (Child-Pugh Class B).
Risks of immunosuppression: Patients who are on drugs that suppress the immune system are more susceptible to infection than healthy
individuals. Chicken pox and measles, for example, can have a more serious or even fatal course in susceptible patients or patients on
immunosuppressive doses of corticosteroids. Avoid corticosteroid therapy in patients with active or quiescent tuberculosis infection; untreated
fungal, bacterial, systemic viral, or parasitic infections; or ocular herpes simplex. Avoid exposure to active, easily transmitted infections (eg, chicken
pox, measles). Corticosteroid therapy may decrease the immune response to some vaccines.
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Designed to deploy in the ileum1,2,4†

• Designed to deliver treatment to the area of the ileum, including the Peyer’s patches, where mucosal B cells are located
• Mucosal B cells express glucocorticoid receptors and produce galactose-deficient IgA1 antibodies, causing IgAN
• Through anti-inflammatory and immunosuppressive effects at the glucocorticoid receptor, TARPEYO can modulate B cell numbers
and activity

Statistically significant reduction in UPCR with TARPEYO plus RASi vs RASi alone at 9 months1‡§

• Primary endpoint: Significant reduction (34%) in UPCR from baseline was achieved in the TARPEYO plus renin-angiotensin system
inhibitor (RASi)-treated group (n=97) vs 5% with RASi alone (n=102) at 9 months1‡§||
◦ At the 12-month observational follow-up, a 53% reduction in UPCR from baseline was reported with TARPEYO plus RASi vs 9%
with RASi alone3§¶#

Additional data presented beyond the primary endpoint of 9 months should be interpreted cautiously.

eGFR data with TARPEYO plus RASi vs RASi alone at 9 months

• Secondary endpoint: At 9 months, absolute change in eGFR was -0.6 mL/min/1.73 m2 with TARPEYO plus RASi (n=97) vs
-4.0 mL/min/1.73 m2 with RASi alone (n=102)3§**

These interim secondary endpoint data were not prospectively controlled for multiplicity and need cautious
interpretation. The clinical significance of these results is unknown. Confirmatory clinical trial results are
required to draw any conclusions. It has not been established whether TARPEYO has demonstrated a benefit in
slowing kidney function decline in patients with IgAN.3

Demonstrated safety profile

• 87% of patients in the TARPEYO plus RASi-treated group reported adverse reactions vs 73% of patients on RASi alone1,3
• In clinical studies, the most common adverse reactions of TARPEYO plus RASi (occurring in ≥10% of patients treated with TARPEYO plus
RASi and at a higher incidence than RASi alone) were: hypertension, peripheral edema, muscle spasms, and acne1,3
• The safety profile is generally consistent with the well-established safety profile of the active ingredient, budesonide3

Study Design: NefIgArd is an ongoing, phase 3, randomized, double-blind, multicenter study to evaluate the efficacy and safety of TARPEYO
16 mg/day vs placebo in patients with primary IgAN as an addition to optimized RAS blockade therapy. Part A of the study (n=199) included
a 9-month blinded treatment period and a 3-month follow-up period. The primary endpoint was UPCR at 9 months; eGFR was a secondary
endpoint. Part B, a confirmatory validation study in which no treatment will be administered, will assess eGFR over 2 years.1,3
It has not been established to what extent the efficacy of TARPEYO is mediated via local effects in the ileum vs systemic effects.1
31% reduction (95% CI, 16-42) in UPCR with TARPEYO plus RASi vs RASi alone (P=0.0001).1††
§
All patients with a UPCR/eGFR reading regardless of use of prohibited medication at 9 months and 12 months.1,3
||
Adjusted geometric least squares mean ratio of UPCR relative to baseline were based on a longitudinal repeated measures model.1
¶
49% reduction (95% CI, 37-58) in UPCR with TARPEYO plus RASi vs RASi alone.3
#
Full analysis set (TARPEYO=97, placebo=102). Not all patients in the full analysis set contributed data at each postbaseline time point,
including at 12 months.3
**Absolute changes derived from geometric least square mean ratios using the pooled baseline geometric mean.3
††
The estimate of the ratio of geometric mean ratio of UPCR relative to baseline comparing TARPEYO 16 mg plus RASi with RASi alone was reported as
percentage reduction along with the respective 95% confidence interval from the longitudinal repeated measures model and P values.1
†

‡

Learn more about how TARPEYO works at TARPEYOhcp.com
Warnings and Precautions (cont’d)

Other corticosteroid effects: TARPEYO is a systemically available corticosteroid and is expected to cause related adverse reactions. Monitor patients with

hypertension, prediabetes, diabetes mellitus, osteoporosis, peptic ulcer, glaucoma, cataracts, a family history of diabetes or glaucoma, or with any other
condition in which corticosteroids may have unwanted effects.
Adverse reactions: In clinical studies, the most common adverse reactions with TARPEYO (occurring in ≥5% of TARPEYO patients and ≥2% higher than placebo)
were hypertension (16%), peripheral edema (14%), muscle spasms (13%), acne (11%), dermatitis (7%), weight increase (7%), dyspnea (6%), face edema (6%),
dyspepsia (5%), fatigue (5%), and hirsutism (5%).
Drug interactions: Budesonide is a substrate for CYP3A4. Avoid use with potent CYP3A4 inhibitors, such as ketoconazole, itraconazole, ritonavir, indinavir,
saquinavir, erythromycin, and cyclosporine. Avoid ingestion of grapefruit juice with TARPEYO. Intake of grapefruit juice, which inhibits CYP3A4 activity, can
increase the systemic exposure to budesonide.

Use in specific populations

Pregnancy: The available data from published case series, epidemiological studies, and reviews with oral budesonide use in pregnant women have not

identified a drug-associated risk of major birth defects, miscarriage, or other adverse maternal or fetal outcomes. There are risks to the mother and fetus
associated with IgAN. Infants exposed to in utero corticosteroids, including budesonide, are at risk for hypoadrenalism.

Please see brief summary of Full Prescribing Information on the adjacent pages.

References: 1. TARPEYO. Prescribing Information. Calliditas Therapeutics AB; 2021. 2. Barratt J, Rovin BH, Cattran D, et al. Why target the gut to treat IgA nephropathy? Kidney Int Rep.
2020;5(10):1620-1624. doi:10.1016/j.ekir.2020.08.009 3. Data on file. Calliditas Therapeutics AB. 4. Fellström BC, Barratt J, Cook H, et al. Targeted-release budesonide versus placebo in
patients with IgA nephropathy (NEFIGAN): a double-blind, randomised, placebo-controlled phase 2b trial. Lancet. 2017;389(10084):2117-2127. doi:10.1016/S0140-6736(17)30550-0

Intended for US Healthcare professionals.
TARPEYO is a registered trademark of Calliditas Therapeutics AB, or its aff iliates.
© Calliditas Therapeutics AB All rights reserved. 8/22 US-NEF-2100017-A (v3.0)

TARPEYO® (budesonide) delayed release capsules
Brief Summary of Prescribing Information
4 CONTRAINDICATIONS
TARPEYO is contraindicated in patients with hypersensitivity
to budesonide or any of the ingredients of TARPEYO. Serious
hypersensitivity reactions, including anaphylaxis have occurred
with other budesonide formulations.

5 WARNINGS AND PRECAUTIONS

5.1 Hypercorticism and Adrenal Axis Suppression
When corticosteroids are used chronically, systemic
effects such as hypercorticism and adrenal suppression
may occur. Corticosteroids can reduce the response of the
hypothalamus-pituitary-adrenal (HPA) axis to stress. In
situations where patients are subject to surgery or other stress
situations, supplementation with a systemic corticosteroid
is recommended. When discontinuing therapy [see Dosing
and Administration (2)] or switching between corticosteroids,
monitor for signs of adrenal axis suppression.
Patients with moderate to severe hepatic impairment (ChildPugh Class B and C respectively) could be at an increased
risk of hypercorticism and adrenal axis suppression due to
an increased systemic exposure of oral budesonide. Avoid
use in patients with severe hepatic impairment (Child-Pugh
Class C). Monitor for increased signs and/or symptoms of
hypercorticism in patients with moderate hepatic impairment
(Child-Pugh Class B) [see Use in Specific Populations (8.6), Clinical
Pharmacology (12.3)].

5.2 Risks of Immunosuppression
Patients who are on drugs that suppress the immune system
are more susceptible to infection than healthy individuals.
Chickenpox and measles, for example, can have a more
serious or even fatal course in susceptible patients or patients
on immunosuppressant doses of corticosteroids. Avoid
corticosteroid therapy in patients with active or quiescent
tuberculosis infection, untreated fungal, bacterial, systemic
viral or parasitic infections, or ocular herpes simplex. Avoid
exposure to active, easily-transmitted infections (e.g., chicken
pox, measles). Corticosteroid therapy may decrease the
immune response to some vaccines.
How the dose, route, and duration of corticosteroid
administration affect the risk of developing a disseminated
infection is not known. The contribution of the underlying
disease and/or prior corticosteroid treatment to the risk is also
not known. If exposed to chickenpox, consider therapy with
varicella zoster immune globulin (VZIG) or pooled intravenous
immunoglobulin (IVIG). If exposed to measles, consider
prophylaxis with pooled intramuscular immunoglobulin (IG). If
chickenpox develops, consider treatment with antiviral agents.

5.3 Other Corticosteroid Effects
TARPEYO is a systemically available corticosteroid and
is expected to cause related adverse reactions. Monitor
patients with hypertension, prediabetes, diabetes mellitus,
osteoporosis, peptic ulcer, glaucoma or cataracts, or with
a family history of diabetes or glaucoma, or with any other
condition where corticosteroids may have unwanted effects.

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are
described elsewhere in the labeling:
• Hypercorticism and adrenal suppression [see Warnings and
Precautions (5.1)]
• Risks of immunosuppression [see Warnings and
Precautions (5.2)]
• Other corticosteroid effects [see Warnings and
Precautions (5.3)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed
in practice. The safety of TARPEYO has been evaluated in a
randomized controlled study in 197 patients.
The most common adverse reactions reported in greater
than or equal to 5% of TARPEYO-treated patients are listed
in Table 1. The majority of adverse reactions were mild or
moderate in severity.
Table 1: Reported adverse reactions occurring in greater than
or equal to 5% of TARPEYO treated patients, and greater than
or equal to 2% higher than Placebo
Adverse Reaction

TARPEYO 16 mg (N=97)
n (%)

Placebo (N=100)
n (%)

Patients with any Adverse Reaction

84 (87)

73 (73)

Hypertension

15 (16)

2 (2)

Peripheral edema

14 (14)

4 (4)

Muscle spasms

13 (13)

4 (4)

Acne

11 (11)

2 (2)

Dermatitis

7 (7)

1 (1)

Weight increased

7 (7)

3 (3)

Dyspnea

6 (6)

0 (0)

Face edema

6 (6)

1 (1)

Dyspepsia

5 (5)

2 (2)

Fatigue

5 (5)

2 (2)

Hirsutism

5 (5)

0 (0)

Most adverse reactions that occurred at a greater incidence for
TARPEYO compared to placebo were consistent with
hypercortisolism.

7 DRUG INTERACTIONS

7.1 Interaction with CYP3A4 Inhibitors
Budesonide is a substrate for CYP3A4. Avoid use with potent
CYP3A4 inhibitors; e.g. ketoconazole, itraconazole, ritonavir,
indinavir, saquinavir, erythromycin, and cyclosporine.
Avoid ingestion of grapefruit juice with TARPEYO. Intake of
grapefruit juice, which inhibits CYP3A4 activity, can increase the
systemic exposure to budesonide.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary The available data from published case series,
epidemiological studies and reviews with oral budesonide
use in pregnant women have not identified a drug-associated
risk of major birth defects, miscarriage or other adverse
maternal or fetal outcomes. There are risks to the mother
and fetus associated with IgA Nephropathy. Infants exposed
to in-utero corticosteroids, including budesonide, are at
risk for hypoadrenalism (see Clinical Considerations). In
animal reproduction studies with pregnant rats and rabbits,
administration of subcutaneous budesonide during

organogenesis at doses approximately 0.3 times or 0.03 times,
respectively, the maximum recommended human dose (MRHD),
resulted in increased fetal loss, decreased pup weights, and
skeletal abnormalities. Maternal toxicity was observed in both
rats and rabbits at these dose levels (see Data).
The estimated background risk of major birth defects and
miscarriage of the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.
Clinical Considerations Disease-Associated Maternal and/or
Embryo/Fetal Risk IgA nephropathy in pregnancy is associated
with adverse maternal outcomes, including increased rates
of cesarean section, pregnancy-induced hypertension, preeclampsia and preterm delivery, and adverse fetal/neonatal
outcomes, including stillbirth and low birth weight.
Fetal/Neonatal Adverse Reactions Hypoadrenalism may occur
in infants born to mothers receiving corticosteroids during
pregnancy. Infants should be carefully observed for signs of
hypoadrenalism, such as poor feeding, irritability, weakness,
and vomiting, and managed accordingly [see Warnings and
Precautions (5.1)].
Data Animal Data Budesonide was teratogenic and embryolethal in rabbits and rats.
In an embryo-fetal development study in pregnant rats
dosed subcutaneously with budesonide during the period of
organogenesis on gestation days 6 to 15 there were effects on
fetal development and survival at subcutaneous doses up to
approximately 500 mcg/kg in rats (approximately 0.3 times
the maximum recommended human dose (MRHD) on a body
surface area basis).
In an embryo-fetal development study in pregnant rabbits
dosed during the period of organogenesis on gestation days
6 to 18, there was an increase in maternal abortion, and
effects on fetal development and reduction in litter weights
at subcutaneous doses from approximately 25 mcg/kg
(approximately 0.03 times the MRHD on a body surface area
basis).
Maternal toxicity, including reduction in body weight gain,
was observed at subcutaneous doses of 5 mcg/kg in rabbits
(approximately 0.006 times the maximum recommended
human dose on a body surface area basis) and 500 mcg/kg in
rats (approximately 0.3 times the maximum recommended
human dose on a body surface area basis).
In a peri- and post-natal development study, subcutaneous
treatment of pregnant rats with budesonide during the period
from Day 15 post coitum to Day 21 post partum, budesonide
had no effects on delivery, but did have an effect on growth
and development of offspring. In addition, offspring survival
was reduced and surviving offspring had decreased mean body
weights at birth and during lactation at exposures ≥ 0.012 times
the MRHD (on a mg/m2 basis at maternal subcutaneous doses
of 20 mcg/kg/day and higher). These findings occurred in the
presence of maternal toxicity.

8.2 Lactation
Risk Summary Breastfeeding is not expected to result in
significant exposure of the infant to TARPEYO. Lactation studies
have not been conducted with oral budesonide, including
TARPEYO, and no information is available on the effects of the
drug on the breastfed infant or the effects on the drug on milk

production. One published study reports that budesonide
is present in human milk following maternal inhalation of
budesonide (see Data). Routine monitoring of linear growth
in infants is recommended with chronic use of budesonide in
the nursing mother. The developmental and health benefits of
breastfeeding should be considered along with the mother’s
clinical need for TARPEYO and any potential adverse effects
on the breastfed infant from TARPEYO, or from the underlying
maternal condition.
Data One published study reports that budesonide is present
in human milk following maternal inhalation of budesonide,
which resulted in infant doses approximately 0.3% to 1% of
the maternal weight-adjusted dosage and a milk to plasma
ratio was approximately 0.5. Budesonide was not detected in
plasma, and no adverse events were noted in the breastfed
infants following maternal use of inhaled budesonide.
Assuming a daily average milk intake of about 150 mL/kg/day
and a milk to plasma ratio of 0.5, the estimated oral dose of
budesonide for a 5-kg infant is expected to be less than
2 mcg/day for a maternal dose of 16 mg TARPEYO. Assuming
100% bio-availability in the infant this is about 0.1% of the
maternal dose and about 3% of the highest inhaled dose used
clinically for asthma in infants.

8.4 Pediatric Use
The safety and efficacy of TARPEYO in pediatric patients have
not been established.

8.5 Geriatric Use
Clinical studies of TARPEYO did not include sufficient numbers
of subjects aged 65 and over to determine whether they
respond differently from younger subjects. Other reported
clinical experience has not identified differences in responses
between the elderly and younger patients. In general, dose
selection for an elderly patient should be cautious, reflecting
the greater frequency of decreased hepatic, renal, or cardiac
function, and of concomitant disease or other drug therapy.

8.6 Hepatic Impairment
Patients with moderate to severe hepatic impairment (ChildPugh Class B and C, respectively) could be at an increased
risk of hypercorticism and adrenal axis suppression due to an
increased systemic exposure to budesonide [see Warnings and
Precautions (5.1) and Clinical Pharmacology (12.3)]. Avoid use in
patients with severe hepatic impairments (Child-Pugh Class C).
Monitor for increased signs and/or symptoms of hypercorticism
in patients with moderate hepatic impairment (Child-Pugh
Class B).

10 OVERDOSAGE
Reports of acute toxicity and/or death following overdosage of
corticoids are rare.
In the event of acute overdosage, no specific antidote is
available. Treatment consists of supportive and symptomatic
therapy.
Please see Full Prescribing Information for TARPEYO at
TARPEYOhcp.com
TARPEYO is a registered trademark of Calliditas Therapeutics
AB, or its affiliates.
© Calliditas Therapeutics AB All rights reserved. 8/22
US-NEF-2100056-A v 2.0
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North Carolina:

Medicaid leader, Medicaid laggard
North Carolina pioneered patient-centered medical homes
and other ways of managing the healthcare of Medicaid
beneficiaries. But it was one of the last states to contract with
managed care organizations and hasn’t expanded Medicaid.
by JOS E PH B U R N S

W

hen it comes to
enrolling Medicaid
members into
managed care,
North Carolina is
both an innovator
and an outlier.
The state has
been an innovator since the
1980s, when it began using different forms of managed care for
Medicaid beneficiaries, including
primary care case management
and patient-centered medical
homes. But North Carolina is
also on the fringe because it’s one
of only 12 states that have yet
to expand Medicaid enrollment
under the Affordable Care Act
(ACA) and, until last year, it was
one of just 10 states that did not
contract with a private company
to manage the healthcare of its
Medicaid beneficiaries.
But on July 1, 2021, North
Carolina launched its Medicaid
Transformation program to enroll
1.7 million Medicaid beneficiaries
into five for-profit managed care
organization (MCOs) — AmeriHealth, Blue Cross Blue Shield,
Carolina Complete Health,
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UnitedHealthcare and WellCare
— or into a health care program
for members of the Eastern
Band of Cherokee Indians. Seven
months later, North Carolina
Health News, a news website,
reported that the transition to
MCOs led to hundreds of complaints to state officials. When
the program started, about 25%
of Medicaid beneficiaries did not
know about it and by February,
thousands were still confused
based on reports filed with the
state’s Medicaid Ombudsman’s
office, the news site reported.
“As with any new program,
there’s always a
learning curve
and kinks to be
worked out,”
says Rebecca
Whitaker, Ph.D., a
research director
WHITAKER
at the Duke-Margolis Center for Health Policy in
Durham, North Carolina. “But
people are working together to
make sure those kinks didn’t prevent people from accessing the
care they need.”
A March 2022 survey by North
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Carolina for Better Medicaid, a
coalition of patient advocates,
community groups and health
plans, showed that the transition
to managed care was not a
disaster, as some had predicted, nor the cure-all
that many
wanted.

Meanwhile, about 1.1 million
Medicaid-eligible adult residents of
North Carolina remain uncovered
because the state hasn’t expanded
Medicaid. Christopher A. Cooper,
Ph.D., a professor and director
of the Public Policy Institute at
Western Carolina University, says
closely divided
partisan politics is
one reason North
Carolina has, in
some respects,
been behind the
curve on Medicaid
COOPER
policies. “There’s
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North Carolina Medicaid

no way to have a conversation
about health policy without talking
about politics,” he says. “We’re a
purple state, with a Democratic
governor and a Republican legislature, and that’s meant we’ve been a
little slower to move on a variety of
health policy issues.”

Tar Heel trailblazing
Yet North Carolina can stake a
claim to having one of the country’s most innovative Medicaid
programs in terms of healthcare
delivery and addressing social
determinants of health. As

from the National Academy of
State Health Policy.
When Carolina Access started, it was a physician-driven
PCCM program for Medicaid
beneficiaries in 12 of the state’s
100 counties. The participating
physicians got $3 per member per
month to provide care and coordinate members’ care with other
providers and authorize specialty
referrals when needed. In 1992,
state officials agreed to expand
the program statewide, and by the
end of 1997, it was operating in
all but one of North Carolina’s 100
counties; Mecklenburg County,
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whom were women and children. One of the goals of medical
homes is to reduce nonurgent
emergency department (ED)
visits, one of the most expensive
places for care. The program cut
those visits by 30%, according
to Community Care of North
Carolina (CCNC) a public-private
partnership of regional networks
of primary care clinicians, hospitals, pharmacies, public health
agencies and other groups.
By 2001, CCNC had become
the successor to Carolina Access. Under CCNC, participating
physicians in provider-led

As with any new program,
there’s always a learning
curve and kinks to be
worked out.”
– Rebecca Whitaker Ph.D.,

Duke-Margolis Center for Health Policy

chekman@AdobeStock.com

Politico reported, in 1989 the
state developed a primary care
medical home and case management program for low-income individuals under a program known
as Carolina Access. Primary care
case management (PCCM) programs are among the oldest types
of Medicaid managed care and
often lead states to shift to having
managed care organizations deliver care to Medicaid members,
according to a report last year

Managed Healthcare Executive.com

where
Charlotte is
located, was the
exception. By that time, the program had more than 2,000 primary care doctors operating medical
homes for more than 650,000
Medicaid members, about 70% of

networks statewide
were getting a per-member, per-month payment for
not only providing primary care
services but also for coordinating beneficiaries’ care, Whitaker
explains. Those providers work
in multidisciplinary teams to
deliver routine care — and still do
today — and provide high-cost,
complex care for beneficiaries who
have chronic conditions, such as
diabetes.

®

MANAGED HEALTHCARE EXECUTIVE ❚ september 2022

51

Industry Analysis

“Through that program, the
state had a lot of success and received some national recognition
for that initiative,” Whitaker says.
For Whitaker, three of the innovations in North Carolina’s Medicaid program stand out. First, the
program has adopted value-based
payment for providers who coordinate care to improve patient
outcomes. Second, it integrates
behavioral and physical care
along with pharmacy services.
And third, the program addresses
the social drivers of healthcare
costs and outcomes. Community-based organizations are getting
reimbursed with Medicaid dollars
to provide 29 services on a fee
schedule that are related to such
factors as lack of housing, food or
transportation, or that relate to
interpersonal violence and toxic
stress, Whitaker says.

Medicaid expansion
One big question remains, says
Cooper. Will North Carolina
expand Medicaid? Yes certainly
seemed to be the answer, but in
August a carefully brokered deal
fell apart at the last minute.
Cooper says there are good
reasons for North Carolina going
ahead with Medicaid expansion. It
would get increased funding and
potentially a greater return on its
investment in managed care. “The
ROI argument is persuasive and also,
the sky hasn’t fallen since Medicaid
Transformation began,” he says.
The Republican-led Senate
voted 44-2 for Medicaid expansion
in June. One reason for that vote
was testimony showing that the
federal government would provide
$1.5 billion under the American
Rescue Plan Act of 2021 to help pay
that state’s 10% share of Medicaid

The Carolina Access program cut
nonurgent emergency department visits by

%
30

expansion costs to cover those
who are uninsured. Those costs are
estimated to be about $8 billion per
year. Those federal funds would cover the remaining 90%. Democratic
Gov. Roy Cooper has long been a
proponent of Medicaid expansion,
and he said so again in July.
State Sen. Kevin Corbin
(R-Franklin) agrees. Corbin has
firsthand experience on how much
Medicaid expansion would benefit
the state’s low-income residents.
In addition to his
work in the state
senate, Corbin is
CORBIN
an insurance broker assisting low-income residents
in buying health coverage.
“Take the example of a single
mother who has two kids and makes
a decent wage by working 30 hours
a week at about 14 bucks an hour,”
he says. “That’s less than 100% of the
federal poverty level, which means
she doesn’t qualify for tax credits
under the Affordable Care Act.”
No way could she afford the
standard health insurance policy
at $650 a month, Corbin estimates. By making too much to
qualify for Medicaid and too little
to qualify for ACA subsidies, she
falls into the Medicaid coverage
gap. That means she’s uninsured
while her children quality for coverage under the Children’s Health
Insurance Program, he says.
When that mother needs health
care, she is unlikely to have a
primary care doctor and thus may
seek care in the ED. If she’s unable
to pay, North Carolina taxpayers
would cover those costs, he says.
Joseph Burns is an independent journalist
in Brewster, Massachusetts, who covers
healthcare, health policy and health insurance.
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Check out this video series:

Improving Access to
Appropriate Therapies
in Atopic Dermatitis

How do you identify atopic dermatitis, and what are the treatment options
available? Get the inside scoop on this common skin condition by watching
this multipart video series featuring health care expert Neal Bhatia, MD.
During this video series, learn about:
•
•
•
•

The identification and severity assessment of atopic dermatitis (AD)
Guideline recommendations and available treatment options
Emerging data on JAK inhibitors in AD
Appropriate treatment selections among available agents

Featuring:

Neal Bhatia, MD
Therapeutics Dermatology
San Diego, California

WATCH NOW
visit https://bit.ly/AtopicDerm or scan the QR code.
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Medicaid programs start to
embrace respite care for unhoused
Various groups, clinics and organizations have set up places
for people without housing to recover from an injury, surgery
and serious illness. by HAR R I S M EYE R

E

arlier this year, a homeless
woman in her 40s who was
living in her car went to the
emergency department of a
hospital in Orange County,
California. She was found
to have stage 2 ovarian
cancer. Since she had no
home to return to upon discharge,
the hospital referred her to the
Illumination Foundation, a not-forprofit housing organization.
The foundation staff evaluated
the woman’s needs and admitted
her into its 150-bed recuperative
care center for homeless people
in Fullerton, Orange County. The
woman’s Medicaid health plan covered the cost. The staff connected
her with a primary care physician
and an oncologist to arrange
chemotherapy. She’s now receiving
treatment and in stable condition.
She’ll remain in recuperative care
while the staff works on finding her
permanent housing, according to
Pooja Bhalla, D.N.P., the foundation’s co-CEO.
On any given night in the United
States, an estimated 580,000 people
are unhoused. If they are injured or
recovering from surgery or serious
illness, they have no safe place to
recuperate. As a stopgap measure,
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hospitals and clinics sometimes
give recuperating patients a public
transit pass to use all day or tell
them to rest at a public library.
Patients without housing often
return to the hospital emergency
department or are readmitted to
the hospital. The health outcomes
are worse than for patients who
have housing and the medical
expenditures are higher.
In response, community
health centers, homeless shelters,
hospitals and other organizations
have launched 133 medical respite
programs, such as the one used
by the woman in Orange County,
for homeless people in 35 states
and the District of Columbia, and
more are starting up, according to
Barbara DiPietro, Ph.D., senior policy director at the National Health
Care for the Homeless Council.
There’s no one
way to operate a
respite program.
Some programs,
particularly
those affiliated
with hospitals
DIPIETRO
and clinics, are
staffed by licensed
medical professionals. Others use
nonlicensed staff and bring in
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physicians, nurses and therapists
to provide care. Many accept only
patients who can perform the
activities of daily living on their
own and don’t have serious mental
illness.
“We believe the value is really
obvious, from the perspective of
avoiding readmissions, providing better care and giving people
the opportunity to recover,” says
Leanne Berge, CEO of Community Health Plan of Washington in
Seattle, a not-for-profit insurer that
operates Medicaid managed care
and Medicare Advantage plans.

The obstacles
But there are far too few of these
programs to serve all homeless
people across the country who
need housing and support during
recuperation. A number of factors
are limiting their growth, experts
say. It’s a cumbersome process for
Medicaid plans to win state approval for covering these services,
and many plans still don’t pay
for it. Starting a medical respite
program requires cooperation from
a variety of community stakeholders, including neighborhood
residents, and that can be challenging. Plus, there aren’t yet robust
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Respite care

Industry Analysis

Other

Traditional housing

4%

4%

Assisted living/skilled
nursing facility

9%

Types of
facilities used for
respite care

Homeless shelter/
shelter based

36%

Apartment or motel rooms

13%

Stand-alone facility

33%

Based on data from 92 programs.
Source: National Institute for Medical Respite Care, State of Medical Respite/
Recuperative Care Programs, January 2021

national data showing that these
programs produce overall cost
savings and improved outcomes. A
2021 literature review published by
the National Institute for Medical
Respite Care, however, found that
without respite care, homeless patients have longer hospitalizations
and suboptimal outcomes, and that
respite care resulted in cost savings
for hospitals.
“It’s complex, takes time and
requires broad thinking about how
to work with partners,” says Karen
Dale, CEO of AmeriHealth Caritas
District of Columbia, whose plan
helped launch a medical respite
program called Hope Has a Home
in Washington, D.C., in 2019.
Another hurdle, she says, is that
Medicaid plans “worry that if they
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invest and do all this work and
the person is no longer a member,
someone else benefits.”
On top of that, 12 states have yet
to expand Medicaid under the Affordable Care Act, making it much
harder for respite programs for the
homeless in those states to fund
their services because Medicaid
is the main source of coverage for
people without housing.
Because Tennessee hasn’t
expanded Medicaid, “people in our
unhoused community are using
the emergency room as their primary care provider, raising costs,”
says Julia Sutherland, executive director of The Village at Glencliff, a
medical respite program for homeless people near Nashville. “That
means we spend hours sitting with

our folks in the ER when we could
be helping them find housing,
benefits and a job or taking them
to the eye doctor.”
Lacking Medicaid reimbursement, her program relies on
support from a sponsoring church
and contracts with local hospitals to serve their discharged
patients in 12 individual homes
in the church’s
former parking
lot. But having no
coverage makes
it very difficult to
get participants
into substance use
DIPIETRO
treatment. “It’s a
tough thing to tell someone who
wants help that they’ll have to
wait,” Sutherland said.
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Lighting the way
Illumination started its medical
respite program for homeless
people 12 years ago when local
hospital leaders in Orange County
realized they needed a safe place to
discharge people without housing,
explains Bhalla. They asked Illumination to start a program.
The foundation built a 150-bed
facility in Fullerton with an affiliated medical practice upstairs staffed
by physicians, including psychiatrists, and nurses. It also established
a 50-bed stand-alone facility in
Riverside County and supports
recuperative care in motels in Los
Angeles County.
Incentivized by the California
Advancing and Innovating Medi-Cal
program, a number of Medicaid
plans have agreed to reimburse the
foundation for the housing, case
management and behavioral health
and substance use treatment it
provides. They see evidence that
the program improves enrollee
outcomes and reduces costs.
For instance, annual emergency
department visits by homeless
people enrolled in the CalOptima
health plan dropped by 22% and inpatient admissions declined by 26%
one year after completion of services at Illumination, according to a
study that Illumination conducted
in partnership with CalOptima.
Total per member per month costs
declined 23%.
While some Medicaid plans such
as CalOptima are promptly approving enrollees for coverage in the
foundation’s respite program, others
are stingy about approvals, particularly in Los Angeles County, says
Bhalla. “Our beds are staying empty
because those plans aren’t referring
patients,” she said. “So hospitals have
patients showing up at the ER who
don’t need to be admitted.”
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At least seven medical respite
programs in five states currently are
receiving payment from Medicaid
plans, and at least three states —
California, Utah and Washington —
are moving to have their Medicaid
programs cover it as a standard
benefit, says DiPietro.

Medicaid reimbursement
Medicaid plans reimburse respite
programs in different ways. Yakima
Neighborhood Health Services, a
federally qualified health center
in Washington, which launched a
respite program in 2010, receives a
per-diem rate with an annual cap
per patient from one plan, says CEO
Rhonda Hauff. Two
other plans pay
a case rate with
either an annual
cap or a two-year
cap per patient, she
says.
HAUFF
The average cost
for respite services at the Yakima
program’s two five-bed facilities is
$140 to $160 per day, not including
the primary care and behavioral
care provided at the clinics. Add
those and the total is $350 to $400
a day. Three of the four Medicaid
plans serving the Yakima area in
central Washington have voluntarily agreed to cover the services. “The
state is pushing (Medicaid plans) to
move people out of hospitals,” notes
Berge. “It makes so much sense to
develop these alternative settings.”
Hauff has found that medical
respite can serve as an entry point
for homeless people who previously
refused medical and behavioral
care, shelter and other services.
“It’s often the most vulnerable time
in their lives, when they’re feeling
particularly fragile,” she says. “As
they start feeling better, they look
to our staff to help them find stable
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housing, employment, clothes and
benefits like disability. That’s the
road to recovery.” A major problem
for her program and others, however, is that permanent housing spots
are in short supply and many clients
return to the streets or to a shelter.
“If we kept everyone until housing
was available, we wouldn’t have
enough capacity in respite to help
people recuperate from their acute
condition,” Hauff says.

D.C. program
AmeriHealth Caritas DC embraced
the medical respite approach after
the Medicaid agency for Washington, D.C., shifted in 2016 to
pay-for-performance contracts that
penalize plans for excessive hospital readmissions and emergency
department visits. But Dale says
the effort was primarily driven by
a desire to improve healthcare and
reduce disparities for poor people
in D.C.
Since it opened, Hope Has a
Home has served 161 male patients
referred by local hospitals in its
two eight-bed facilities, Dale says,
including enrollees from all three
Medicaid plans in D.C. A preliminary study found that AmeriHealth
Caritas reaped a 19% return on
investment through reductions in
preventable hospital admissions,
30-day all-cause readmissions and
low-acuity emergency department
visits. Dale says her goal now is to
open additional facilities for women, including pregnant women.
“Medical respite is a great solution to address social determinants
of health,” she comments. “It should
be explored by more insurers to
build out the healthcare delivery
system in many places.”
Harris Meyer is a freelance journalist
in Chicago who covers healthcare.
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While most triage dashboards simply surface clinical variables and
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AI brings new opportunities for
patient financial navigation
The confusing, data-intensive world of getting help with medical
bills has become a fertile territory for software developers.
by JAR E D KALTWASS E R

W

hen patients need help
paying for high-cost
medical treatment, they
face a good news/bad
news scenario.
The good news is that drugmakers, private foundations,
government agencies and others
have myriad programs that can
help many if not all. The bad:
Actually getting the assistance can
be a confusing, time-consuming
process, even for professionals.
“You have to track it in Excel
spreadsheets,” says Zinkeng
Asonganyi, Pharm.D., director of
ambulatory pharmacy operations
at The University of Texas Medical
Branch in Galveston. The spreadsheets can help keep track of when
a patient applies, whether they get
approved and whether the approval is temporary or expires. “Some
people use Microsoft Teams to set
reminders,” says Asonganyi, “but it
just gets crazy.”
Part of the reason it gets so
crazy, explains Ethan Davidoff,
CEO of Atlas
Health, a financial navigation
software maker
in Seattle, is that
enrolling patients
in assistance proDAVIDOFF
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grams is just the first step. “Where
the workflow is very, very complex is actually after you enroll
the patient — automating all the
back-office claims, the moving of
money, the ordering of drugs, the
moving of drugs, the compliance,”
observes Davidoff. “All of that stuff
is a lot of complex work, and it’s
partly because there is no formal
standardized electronic interchange for claims to financial
aid programs.”
Atlas Health is one of a growing
number of startups using artificial intelligence (AI) to automate
aspects of patient financial navigation. Davidoff notes that about
$30 billion in potential philanthropic healthcare aid goes
unclaimed each year. That’s a
number Atlas and other firms are
hoping to drive down.

Antidotes to
financial toxicity
The problem of healthcare costs
burdening patients and the
efforts to relieve that burden
are relatively new phenomena,
observes Davidoff. Over the past
15 to 20 years, healthcare costs
have shifted to patients because
of high-deductible health plans
and increasing prices that make
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formerly affordable coinsurance
amounts unaffordable for many
people. Meanwhile, a flood of
effective but expensive drugs has
hit the market.
Help is available, but it is a
maze. Drug companies have created patient-assistance programs,
recognizing that covering patient
out-of-pocket cost is a relatively
minor expense if it can boost sales.
Dan Sherman, a longtime
financial navigator who consults with health
systems and other
industry clients,
says hospitals
have a wide range
of approaches to
help patients deal
SHERMAN
with the cost of
care. “You can go into one hospital
system, and they will say, ‘We give
charity to people, that’s our financial navigation,’” he says. Another
might simply connect patients
with copay assistance programs.
The optimal approach, Sherman
says, is for healthcare organizations to partner with patients to
ensure patients get the resources
they need.
“What I do — and what I train
hospital systems to do — is a
much more sophisticated ap-
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Financial navigation software

proach to financial navigation or to
addressing financial toxicity,” says
Sherman, president of the NaVectis
Group, a financial navigation company in Grand Rapids, Michigan.
For Sherman, “toxicity” in
financial toxicity isn’t just a metaphor. Patients with complex (and
expensive) diseases like cancer
face high medical bills and the
loss of work. Government benefits
can help, but those funds can take
months to arrive. In the meantime, patients must make tough
financial decisions.
“They’re making choices: I’m
not going to take that pill, or I’ll
take it every other day,” he says. “Or
I’m not going to go and have that
extra MRI because I can’t afford
the $2,000 copay that’s going be
associated with that.”
In the end, he says, all those
difficult decisions translate into
higher rates of psychological stress
and often depression and anxiety.

Pulling data together
Vince King, chief commercial officer at TailorMed,
another maker
of AI-enhanced
financial navigation software, says
his company’s
aim is to help
KING
health systems be
proactive with financial assistance.
TailorMed, which has a U.S. headquarters in New York, starts by
analyzing a health system’s insurance networks and prescriptions
to identify programs that might be
a good fit, explains King. “Then we
proactively look at their patients to
prioritize those patients based on
the opportunity for assistance and
then populate work queues and
workflows in order to make those
teams more efficient ... to give
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them the right patients to focus on
at the right time.”
King says TailorMed’s AIbased approach can help identify
patients who are more likely to
benefit from assistance programs
based on their insurance, diagnosis, social determinants of health
and other factors.
One reason this type of AI
approach works is that so much
of a patient’s data is siloed in
different software or departments,
King says. By pulling all the data
together into one place, financial
navigation software can make
better suggestions and also export
those data faster. “We’re fortunate
that we get a pretty robust data set
from the get-go,” he says.
Some manufacturers have
embraced TailorMed’s products,
resulting in “one click” enrollment,
King says. “And we're talking to
other pharma manufacturers to
make that list grow,” he adds.
TailorMed is also pushing into
insurance optimization — helping
people make the right decisions
about which insurance coverage
to buy.
Sherman, the financial navigator and consultant, says insurance
optimization is a crucial first step
in weathering the costs of healthcare. “In the world of Medicare,
most people have 30, 40 or
50 different choices,” says Sherman, who has consulted for
TailorMed. Most patients make
the wrong choice, he adds. “What
I can do depends on the scenario
and what's available, but if you
just have true expertise in the
Medicare system, you can drastically reduce the patient’s ( financial) responsibilities.”
Sherman says the same is true
for people buying on the Affordable Care Act exchange. It is not

Technology

uncommon, he says, to reduce a
patient’s obligation from something in the range of $7,000 to just
a few hundred dollars.

The human element
Davidoff says Atlas Health’s approach is to not only provide software, but also partner with providers to essentially become their
financial navigation departments,
if needed. “So we don’t just provide
the technology, but in many cases,
we provide the people,” he notes.
One question raised by these
new technologies is whether
patients might one day be able
to navigate assistance programs
without the need for help from
professionals. Both King and Davidoff say they see patient-facing
navigation tools on the horizon. In
fact, King says TailorMed already
has patient-facing pilot projects
underway. However, King says he
does not expect human patient
navigators to become obsolete.
Although AI tools can dramatically improve the process of
financial navigation, in King’s view,
human patient navigators bring
more than just knowledge.
“There’s a lot of burnout in
patient navigation,” he says. “It
takes a lot of coordination, a lot
of advocating for the patient.”
Perhaps patient-facing tools could
help patients identify resources
and streamline case coordination.
“And that’s great,” adds King.
“But you know, this work is really
performed by the organization, the
clinic, the health system so they
can be able to provide that care. A
lot of people don’t even know all of
these resources exist.”
Jared Kaltwasser is a freelance writer
in Iowa and a regular contributor to
Managed Healthcare Executive®.
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Suicide prevention:

A new number, old problems

The new 988 hotline may help more people get help and steer
crisis care toward mental health interventions. But many
obstacles to getting access to mental healthcare before or after
a crisis remain. by PETE R WE H RWE I N

9

11 has been successfully
ingrained as the number
for Americans to call
in case of a fire or a
public safety or medical
emergency.
Now public and
mental health officials
are hoping that 988 becomes just
as well known and automatic in
situations where people are suicidal or experiencing severe emotional distress. Launched on July 16,
988 is replacing 800-273-TALK as
the country’s suicide prevention
hotline. Callers are connected
to counselors at about 180 crisis
centers in the U.S.
The advent of the 988 number
is being heralded as a new chapter
in the checkered, underfunded
history of “crisis care” in the U.S.
that could save lives. The hopeful
picture is that a three-digit number that is easy to remember will
mean that more people contemplating suicide will call and get
help. Some experts see 988 as fresh
opportunity to route intervention
away from the police to crisis
intervention teams trained to deal
with people who are suicidal, with
a spillover effect to other volatile
situations involving mental illness.
According to the National Alliance
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on Mental Illness (NAMI), 1 in 4 fatal police shootings between 2015
and 2020 involved a person with a
mental illness.
“988 is the first step in reimagining our crisis response, but
there’s more work to do to ensure
everyone receives the help they
need — and deserve — in a crisis,”
NAMI says on its website.
Helen Newton, Ph.D., M.P.H.,
a Yale University
School of Public
Health researcher
who has studied suicide and
crisis intervention teams, says
NEWTON
988 is one of the
largest investments in the federal
government’s effort to revitalize
crisis care. It has the “potential
to transform the system in some
ways,” she says. Newton cautions,
though, that funding and its equitable distribution are challenges.
The less sanguine view of 988 is
that it while swaps out a nine-digit
phone number for a three-digit
one, it leaves the deeply rooted
problems of access and funding
for mental health care untouched.
“Does it solve our suicide problem in the United States? It absolutely does not because we still
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don’t really have effective access
for most people who need help
with the kind of things that would
cause them to call
988,” says Roy H.
Perlis, M.D., M.Sc.,
a professor of psychiatry at Harvard
Medical School
and director of the
PERLIS
Center for Quantitative Health at Massachusetts
General Hospital in Boston.
“We have a nicely painted and
landscaped front door,” Perlis continues. “We have signs pointing
at the front door. The problem is
once people walk through that
front door, it’s not clear what
happens next. We don’t really have
the rest of the house built. We just
have a very nice front door.”

Rates up
The backdrop to the creation of
the 988 number is rising suicide
rates in the U.S. According to statistics from the CDC, the age-adjusted suicide rate per 100,000
people rose from 11.6 in 2008 to
14.2 in 2018, a 23% increase. The
CDC figures show that in 2020,
45,979 people in the U.S. died of
suicide, making it the 12th leading
cause of death. Fewer people in
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the U.S. died in motor vehicle accidents (40,698) than of suicide in
2020, and far fewer died in homicides (24,576). In a report released
in June in the run-up to the launch
of the 988 number, Kaiser Family
Foundation (KFF) researchers said
CDC data show that the number of
suicides peaked in 2018 and dipped
in 2019 and 2020. The researchers
note, though, that some suicides
may have been misclassified as
drug overdoses because of the
difficulty of determining whether a
drug overdose was intentional.
Although the COVID-19 pandemic has been associated with
an upswing in a variety of mental
health problems, researchers are
still figuring out the relationship
between the pandemic and
suicide rates
The overall trend in suicide
merits attention but obscures
how uneven suicide deaths are
across age, race and geographic
categories. For example, in 2020,
the suicide rate among American
Indians and Alaska Native people
was 23.9 per 100,000 compared
with 16.8 among White people,
and the rates among Black (7.7
per 100,000) and Hispanic people
(7.5 per 100,000) were less than
half the rate among White people,
according to the KFF researchers.
As the researchers noted, although
women are more likely to attempt
suicide, the male suicide death
rate is four times higher than the
female suicide death rate (22.0
per 100,000 versus 5.5 per 100,000
in 2020). Suicide death rates are
consistently lower in metropolitan
areas than in rural areas.
The eight states with the highest
suicide rates have large rural areas:
Alaska, Colorado, Idaho, Montana,
New Mexico, Oklahoma, South
Dakota and Wyoming, which
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had highest rate in 2020, 30.5 per
100,000 people.

A doubling
The Federal Communications
Commission proposed the 988
number in 2019 and the National
Suicide Hotline Designation Act
was signed into law by then-President Donald Trump a year later.
The number is new but otherwise,
it is utilizing the call centers and
other features of the existing National Suicide Prevention Lifeline
program, which was created in
2005. According to a December
2021 report from the Substance
Abuse and Mental Health Services
Administration (SAMHSA), the
Lifeline program has a network of
180 independently operated and
funded local call centers, three
Spanish language centers and
nine national backup centers. The
report says Vibrant Emotional
Health, formerly the Mental Health
Association of New York City, is the
system’s administrator. The version
of Vibrant’s 2020 annual report on
its website lists $46 million in revenues from government contracts
but does not break it down further.
National suicide prevention and
disaster services are listed as
$22.9 million program expense
in the organization’s 2020 annual
report, an increase of about
$10 million from 2019.
Data collected from a sample of
a subset of the 90 centers in 2020
showed that about 1 in 4 callers had
experienced thoughts of suicide
(suicide ideation) in the past 24
hours, 4% were assessed as being at
immediate risk and suicides were
in progress during 0.9% of the calls.
Extrapolating from that subset,
SAMHSA estimates that in 2020 just
over 340,000 people called with suicide ideation, nearly 61,000 were at
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imminent risk of suicide and about
13,600 people (or their families
or someone who was with them)
called when a suicide attempt was
in progress.
The SAMHSA report says the
Lifeline call centers received 1.8
million calls in 2020, with an answer
rate of 85%. The program started
a chat service at some centers in
2013. Of the 1.4 million chats initiated in 2020, the answer rate was
30%, according to SAMHSA. The
report mentions that a new chat
service program was started in 2020
that “allows for a more reliable view
of overall demand.” The Lifeline
program also started fielding texts
in August 2020; the SAMHSA report
says the answer rate was 56%.
Without “proper resourcing,” the
report says, the supply-demand gap
of the Lifeline program is likely to
worsen with the 988 number. The
estimates vary, but according to a
midrange projection, the volume of
encounters with the Lifeline system
is expected to more than double to
7.6 million, partly because people
may start calling 988 instead of
911 as well as 988 being easier to
remember than 800-273-TALK.
The money to pay for all of this
comes from a hodgepodge of federal, state, local and private sources.
The SAMHSA report said if the
contacts with the program go up
as much as predicted because of
988, then the centralized network
operations (including money for
operation of backup centers) will
need $110 million in federal funding annually and the local crisis
centers, a total of $560 million,
money that will come the federal
government and a combination of
other sources. The legislation that
set up the 988 number contemplated states collecting state-level
cell phone fees to help pay for the
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The increasing suicide rate
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centers, according to the SAMHSA
report.
The federal outlay this fiscal
year for the Lifeline system was
$282 million, which included an
allocation of $180 million in workforce funding from the American
Rescue Plan Act of 2021.

The care cascade
So much for what Perlis calls the
“front door.” What happens after
people call? According to Newton, the Yale researcher, the “care
cascade” typically follows a pattern
of about 80% of the callers being
managed over the phone with
motivational interviewing and
other strategies. Between 10% and
20% need an in-person response
and 3% to 5%, “stabilization,”

Managed Healthcare Executive.com

2011

2012

2013

2014

which means the person needs to
be taken somewhere — a hospital
emergency department, a residential facility with crisis beds — for
observation and perhaps further
treatment. Newton’s research has
focused on the 10% to 20% slice
that needs an in-person response.
Traditionally, police have been
the responders. But in the 1980s,
the Memphis Police Department
launched a pilot project to train
officers how to deal with people
having a mental health crisis. That
sowed a seed that led to the creation of crisis intervention teams
consisting not of police officers
but of nurses, social workers, peer
volunteers and others.
In many instances, those teams
were created by the community

2015

2016

2017

2018
Source: CDC

mental health centers that were
established in the 1960s as part of
the policy to close large psychiatric
hospitals and move people with
mental illness into the community.
Newton says a response from a
crisis intervention team instead
of the police can lead to treatment rather arrest and frames the
episode as a mental health crisis
rather than a public safety one. Although there is little public awareness of these crisis intervention
teams, some programs are thriving
and enjoy at least local recognition
and high regard. The CAHOOTS
(Crisis Assistance Helping Out on
the Streets) program, run by the
White Bird Clinic, a community
health center in Eugene, Oregon,
is an example. “Over the course of
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more than 30 years, CAHOOTS has
earned the trust of pretty much
all parts of the Eugene community,” said a glowing report about
the program published in Health
Affairs last year.
Newton and her colleagues, Tamara Beetham, M.P.H., and Susan
Busch, Ph.D., who are also at Yale,
reported findings from a cross-sectional study of the crisis intervention teams and their availability on
a county-by-county basis in JAMA
Network Open in July. The (sort of)
good news: The vast majority (88%)
of U.S. residents reside in a county
with at least one facility that has
a community intervention team.
Of course, one team in a populous
county will be spread thin. But the
research by Newton, Beetham and
Busch also found that nearly half
(1,512 of 3,142, or 48%) of the counties had no facility with a community intervention team. Those
counties tended to have more
uninsured people than the counties with teams. They also tended
to be more rural and have higher
suicide rates. This map is a familiar
one to Newton: “The distribution
follows a pattern similar to a lot
of other mental health treatment
access-type studies where, on the
coasts, you’re usually pretty good.
But then once you move into the
interior of the country, into the
more rural counties, there’s lots of
areas that have limited access.”
The crisis intervention teams are
coming into some federal funding.
The American Rescue Plan included
$15 million in grants to start teams
and enhanced Medicaid funding to
help with operations. In addition,
some the block grant funding for
mental health program in the Bipartisan Safer Communities Act of
2022 may reach the crisis intervention teams, says Newton.
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More money
Perlis wrote the editorial accompanying Newton’s JAMA Network
Open study. In it he lauds 988
and the effort “to ensure a single
point of entry for people in crisis
and to begin to bend the curve on
suicide.” But in an interview with
Managed Healthcare Executive®, the
praise quickly gave way to expression of frustration with the lack of
access to effective treatment for
depression and substance abuse,
both of which are associated with
suicide. Some of his comments are
directed at insurers.
“Let’s say you call 988. You’re
in crisis,” he begins. “OK, so far,
we’re managing the situation. A
crisis team goes out and evaluates
you and determines you need
hospitalization. Well, you land in
an emergency room, where you
could sit for many hours or even
days because we don’t have enough
hospital beds. And then we discharge you and can’t get you into
psychiatric treatment for weeks to
months. It looks like your health
plan has an extensive network (of
providers). But in fact, none of
them are taking new patients. So
again, you’ve made it to the front
door. You’re ready for help. You
need help. A crisis team says, yep,
this person needs help. It’s everything that happens next where I
think we’re still struggling.”
Perlis says teletherapy is a way
of providing care to more people
cost effectively, although he is concerned about whether the quality
of the care might suffer and wants
to see research into the question.
He also sees access to care benefiting from mental health’s version of
“care extenders” — health coaches
and the like.
Staid approaches are also
been part of the obstacle course
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that needs to be removed,” in his
opinion.
“In many settings, we provide
care the same way we did two
decades ago,” says Perlis. “You go
see as a psychotherapist and you
meet with them every week for the
next two years. And we call that
ongoing treatment. But for some
people, six sessions would work, or
12 sessions. And for some people,
group interventions.”
But Perlis says innovation and
technology make up just one of
two major pieces of the puzzle. The
other one?
“I hate to say it, but someone
has to spend more money supporting mental health care.”
Many people at the community
mental health centers are doing
their best, but the centers suffer
from chronic underfunding, in his
view. Perlis says people with health
insurance who can’t afford to pay
out of pocket can be effectively
shut out of mental health care.
“You can spend your day making
phone calls and everybody’s practice is full. These ghost networks
are a huge problem.”
As head of the Center for Quantitative Health at Mass General,
which is focused on precision
medicine and the use of large data
sets, Perlis is no stranger to all the
data-depedent ideas and projects
that many people beieve can vault
healthcare, including mental
healthcare, into a brighter future.
“I spend most of my time trying
to come up with high-tech solutions for mental health. But in the
middle term, the near-to-middle
term, it’s really just about investing
more in mental healthcare.”

Peter Wehrwein is managing editor of
Managed Healthcare Executive®.
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