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Steroid—Associated Side Effects in Patients with Myeloma
Myeloma Today in conversation with Patricia A. Mangan, MSN, AOCN,

CRNP
(2008%12A826H)
9*%5[:&75"3’(Ifﬁ@l:?ﬁﬁ??—éﬁg)éltiﬂ\fﬁﬂikﬁi(ﬁgg) DEAZEHLTLZ
\
%%’l\‘i’%ﬁiﬁﬂifﬁ#ﬁ(:j’sﬁ'éguE%BZEX% What exactly are steroids and what is
AA/RHIDIERELGNAEZTDEZE their role in multiple myeloma therapy?

BRAGEBOXRTAOAMREINEFEELET  There are several different kinds of
. BIBEEBERXTASRE ($EE )L F X steroids, but the types that are used in
TOARE) N Z R MEBFEIEAREIZAHLDS therapy for multiple myeloma are
nxd, corticosteroids (also known as
NN ANEER I FHRIEREREYS  glucocorticosteroids).
BEIINIRHERATAAFRRIEIZE<CEXY These powerful chemicals are very
F9,BIBEBEXTAAMFRIIZNERBIIZZ different from the anabolic steroids that
KOEFRIBICHENTERERIEZHNIZE are associated with increasing muscle
EB strength. Corticosteroids are effective in
BIBEERBATAAFRRILEREIEREDE reducing swelling and inflammation in
LY ET, many kinds of tissue.
They are the foundation for therapeutic

ZLDEIBRBEATAARFINSS . 31— regimens for patients with myeloma.
BRI ERERRICALLONELD LT
FH AR TURZY TRV O Among the many types of corticosteroids,
T, TLR=V I, 1960FE L EIMD  the ones most commonly used to treat
BHEICRTHAILIT7IUEEDENE myeloma include dexamethasone,
ZEOLIDIZALLNTLET, prednisone, and prednisolone. Prednisone
TXH AR (L1980 F M5, DA has been used to improve the response
EEFRALT, =, BEIEEXZELTERE rate of melphalan therapy for myeloma
ERRICALLNTNEY, BFIDIER  since the late 1960s.
MEIIERGYET, TEXHARY U ETLE Dexamethasone has been used in
=N A DA (BHEIEMAADE  myeloma since the 1980s, both in
EERTERRNTEEINDAR/NI'E) combination with other therapeutic
EEEREL. M D BNEF «kB(B&FR: approaches and as a single agent. Each
NF-x B, BEEIERSED XEEILIZEIES works through a different mechanism.
IHAINDE)EMEINAZSI LT, Bif Dexamethasone and prednisone kill
fEHEERLET, myeloma cells by inhibiting the activity of

X cytokines, which are proteins in the body
TEXRHAR O ETURZY V1L, BFI|E % that encourage the growth of myeloma
(2, F=. HYRTAR(HOZIE®) -LF K cells, and by reducing the action of
SR(LTYZR®) I RILTIZT (R)LT MK nuclear factor—kappa B (NF-x B), a
®) EWLVST=FRINBHIEEZXZ SO MDE molecule responsible for increasing
RlIEBERALT, BHEERFICAMAINE  inflammation associated with myeloma.

(o]

Both dexamethasone and prednisone are
BB REATOAREIELZF (T TS E prescribed for patients with myeloma as
BEEHICELAZENAHHEIER single agents and in combination with
BIBERBRATAAFRHIX5& N7EEF|T, F other anti-myeloma agents, including
KEBMERZESZEABYET, FDEI| novel anti-myeloma drugs thalidomide
ERNEEMS-HEIIHRALTT, FDE (Thalomid®), lenalidomide (Revlimid®), and
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What side effects may be experienced by
myeloma patients receiving corticosteroid
therapy?

Steroids are powerful medications and
may be accompanied by significant side
effects. The severity and nature of these
side effects vary. They are related to the
dose and duration of therapy. These side
effects may have an impact on patients’
physical, social, and psychological
functioning. Side effects fall into several
categories, which include:

o Constitutional (flushing, sweating,
insomnia)

o Psychiatric (personality changes, mood
alterations, hyperactivity)

o Immune (elevated white cell count,
infection)

o Musculoskeletal
(osteopenia/osteoporosis, muscle
cramping)

o Ophthalmic (blurred vision, cataracts)
o Gastrointestinal (heartburn, flatulence,
taste alteration, hiccoughs)

o Endocrine (high blood sugar, adrenal
insufficiency)

o Cardiovascular (fluid retention)

o Dermatologic (rash, acne, skin tears)

o Sexual dysfunction

Can these side effects be managed?
The most important element in managing
and reducing side effects associated with
corticosteroids is clear communication
between patients and their healthcare
providers. Toxicities associated with
corticosteroid therapy may be managed
by altering the type of steroid and the
dose and schedule used in order to
achieve a balance between treatment
effectiveness and quality of life. The
success of corticosteroid therapy in

El{EFA - & treating myeloma relies on educating

patients and encouraging communication
with their medical team. This requires that

Common Termlnology Criteria for Adverse patients be educated about possible side

Events. B&#3: CTCAE) EFE[EN TULVET .
NAEENREERT L ENHSEIER

[T, JL—R1~BIZHpfEEShET, JL—
|~‘H2t$xr_0);ﬁ E%T'd' gL—Fk2(%
¢%r®’ﬁi$%f'¢ JL—K3IXEE
DEEERTY, VL—F4IXEREED
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effects and encouraged to report any
adverse effects. Patients who are aware
of side effects and report them promptly
are more likely to adhere to their
therapeutic regimen and to have a better
treatment outcome.
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How does one assess the severity of side
effects?

The National Cancer Institute (NCI) has
developed a scale for assessing side
effects — or adverse events. It is known
as the CTCAE (Common Terminology
Criteria for Adverse Events). For each
side effect a patient may experience, a
grade is assigned from 1 to 5. A grade of
1 means the experience of a side effect is
mild. Grade 2 means it is moderate in its
impact; Grade 3 is severe; Grade 4 is life—
threatening or disabling; and Grade 5
refers to a death related to the adverse
effect. For the CTCAE to be effective in
monitoring corticosteroid therapies and
useful in determining whether dosing
changes must be made, doctors and
patients must communicate openly and
regularly about adverse events.

The information gathered through use of
the CTCAE plays an important role in
evaluating new cancer therapies. It is also
valuable as a consistent, reliable method
for comparing the severity of side effects
across different healthcare providers — an
important factor when patients see
different specialists or when treatments
are compared across clinical trials.

Once identified and assessed, how can
side effects be managed?

A great deal of research and
experimentation has gone into finding
effective approaches to reduce the
severity of adverse events associated
with corticosteroid therapy. They fall into
three categories: pharmacologic
(medication), non—pharmacologic (non—
medication remedies), and patient
education. Most side effects may be
treated using one or more of these
approaches.

When flushing or sweating occurs, it is
important first to rule out such conditions
as thyroid dysfunction or perimenopause.
If neither is the cause, then non—
pharmacologic interventions such as using
cold cloths or ice packs, along with

5)60)'C FOE5 (X BREEEEFIZEST drinking fluids to maintain hydration, are

BREATO 'fFﬁlJJfE‘f,il B1F53
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effective.
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If patients experience edema (swelling),
this may be treated non-—
pharmacologically by reducing salt intake,
elevating limbs, using elastic compression
stockings, and increasing physical activity.
The most common pharmacologic
approach is the use of diuretics.

Bone loss is a side effect of
corticosteroids that is of particular
concern if there are other risk factors for
osteoporosis (older age, post—-menopause,
history of smoking, or presence of lytic
lesions). If these factors are present, a
baseline bone density scan should be
obtained. Myeloma patients who have
bone lesions should consider treatment
with bisphosphonates. Use of calcium is
controversial for patients on steroid
therapy because it may interfere with
drug absorption.

If personality changes occur, in addition to
support groups and psychological
counseling, there are pharmacologic
interventions such as dose reduction (or
discontinuation) or alteration of schedule
of steroids along with the use of
psychoactive medications.

To manage insomnia, a patient may
benefit from taking steroids in the morning
so they wear off by evening, or taking
steroids just before bedtime so the

PEERZEDDIZRERZHR) DENMAEL patient is asleep during the highest blood
HoEhhY . F-EIBERERXTHARHFID concentration of the drug.

BRESFABEOFUENBDEESNFETS,

ROUZRETHRNGTEY AR VEEE
TEYARJUGEDRIBERERTOAR
Rl 5ERacPIETHEEELGRIER
BNELBCENBYET . TN Z, ED
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Pharmacologic interventions include the
used of hypnotics or sedatives. Non—
pharmacologic interventions may include
taking a warm bath before bed and not
watching television or reading in bed.

If the white blood cell count becomes

EEXTA/RRIEEIZE N THEIZEZIZ elevated (leukocytosis), it is important to

AUES, FHICEEACLE, BLED
SH N TOATIT ALV ERRT B2

FRYARTUIEDBIERERTOAR
# 0D H 8 1< B 5 IS B BB AT ] (IMF)

B — - VT RBRICLHAER

BAZIMFIZRRLEL-, AFBAICIFIRAE
DEREE-IXE5EAE-BMERAODEEML
myeloma.gr.jp/---/id278.html

watch for any signs of infection. If
indicated, pharmacologic interventions
may include prophylaxis and treatment
with antibacterial, antiviral, or antifungal
agents.

An often overlooked side effect of

corticosteroid therapy is fatigue and

myalgia (muscle pain) in patients who
5/8
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administration, then tapering their dosage
over time. Muscle weakness, especially
the proximal muscles (which are the
muscles needed to raise yourself out of a
chair or climb stairs), can occur and also
requires dose adjustment or
discontinuation.

What is the safest and most effective way
to taper dexamethasone?

Tapering, or slowly reducing the dosage of
a medication, is particularly important in
corticosteroid treatment because sudden
discontinuation of drugs like
dexamethasone may cause severe side
effects. It is very important to reduce
dosing of dexamethasone only under
supervision of the treating physician.

The IMF has produced a consensus
statement by its Nurse Leadership Board
regarding dexamethasone tapering. It lays
out a clear methodology for reducing
dosage based on three factors: current
dosage, schedule of treatment, and
severity of side effects. It includes
contingencies, such as what to do if the
side effects persist. As a standard of

REITWELTz, TN, FTFZE B BEIE care, it is an effective strategy for

BEICTERY ARV ELFTIRIFAE S

reducing the adverse events associated

SNBEZIZEWT,. EHET XY AZY D with tapering dexamethasone.

EEAETI YA UDMRDEEZLR

FHELNDTT, AFEIZEKY ., LFJRSIFE Reducing the dose of dexamethasone may
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also reduce the risk of thromboembolic
events (blood clots), particularly if
administered in combination with other
anti-myeloma agents such as lenalidomide
and thalidomide.

Be sure to consult your treating physician

BEMEMER OB EBINHIEIES S . F for guidance and supervision. It is very
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important that patients not change or
taper their dosage on their own.

An important addendum is that if steroids
are taken for one day only, as with the
one day per week low dose
dexamethasone schedule, usually no taper
is required and it is best to avoid a taper
if possible.
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Do you have any closing comments for
our readers?

Steroids are very active in the treatment
of myeloma when give alone or in
combination with other agents. A very
important study recently conducted by
the Eastern Cooperative Oncology Group
(ECOG) looked at the effectiveness of
high—dose dexamethasone vs low—dose
dexamethasone when given in combination
with lenalidomide in newly diagnosed
patients. This study showed that the use
of lower—dose dexamethasone provided
better results over time than did the use
of higher—dose dexamethasone. This has
had significant impact on practice and

INNYSTARH . MSN, AOCN. CRNP patient care. We hope this will decrease
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TILIATH

or eliminate some of the potential side
effects associated with steroids in
patients taking lenalidomide.

Steroid therapy can cause side events
that may affect many of our body
systems. But when managed carefully,
patients may reduce the severity of side
effects and benefit from steroid therapy.
This requires patients and their caregivers
to be educated about what to expect
during treatment. It is equally critical that
healthcare providers be fully informed
about anything that might affect
corticosteroid treatment, including
whether patients are taking any over—
the—counter herbs, vitamins, or medicines,
as these may interact with steroids and
reduce treatment efficacy or increase the
risk of side effects through drug
interactions. The best way to promote
adherence to therapy, improve quality of
life, and lead to positive outcomes is
through education and communication. MT

Patricia A. Mangan, MSN, AOCN, CRNP
Coordinator/Bone Marrow and Stem Cell
Transplant Program

Abramson Cancer Center

University of Pennsylvania
Philadelphia, PA
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