By Amy Scanlin, MS

The psychological needs of chronically ill adult patients include
taking a positive outlook about their disease, learning how to control
anxiety and feelings of helplessness, understanding the disease’s
impact on family, and establishing good communication.
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hronic conditions affect more than 162 million
people in the U.S. each year, and they are the main
cause of death and disability, with economic costs
topping $1.3 trillion in 2003.1 In addition to the health and
financial tolls that chronic illness imposes on patients and
their families, the psychological costs are astronomical.
And, while great strides have been made in understanding
and treating many chronic conditions, the emotional
impacts are less well understood.
The uncertainty of chronic illness, including how and
when it will manifest, poses one of the biggest coping
challenges for patients. Patients often grapple with how
they will live with the emotional stress of their condition,
what type of support they will need from their families,
and what types of concessions they will need from their
employers and how that need will affect relationships
within the workplace. “Dealing with disabilities or chronic
illness is a very complicated process,” explains Matthew
Purinton, MSW, LSW, staff therapist for the Council for
Relationships. “It’s what’s known as ambiguous loss,
because society does not have a ritual for the loss of
function or health in the same way that it does when a
person dies. Therefore, dealing with this loss and finding
positive ways to cope are made more difficult by a lack of
a pre-existing path or ritual for coping with the loss.”
For a mental health professional, the goal of helping
patients manage their chronic conditions, as well as the
emotional and social implications, requires a well-rounded
approach. This includes helping patients understand the
influences and effects of their chosen behaviors on their
own health and that of their families. “The most difficult
thing is the idea that the chronic illness will last for the rest
of their life,” explains Purinton. “Usually a chronic illness
doesn’t have a known end point. Instead, the person is
told that they will always have to deal with the symptoms
of the illness for the rest of their life. It’s also difficult to see
how an individual’s chronic illness affects the lives of the
people they love. A chronic illness isn’t a static experience;
instead, it ebbs and flows, with periods of greater symptom
expression — good days and bad days. These bad days
often will impact the person’s personality, making them
angry at others or shortening their fuse. The difficult thing
is learning how to deal with their illness without unjustly
taking it out on the people who are trying to help them.”
Making Sense of Life Beyond the Diagnosis
Helping patients realize that while they may not have
control over their chronic illness, they do have control over

the way they choose to view that illness, as well as control
over their behaviors that can both negatively and positively
impact their condition. This realization is crucial to long-term
success. A response shift, defined as a change in internal
values, is often needed in those with chronic illness.
Therefore, a valuable tool for mental health professionals
helping chronically ill patients is facilitating a subsequent
transformation of learning and then a changing of belief
systems, feelings and knowledge that reflects the new
norms and values for patients about their condition,
prognosis and their role in achieving long-term success.2

The uncertainty of
chronic illness, including
how and when it will
manifest, poses one of the
biggest coping challenges
for patients.
Says Purinton: “When the person with a chronic illness
believes that there are things that they can do to improve
their situation, they’re much less likely to develop learned
helplessness. For example, for people with chronic pain,
the intensity level of the pain and the level of distrust that
it causes in the person’s life is poorly correlated. This
means that a person with the pain level of 4 out of 10,
which is considered to be significant in needing treatment,
may not be able to work, while someone with an 8 out of
10 is able to. The difference often comes down to whether
they believe they are in control of their life.”
Patients who display resilience after a diagnosis tend to
have three major commonalities: memory, hope and
meaning, with memory being the link between hope and
meaning. Professionals can help patients develop skills
that allow them to view their illness as part of life and a
challenge worth facing — far healthier than viewing their
illness as a debilitating diagnosis that will soon take over
their lives.3
A study that looked at psychological adjustments to
chronic illness, published in The Lancet, identified four
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specific factors that help patients have a healthier adjustment
to their condition: physical activity, as much as is reasonably
possible; finding a healthy way to express emotions; taking
initiative in the self-management of their condition; and
finding the positive with regard to their condition. All of
these will provide the best chances for patients to
experience a successful adjustment to their current and
future challenges.4
Anxiety and Feelings of Hopelessness
Many challenges lie ahead for patients with a chronic
illness, and the inability to face these challenges head-on
can lead to anxiety, feelings of helplessness and depression.
Even those with the best self-care techniques can be
struck with periods of feeling blue and deep depression.
Recognizing these symptoms early and seeking professional
help can make all the difference. “Anxiety cannot be
made manageable when families think of it in terms of
‘for the rest of their lives,’” says Purinton. “When considering the chronic illness in its entirety, it can be especially
overwhelming. By taking one day at a time, the person
with a chronic illness and the family are better able to
mobilize their coping resources.”
Patients should be encouraged to seek counseling,
even on a short-term basis, because the ability to anticipate what feelings are coming and how to best manage
both the emotions and physical stress can help patients
enormously. The highest risk of depressive symptoms
occurs within the first two years following diagnosis.5
Once depression starts, other behaviors come into play
that can further set patients back, such as the elimination of exercise, the addition of poor eating habits and
even becoming less inclined to take medication.
“Dealing with a chronic illness changes as each individual
and the family progress in their development, and the
family as a whole progresses through the family life cycle,”
says Purinton. "As a therapist, I often help families to
anticipate what challenges the next stage of life will
bring, as well as help them to transition and mobilize
different coping resources as the needs and the circumstances change.”
Impact on Families
Families of patients with chronic illness are an important
concern. Though patients may feel alone in their condition,
they are not. Families feel the same uncertainty over the
future and how the illness will impact their relationship,
their financial future, the spouse’s evolving role as a care18
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taker and more. Finding successful stress-management
and coping skills for families is crucial to the overall
success for patients and their relationships. Explains
Purinton: “As a profession, social work believes that the
social environment that the person finds themselves in
plays a large role in their symptoms. In this context, a
chronic illness is a very stressful environmental stimuli that
the family must adapt to.”
Families need an action plan, just as patients do, and
this action plan must take into account where each
member of the family is emotionally, not only relating to
the illness itself but with the patients. “I look at how the
family has done with periods of adversity in the past —
how other members of the family have dealt with negative
circumstances even if they’re not a chronic illness — to
help determine the resiliency of the family system,”
explains Purinton. “I’m also looking for other vulnerabilities that would make coping with a chronic illness more
difficult: for example, economic difficulties, being victimized
by prejudice, and a lack of social support. I’m looking for
views that family members may have about chronic illness.
Sometimes people have difficulty with the stigma of
having a chronic illness. When each member of the family
has a proactive coping posture, they’re much more
resilient against the many challenges that chronic illness
often brings with it.”
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1
INDICATIONS AND USAGE
Hizentra is an Immune Globulin Subcutaneous (Human) (IGSC), 20% Liquid indicated as
replacement therapy for primary humoral immunodeficiency (PI) in adults and pediatric
patients 2 years of age and older. This includes, but is not limited to, the humoral immune
defect in congenital agammaglobulinemia, common variable immunodeficiency, X-linked
agammaglobulinemia, Wiskott-Aldrich syndrome, and severe combined immunodeficiencies.
4
CONTRAINDICATIONS
Hizentra is contraindicated in patients who have had an anaphylactic or severe systemic
reaction to the administration of human immune globulin or to components of Hizentra,
such as polysorbate 80.
Hizentra is contraindicated in patients with hyperprolinemia because it contains the
stabilizer L-proline (see Description [11]).
Hizentra is contraindicated in IgA-deficient patients with antibodies against IgA and a
history of hypersensitivity (see Description [11]).
5
WARNINGS AND PRECAUTIONS
5.1
Hypersensitivity
Severe hypersensitivity reactions may occur to human immune globulin or components
of Hizentra, such as polysorbate 80. In case of hypersensitivity, discontinue the Hizentra
infusion immediately and institute appropriate treatment.
Individuals with IgA deficiency can develop anti-IgA antibodies and anaphylactic reactions
(including anaphylaxis and shock) after administration of blood components containing IgA.
Patients with known antibodies to IgA may have a greater risk of developing potentially
severe hypersensitivity and anaphylactic reactions with administration of Hizentra. Hizentra
contains )50 mcg/mL IgA (see Description [11]).
5.2
Thrombotic Events
Thrombotic events have been reported with the use of immune globulin products1-3,
including Hizentra. Patients at increased risk may include those with a history of
atherosclerosis, multiple cardiovascular risk factors, advanced age, impaired cardiac
output, hypercoagulable disorders, prolonged periods of immobilization, Factor V Leiden,
known or suspected hyperviscosity, and/or those who use estrogen-containing products.
Because of the potentially increased risk of thrombosis, consider baseline assessment of
blood viscosity in patients at risk for hyperviscosity, including those with cryoglobulins,
fasting chylomicronemia/markedly high triacylglycerols (triglycerides), or monoclonal
gammopathies. For patients judged to be at risk of developing thrombotic events,
administer Hizentra at the minimum rate practicable.
5.3
Aseptic Meningitis Syndrome (AMS)
AMS has been reported with use of IGIV4 or IGSC. The syndrome usually begins within
several hours to 2 days following immune globulin treatment. AMS is characterized by
the following signs and symptoms: severe headache, nuchal rigidity, drowsiness, fever,
photophobia, painful eye movements, nausea, and vomiting. Cerebrospinal fluid (CSF)
studies frequently show pleocytosis up to several thousand cells per cubic millimeter,
predominantly from the granulocytic series, and elevated protein levels up to several
hundred mg/dL. AMS may occur more frequently in association with high doses (>2 g/kg)
and/or rapid infusion of immune globulin product.
Patients exhibiting such signs and symptoms should receive a thorough neurological
examination, including CSF studies, to rule out other causes of meningitis. Discontinuation
of immune globulin treatment has resulted in remission of AMS within several days without
sequelae.
5.4
Reactions Reported to Occur With IGIV Treatment
The following reactions have been reported to occur with IGIV treatment and may occur
with IGSC treatment.
Renal Dysfunction/Failure
Renal dysfunction/failure, osmotic nephropathy, and death may occur with use of human

immune globulin products. Ensure that patients are not volume depleted and assess renal
function, including measurement of blood urea nitrogen (BUN) and serum creatinine,
before the initial infusion of Hizentra and at appropriate intervals thereafter.
Periodic monitoring of renal function and urine output is particularly important in patients
judged to have a potential increased risk of developing acute renal failure.5 If renal
function deteriorates, consider discontinuing Hizentra. For patients judged to be at risk of
developing renal dysfunction because of pre-existing renal insufficiency or predisposition
to acute renal failure (such as those with diabetes mellitus or hypovolemia, those who are
overweight or use concomitant nephrotoxic medicinal products, or those who are over 65
years of age), administer Hizentra at the minimum rate practicable.
Hemolysis
Hizentra can contain blood group antibodies that may act as hemolysins and induce in
vivo coating of red blood cells (RBCs) with immunoglobulin, causing a positive direct
antiglobulin (Coombs’) test result and hemolysis.6-8 Delayed hemolytic anemia can develop
subsequent to immune globulin therapy due to enhanced RBC sequestration, and acute
hemolysis, consistent with intravascular hemolysis, has been reported.9
Monitor recipients of Hizentra for clinical signs and symptoms of hemolysis. If these are
present after a Hizentra infusion, perform appropriate confirmatory laboratory testing. If
transfusion is indicated for patients who develop hemolysis with clinically compromising
anemia after receiving Hizentra, perform adequate cross-matching to avoid exacerbating
on-going hemolysis.
Transfusion-Related Acute Lung Injury (TRALI)
Noncardiogenic pulmonary edema may occur in patients administered human immune
globulin products.10 TRALI is characterized by severe respiratory distress, pulmonary
edema, hypoxemia, normal left ventricular function, and fever. Typically, it occurs within
1 to 6 hours following transfusion. Patients with TRALI may be managed using oxygen
therapy with adequate ventilatory support.
Monitor Hizentra recipients for pulmonary adverse reactions. If TRALI is suspected, perform
appropriate tests for the presence of anti-neutrophil antibodies in both the product and
patient’s serum.
5.5
Transmissible Infectious Agents
Because Hizentra is made from human plasma, it may carry a risk of transmitting infectious
agents (e.g., viruses, and theoretically, the Creutzfeldt-Jakob disease [CJD] agent). The risk
of infectious agent transmission has been reduced by screening plasma donors for prior
exposure to certain viruses, testing for the presence of certain current virus infections, and
including virus inactivation/removal steps in the manufacturing process for Hizentra.
Report all infections thought to be possibly transmitted by Hizentra to CSL Behring
Pharmacovigilance at 1-866-915-6958.
5.6
Laboratory Tests
Various passively transferred antibodies in immunoglobulin preparations may lead to
misinterpretation of the results of serological testing.
6
ADVERSE REACTIONS
The most common adverse reactions (ARs), observed in *5% of study subjects receiving
Hizentra, were local reactions (e.g., swelling, redness, heat, pain, and itching at the
injection site), headache, diarrhea, fatigue, back pain, nausea, pain in extremity, cough,
rash, pruritus, vomiting, abdominal pain (upper), migraine, and pain.
6.1
Clinical Trials Experience
Because clinical studies are conducted under widely varying conditions, AR rates observed
in clinical studies of a product cannot be directly compared to rates in the clinical studies of
another product and may not reflect the rates observed in clinical practice.
US Study
The safety of Hizentra was evaluated in a clinical study in the US for 15 months (3-month
wash-in/wash-out period followed by a 12-month efficacy period) in subjects with PI who
had been treated previously with IGIV every 3 or 4 weeks. The safety analyses included
49 subjects in the intention-to-treat (ITT) population. The ITT population consisted of all
subjects who received at least one dose of Hizentra (see Clinical Studies [14]).
Subjects were treated with Hizentra at weekly median doses ranging from 66 to 331 mg/kg
body weight (mean: 181.4 mg/kg) during the wash-in/wash-out period and from 72 to 379
mg/kg (mean: 213.2 mg/kg) during the efficacy period. The 49 subjects received a total of
2264 weekly infusions of Hizentra.
Table 2 summarizes the most frequent adverse reactions (ARs) (experienced by at least
2 subjects) occurring during or within 72 hours after the end of an infusion. Local reactions
were assessed by the investigators 15 to 45 minutes post-infusion and by the subjects 24
hours post-infusion. The investigators then evaluated the ARs arising from the subject
assessments. Local reactions were the most frequent ARs observed, with injection-site
reactions (e.g., swelling, redness, heat, pain, and itching at the site of injection) comprising
98% of local reactions.

Table 2:

Incidence of Subjects With Adverse Reactions (ARs)*
(Experienced by 2 or More Subjects) and Rate per Infusion
(ITT Population), US Study

AR (*2 Subjects)

ARs* Occurring During or Within 72 Hours of
Infusion
Number (%)
Number (Rate†)
of ARs
of Subjects
(n=2264 Infusions)
(n=49)

Local reactions‡

49 (100)

1322 (0.584)

Other ARs:
Headache
Diarrhea
Fatigue
Back pain
Nausea
Pain in extremity
Cough
Vomiting
Abdominal pain, upper

12 (24.5)
5 (10.2)
4 (8.2)
4 (8.2)
4 (8.2)
4 (8.2)
4 (8.2)
3 (6.1)
3 (6.1)

32 (0.014)
6 (0.003)
4 (0.002)
5 (0.002)
4 (0.002)
6 (0.003)
4 (0.002)
3 (0.001)
3 (0.001)

3 (6.1)
3 (6.1)
2 (4.1)
2 (4.1)
2 (4.1)
2 (4.1)

4 (0.002)
4 (0.002)
3 (0.001)
3 (0.001)
3 (0.001)
2 (< 0.001)

Migraine
Pain
Arthralgia
Contusion
Rash
Urticaria

* Excluding infections.
† Rate of ARs per infusion.
‡ Includes injection-site reactions as well as bruising, scabbing, pain, irritation, cysts, eczema, and nodules at the injection
site.

The ratio of infusions with ARs, including local reactions, to all infusions was 1303 to 2264
(57.6%). Excluding local reactions, the corresponding ratio was 56 to 2264 (2.5%).
Table 3 summarizes injection-site reactions based on investigator assessments 15 to
45 minutes after the end of the 683 infusions administered during regularly scheduled
visits (every 4 weeks).
Table 3:
Investigator Assessments* of Injection-Site Reactions by Infusion,
US Study
Injection-Site Reaction
Edema/induration
Erythema
Local heat
Local pain
Itching

Number† (Rate‡) of Reactions
(n=683 Infusions§)
467 (0.68)
346 (0.51)
108 (0.16)
88 (0.13)
64 (0.09)

* 15 to 45 minutes after the end of infusions administered at regularly scheduled visits (every 4 weeks).
† For multiple injection sites, every site was judged, but only the site with the strongest reaction was recorded.
‡ Rate of injection-site reactions per infusion.
§ Number of infusions administered during regularly scheduled visits.

Most local reactions were either mild (93.4%) or moderate (6.3%) in intensity.
No deaths or serious ARs occurred during the study. Two subjects withdrew from the study
due to ARs. One subject experienced a severe injection-site reaction one day after the third
weekly infusion, and the other subject experienced moderate myositis. Both reactions were
judged to be “at least possibly related” to the administration of Hizentra.
European Study
In a clinical study conducted in Europe, the safety of Hizentra was evaluated for 10 months
(3-month wash-in/wash-out period followed by a 7-month efficacy period) in 51 subjects with
PI who had been treated previously with IGIV every 3 or 4 weeks or with IGSC weekly.
Subjects were treated with Hizentra at weekly median doses ranging from 59 to 267 mg/kg
body weight (mean: 118.8 mg/kg) during the wash-in/wash-out period and from 59 to 243
mg/kg (mean: 120.1 mg/kg) during the efficacy period. The 51 subjects received a total of
1831 infusions of Hizentra.
Table 4 summarizes the most frequent ARs (experienced by at least 2 subjects) occurring
during or within 72 hours after the end of an infusion. Local reactions were assessed by
the subjects between 24 and 72 hours post-infusion. The investigators then evaluated the
ARs arising from the subject assessments.

Table 4:

Incidence of Subjects With Adverse Reactions (ARs)* (Experienced
by 2 or More Subjects) and Rate per Infusion, European Study

AR (*2 Subjects)
Local reactions‡
Other ARs:
Headache
Rash
Pruritus
Fatigue
Abdominal pain, upper
Arthralgia
Erythema
Abdominal discomfort
Back pain
Hematoma
Hypersensitivity

ARs* Occurring During or Within 72 Hours of Infusion
Number (%)
Number (Rate†)
of Subjects
of ARs
(n=51)
(n=1831 Infusions)
24 (47.1)
105 (0.057)
9 (17.6)
4 (7.8)
4 (7.8)
3 (5.9)
2 (3.9)
2 (3.9)
2 (3.9)
2 (3.9)
2 (3.9)
2 (3.9)
2 (3.9)

20 (0.011)
4 (0.002)
13 (0.007)
5 (0.003)
3 (0.002)
2 (0.001)
4 (0.002)
3 (0.002)
2 (0.001)
3 (0.002)
4 (0.002)

* Excluding infections.
† Rate of ARs per infusion.
‡ Includes infusion-related reaction; infusion-site mass; infusion/injection-site erythema, hematoma, induration,
inflammation, edema, pain, pruritus, rash, reaction, swelling; injection-site extravasation, nodule; puncture-site reaction.

The proportion of subjects reporting local reactions decreased over time from approximately
20% following the first infusion to <5% by the end of the study.
Three subjects withdrew from the study due to ARs of mild to moderate intensity. One subject
experienced injection-site pain and injection-site pruritus; the second subject experienced
injection-site reaction, fatigue, and feeling cold; and the third subject experienced injectionsite reaction and hypersensitivity. All reactions were judged by the investigator to be “at
least possibly related” to the administration of Hizentra.
6.2
Postmarketing Experience
Because postmarketing reporting of adverse reactions is voluntary and from
a population of uncertain size, it is not always possible to reliably estimate
the frequency of these reactions or establish a causal relationship to product
exposure.
Hizentra
The following adverse reactions have been identified during postmarketing use of Hizentra.
This list does not include reactions already reported in clinical studies with Hizentra (see
Adverse Reactions [6.1]).
s Infusion reactions: Allergic-anaphylactic reactions (including swollen face or tongue
and pharyngeal edema), pyrexia, chills, dizziness, hypertension/changes in blood pressure,
malaise.
s Cardiovascular: Thromboembolic events, chest discomfort (including chest pain)
s Respiratory: Dyspnea
General
The following adverse reactions have been reported during postmarketing use of immune
globulin products11:
s Infusion reactions: Hypersensitivity (e.g., anaphylaxis), headache, diarrhea,
tachycardia, fever, fatigue, dizziness, malaise, chills, flushing, urticaria or other skin
reactions, wheezing or other chest discomfort, nausea, vomiting, rigors, back pain,
myalgia, arthralgia, and changes in blood pressure
s Renal: Acute renal dysfunction/failure, osmotic nephropathy
s Respiratory: Apnea, Acute Respiratory Distress Syndrome (ARDS), TRALI, cyanosis,
hypoxemia, pulmonary edema, dyspnea, bronchospasm
s Cardiovascular: Cardiac arrest, thromboembolism, vascular collapse, hypotension
s Neurological: Coma, loss of consciousness, seizures, tremor, aseptic meningitis
syndrome
s Integumentary: Stevens-Johnson syndrome, epidermolysis, erythema multiforme,
dermatitis (e.g., bullous dermatitis)
s Hematologic: Pancytopenia, leukopenia, hemolysis, positive direct antiglobulin
(Coombs’) test
s Gastrointestinal: Hepatic dysfunction, abdominal pain
s General/Body as a Whole: Pyrexia, rigors
To report SUSPECTED ADVERSE REACTIONS, contact CSL Behring Pharmacovigilance at
1-866-915-6958 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
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In dealing with emotions, “the patient has a right to feel
angry and frustrated, but not a right to direct it at family
members who are trying to help,” says Purinton. “I tell
them that it’s a process that takes time to adjust to for
both the person with a chronic illness and each member
of the family. I also tell family members that it’s OK to feel
as though the care that the person with a chronic illness
requires is a burden. And that’s not the same thing as
saying that the person is a burden or that the person
doesn’t want the family member to come along, even
though it may mean that there are added challenges.”

Only 50 percent of patients
in developed countries follow
therapies prescribed by
their health professionals.

providers to develop a protocol for the patients’ health
that takes into account the patients’ priorities, as well as
the doctors’ care instructions. This model will enhance
compliance for patients and, in turn, enhance health
outcomes. Patients and providers can use the stages of
change model to develop the steps patients need to take
to participate in their own caretaking.10
“Good” communication, one that is understandable to
patients, can enhance the end result of common goals
and move patients forward in the health continuum.
While physicians and patients can set those goals together,
mental health professionals can assist patients in taking
the next steps toward the mutually agreed-upon goals and
help patients to understand their feelings, how to overcome
setbacks, and how to keep their treatment a family affair
with plenty of positive support and encouragement.
AMY SCANLIN, MS, is a freelance writer specializing in medical and
fitness writing.
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