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WARNING: WARNING:
THROMBOSIS, RENAL DYSFUNCTION RENAL DYSFUNCTION AND arning box
AND ACUTE RENAL FAILURE ACUTE RENAL FAILURE
0 Throbmosi . Rena

s may occur with immune globulin
products, including GAMUNEX-C.
Risk factors may include: advanced
age, prolonged immobilization,
hypercoagulable conditions, history
of venous or arterial thrombosis, use
of estrogens, indwelling central
vascular catheters, hyperviscosity,
and cardiovascular risk factors.
Thrombosis may occur in the
absence of known risk factors. (see
Warnings and Precautions [5.4],
Patient Counseling Information [17])
. For

1 dysfunction, acute renal
failure, osmotic nephrosis,
and death may occur with
immune globulin intravenous
(IGIV) products in
predisposed patients. Patients
predisposed to renal
dysfunction include those with
any degree of pre-existing
renal insufficiency, diabetes
mellitus, age greater than 65,
volume depletion, sepsis,
paraproteinemia, or patients
receiving known nephrotoxic




patients at risk of thrombosis,
administer GAMUNEX-C at the
minimum dose and infusion rate
practicable. Ensure adequate
hydration in patients before
administration. Monitor for signs
and symptoms of thrombosis and
assess blood viscosity in patients at
risk for hyperviscosity. (see Dosage
and Administration [2.5], Warnings
and Precautions [5.4])

. Renal
dysfunction, acute renal failure,
osmotic nephrosis, and death may
occur with immune globulin
intravenous (IGIV) products in
predisposed patients. Patients
predisposed to renal dysfunction
include those with any degree of pre-
existing renal insufficiency, diabetes
mellitus, age greater than 65, volume
depletion, sepsis, paraproteinemia,
or patients receiving known
nephrotoxic drugs.

. Renal
dysfunction and acute renal failure
occur more commonly in patients
receiving IGIV products containing
sucrose. [1] GAMUNEX-C does not
contain sucrose.

. For
patients at risk of renal dysfunction
or failure, administer GAMUNEX-C
at the minimum concentration
available and the minimum infusion
rate practicable. (see Warnings and
Precautions [5.2])

drugs.

. Rena
1 dysfunction and acute renal
failure occur more commonly
in patients receiving IGIV
products containing sucrose.
[1] GAMUNEX-C does not
contain sucrose.

. For
patients at risk of renal
dysfunction or failure,

administer GAMUNEX-C at
the minimum concentration
available and the minimum
infusion rate practicable. (see
Warnings and Precautions
[5.2])




. Visually
GAMUNEX-C should—be
5 Asually for particulate matter
and discoloration prior to
administration, whenever solution and
container permit. Do not use if turbid.

o Do not
freeze. Do not use Selutiens solutions
that have been frozen sheuld-not-be

inspect

. The
GAMUNEX-C vial is for single use
only. GAMUNEX-C contains no
preservative. Use any A#y vial that has
been entered sheuld-be-used promptly.
Discard Pastiabspartially used vials.

e Infuse GAMUNEX-
C sheuld-be-infused using a separate line by
itself, without mixing with other
intravenous fluids or medications the
subject might be receiving. The
GAMUNEX-C infusion line can be flushed
with 5% dextrose in water (D5/W) or 0.9%
sodium chloride for injection.

. GAMUNE
X-C is not compatible with saline. If
dilution is required, GAMUNEX-C
may be diluted with 5% dextrose in
water (D5/W). Do not dilute with
saline.No other drug interactions or
compatibilities have been evaluated.

. Content of
vials may be pooled under aseptic
conditions into sterile infusion bags
and infused within 8 hours after
pooling.

. Avoid
simultaneous administration of
GAMUNEX-C and Heparin through a

. GA
MUNEX-C should be inspected
visually for particulate matter
and discoloration prior to
administration, whenever
solution and container permit.
Do not use if turbid.

. Do
not freeze. Solutions that have
been frozen should not be used.

. The
GAMUNEX-C vial is for single
use only. GAMUNEX-C
contains no preservative. Any
vial that has been entered
should be wused promptly.
Partially used vials should be
discarded.

. GA
MUNEX-C should be infused
using a separate line by itself,
without mixing with other
intravenous fluids or
medications the subject might
be receiving.

. GA
MUNEX-C is not compatible
with saline. If dilution is
required, GAMUNEX-C may
be diluted with 5% dextrose in
water (D5/W). No other drug
interactions or compatibilities
have been evaluated.

. Cont
ent of vials may be pooled
under aseptic conditions into
sterile infusion bags and infused
within 8 hours after pooling.

. Do
not mix with immune globulin

Nl

reparation and
Handling




single lumen delivery device due to
GAMUNEX-C, Heparin
incompatibilities. Flush Heparin Lock
(Hep-Lock) through

which GAMUNEX-C was
administered with 5% dextrose in
water (D5/W) or 0.9% sodium chloride
for injection, and do not flush with
Heparin. See table below.

dditional | ilutio | ine Flush elivery
Solutions n Device
Flush
% es es es
Dextrose
in water
9% o es es
Sodium
Chloride
eparin o o o
. Do not mix
with immune globulin intravenous
(IGIV) products from other
manufacturers.
. Do not use

after expiration date.

intravenous  (IGIV) products
from other manufacturers.

. Do
not use after expiration date.

Administer intravenously
for treatment of PI, ITP and CIDP.

GAMUNEX-C may also
be administered subcutaneously for the

treatment of PI.

GAMUNEX-C should be
at room temperature during administration.

Administer
intravenously for treatment of PI, ITP
and CIDP.

GAMUNEX-C may
also be administered subcutaneously for
the treatment of PL.

GAMUNEX-C
should be at room temperature during

.5
Administration




GAMUNEX-C should be
inspected visually for particulate matter and
discoloration prior to administration, whenever
the solution and container permit. Do not use if
turbid and/or if discoloration is observed.

Intravenous

Use Onbyonly 18 gauge

needles should-beused to penetrate the stopper
for dispensing product from the 10 mL vial; use
16 gauge needles or dispensing pins shettdonly
be-used-with 25 mL vial sizes and larger. Insert
Needlesneedles or dispensing pins sheutdonly
be-inserted-once and be within the stopper area
delineated by the raised ring. Penetrate Fhethe
stopper sheuld-be penetrated-perpendicular to
the plane of the stopper within the ring.

AMUNEX"®-C auge of needle to
vial size penetrate stopper
0 mL 8 gauge
5, 50, 100, 200 6 pauge
mL gaug

Use promptly any Asyvial
that has been openedsheuld-be-used-promptly.
Discard Partialtypartially used vials should-be
discarded:

If dilution is required,
GAMUNEX-C may be diluted with 5%
dextrose in water (D5/W). Do not dilute with
saline.

Infuse GAMUNEX-C
using a separate line by itself, without mixing
with other intravenous fluids or medications the
subject might be receiving. The GAMUNEX-C

administration.

GAMUNEX-C
should be inspected visually for
particulate matter and discoloration prior
to administration, whenever the solution
and container permit. Do not use if
turbid and/or if discoloration is observed.

Intravenous

Only 18 gauge
needles should be used to penetrate the
stopper for dispensing product from the
10 mL vial; 16 gauge needles or
dispensing pins should only be used with
25 mL vial sizes and larger. Needles or
dispensing pins should only be inserted
once and be within the stopper area
delineated by the raised ring.  The
stopper should be penetrated
perpendicular to the plane of the stopper
within the ring.

AMUNEX®.C | 2veeofneedle
vial size to penetrate
stopper
0mL 8 gauge
5,50, 100, 200
mL 6 gauge
Any vial that has

been opened should be used promptly.
Partially used vials should be discarded.

If dilution is
required, GAMUNEX-C may be diluted
with 5% dextrose in water (D5/W). Do
not dilute with saline.




infusion line can be flushed with 5% dextrose in
water (D5/W) or 0.9% sodium chloride for
injection.

Acute renal
dysfunction/failure, acute tubular necrosis,
proximal  tubular  nephropathy, osmotic

nephrosis and death may occur upon use of
IGIV products, especially those containing
sucrose.(17) GAMUNEX-C does not contain
sucrose.

Assure that patients are not
volume depleted prior to the initiation of the
infusion of GAMUNEX-C. Periodic monitoring
of renal function and urine output is particularly
important in patients judged to have a potential
increased risk for developing acute renal failure.
Assess renal function, including measurement
of blood urea nitrogen (BUN)/serum creatinine,
prior to the initial infusion of GAMUNEX-C
and again at appropriate intervals thereafter. If
renal function deteriorates, consider
discontinuation of GAMUNEX-C. (See Patient
Counseling Information [17]) For patients
judged to be at risk for developing renal
dysfunction, including patients with any degree
of pre-existing renal insufficiency, diabetes

Assure that patients
are not volume depleted prior to the
initiation of the infusion of GAMUNEX-
C. Periodic monitoring of renal function
and urine output is particularly important
in patients judged to have a potential
increased risk for developing acute renal
failure. Assess renal function, including
measurement of blood urea nitrogen
(BUN)/serum creatinine, prior to the
initial infusion of GAMUNEX-C and
again at appropriate intervals thereafter.
If renal function deteriorates, consider
discontinuation of GAMUNEX-C. (See
Patient Counseling Information [17])
For patients judged to be at risk for
developing renal dysfunction, including
patients with any degree of pre-existing
renal insufficiency, diabetes mellitus, age
greater than 65, volume depletion, sepsis,
paraproteinemia, or patients receiving
known nephrotoxic drugs, administer
GAMUNEX-C at the minimum infusion

enal Failure

mellitus, age greater than 65, volume depletion, | rate  practicable [less than 8 mg
sepsis, paraproteinemia, or patients receiving | IG/kg/min (0.08 mL/kg/min)]. (See
known  nephrotoxic drugs, administer | Dosage and Administration [2.5])
GAMUNEX-C at the minimum infusion rate
practicable [less than 8mg IG/kg/min
(0.08 mL/kg/min)]. (See  Dosage and
Administration [2.5])
1.1 5.4. 5.5
Fhrembetiec EventsThrombosis hrombotic Events -4 Thrombosis
Thrombotic—cvents—have Thrombotic

events




Thrombosis may occur following treatment with

immune globulin
GAMUNEX-C. [9-11]
factors

products, including
Patients—at—riskRisk

may 1nclude those—with—a—history—of

#&eteifadvanced age, mpai =ch

eea%ﬂeﬂ—d—ﬁeféeh—prolonged peHee}s—e{
immobilization and/er—knewn—eor—suspeeted
hyperviseosity, hypercoagulable conditions,
history of venous or arterial thrombosis, use of
estrogens, indwelling central vascular catheters,
hyperviscosity, and cardiovascular risk factors.
Thrombosis may occur in the absence of known
risk factors. 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 judsed-to-be-at risk

of developing—thrombetie—eventthrombosis,
administer GAMUNEX-C at the minimum dose

and infusion rate ef-infusien-practicable. Ensure
adequate  hydration in patients before
administration. Monitor for signs and symptoms
of thrombosis and assess blood viscosity in
patients at risk for hyperviscosity. (see Boxed
Warning, SeeDosage and Administration [2.5],
Patient Counseling Information [17])

have been reported following IGIV
treatment and may occur in patients
receiving IGIV treatment, including
GAMUNEX-C. [9-11] Patients at risk
may include those with a history of
atherosclerosis, multiple cardiovascular
risk factors, advanced age, impaired
cardiac output, coagulation disorders,
prolonged periods of immobilization
and/or known or suspected
hyperviscosity. 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
GAMUNEX-C at the minimum rate of
infusion practicable. (See Dosage and
Administration [2.5])

5.6

Hemolysis
IGIV products, including
GAMUNEX-C, may contain blood group
antibodies which may act as hemolysins and
induce in vivo coating of red blood cells (RBCs)
with immunoglobulin, causing a positive direct

5.7 Hemolysis

1GIV products,
including GAMUNEX-C, may contain
blood group antibodies which may act as

hemolysins and induce in vivo coating of
red blood cells (RBCs) with

.6 Hemolysis




antiglobulin reaction and, rarely, hemolysis.[12-
14] Delayed hemolytic anemia can develop
subsequent to IGIV therapy due to enhanced
RBC sequestration, and acute hemolysis
consistent with intravascular hemolysis, has
been reported. (see Adverce reactions [6])

The following risk factors
may be related to the development of hemolysis:
high doses (e.g., >2 grams/kg, single
administration or divided over several days) and
non-O blood group. (29) Underlying
inflammatory state in an individual patient may
increase the risk of hemolysis, but its role is
uncertain.(30) Monitor patients for clinical
signs and symptoms of hemolysis. [15] (see
Warnings and Precautions [5.11]), particularly
patients with risk factors noted above. Consider
appropriate laboratory testing in higher risk
patients, including measurement of hemoglobin
or hematocrit prior to infusion and within
approximately 36 to 96 hours post infusion. If
clinical signs and symptoms of hemolysis or a
significant drop in hemoglobin or hematocrit
have been observed, perform additional
confirmatory laboratory testing. If transfusion is
indicated for patients who develop hemolysis
with clinically compromising anemia after
receiving IGIV, perform adequate cross-
matching to avoid exacerbating on-going
hemolysis. (See-Peati “ounseli OF i

immunoglobulin, causing a positive
direct antiglobulin reaction and, rarely,
hemolysis.[12-14]  Delayed hemolytic
anemia can develop subsequent to IGIV
therapy due to enhanced RBC
sequestration, and acute hemolysis
consistent with intravascular hemolysis,
has been reported. Monitor patients for
clinical signs and symptoms of
hemolysis. [15] (See Patient Counseling
Information  [17]) 1f signs and/or
symptoms of hemolysis are present after
GAMUNEX-C infusion, perform
appropriate  confirmatory  laboratory
testing.

511 M
onitoring : Laboratory
Tests

e Periodic monitoring

5.11
Laboratory Tests

After infusion of
IgG, the transitory rise of the various

.11 Laboratory
Tests




of renal function and urine output is
particularly important in patients judged to
be at increased risk of developing acute
renal failure. Assess renal function,
including measurement of BUN and serum
creatinine, before the initial infusion of
GAMUNEX-C and at appropriate intervals
thereafter.

e 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, because of the
potentially increased risk of thrombosis.

o [f signs and/or
symptoms of hemolysis are present after an
infusion of GAMUNEX-C, perform
appropriate laboratory testing for
confirmation.

o If TRALI is
suspected, perform appropriate tests for the
presence of anti-neutrophil antibodies and
anti-HLA antibodies in both the product
and patient’s serum.

5.12 Laboratory

Tests

After infusion of IgG, the

transitory rise of the various passively
transferred antibodies in the patient’s blood may
yield positive serological testing results, with
the potential for misleading interpretation.

passively transferred antibodies in the
patient’s blood may yield positive
serological testing results, with the
potential for misleading interpretation.

Passive

transmission of antibodies to erythrocyte
antigens (e.g., A, B, and D) may cause a
positive direct or indirect antiglobulin
(Coombs’) test. Patients with known
renal dysfunction or renal failure,
including patients with pre-existing renal
insufficiency, diabetes mellitus, age
greater than 65, volume depletion, sepsis,
paraproteinemia, or those receiving
nephrotoxic agents, should be clinically
assessed and monitored (BUN,
creatinine), as appropriate, during
therapy with GAMUNEX-C.

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.




7. DRUG
INTERACTIONS

GAMUNEX-C may be
diluted with 5% dextrose in water (D5/W).
Admixtures of GAMUNEX-C with other drugs
and intravenous solutions have not been
evaluated. It is recommended that GAMUNEX-
C be administered separately from other drugs
or medications which the patient may be
receiving. The product should not be mixed
with IGIVs from other manufacturers.

The infusion line may be
flushed before and after administration of
GAMUNEX-C with DS/W or 0.9% sodium
chloride for injection.

Avoid simultaneous
administration of GAMUNEX-C and Heparin
through a single lumen delivery device due to
GAMUNEX-C, Heparin _incompatibilities.

7.
RUG INTERACTIONS

GAMUNEX-C may
be diluted with 5% dextrose in water
(D5/W). Admixtures of GAMUNEX-C
with other drugs and intravenous
solutions have not been evaluated. It is
recommended that GAMUNEX-C be
administered separately from other drugs
or medications which the patient may be
receiving. The product should not be

mixed with IGIVs from other
manufacturers.

The infusion line
may be flushed before and after

administration of GAMUNEX-C with
D5/W.

Various  passively
transferred antibodies in immunoglobulin

rug
interactions




Flush Heparin Lock (Hep-Lock) through which
GAMUNEX-C was administered with 5%
dextrose in water (D5/W) or 0.9% sodium
chloride for injection, and do not flush with
Heparin.

Various passively

transferred antibodies in immunoglobulin
preparations can confound the results of
serological testing.

Passive transfer of

antibodies may transiently interfere with the
immune response to live virus vaccines such as
measles, mumps, rubella and varicella. Inform
the immunizing physician of recent therapy with
GAMUNEX-C so that appropriate measures
may be taken (see Patient Counseling
Information [17])

preparations can confound the results of
serological testing.

Passive transfer of
antibodies may transiently interfere with
the immune response to live virus
vaccines such as measles, mumps,
rubella and varicella. Inform the
immunizing physician of recent therapy
with GAMUNEX-C so that appropriate
measures may be taken (see Patient
Counseling Information [17])

[EO1] 2y nmwim: New section with content from Warnings and
Precautions

10.0VERDOSE
0] Overdose
With intravenous
administration, overdose of GAMUNEX-C may
lead to fluid overload and hyperviscosity.
Patients at risk of complications of fluid
overload and hyperviscosity include elderly
patients and those with cardiac renal
impairment.
Iaferm-Instruct patients to Inform patients to
immediately report the following signs and immediately report the following signs 7. PATIENT
symptoms to their healthcare provider: and symptoms to their healthcare COUNSELING
« Decreased urine provider: INNF ORMATIO

output, sudden weight gain, fluid

« Decreased




retention/edema, and/or shortness of breath.
(See Warnings and Precautions [5.2])

« Symptoms of
thrombosis which may include: pain and/or
swelling of an arm or leg with warmth over
the affected area, discoloration of an arm or
leg, unexplained shortness of breath, chest
pain or discomfort that worsens on deep
breathing, unexplained rapid pulse,
numbness or weakness on one side of the
body. Acutee e

o pain-and-swelling > Jeos/feet (see
Warnings and Precautions [5-55.4])

« Severe headache,
neck stiffness, drowsiness, fever, sensitivity
to light, painful eye movements, nausea,
and vomiting. (see Warnings and
Precautions [5.65])

« Increased heart rate,
fatigue, yellowing of the skin or eyes, and
dark-colored urine (see Warnings and
Precautions. [5.76])

« Trouble breathing,
chest pain, blue lips or extremities, and
fever. (see Warnings and Precautions

[5.87))

Inform patients that
GAMUNEX-C is made from human plasma and
may contain infectious agents that can cause
disease. While the risk GAMUNEX-C can
transmit an infectious agent has been reduced by
screening plasma donors for prior exposure,
testing donated plasma, and by inactivating or
removing certain viruses during manufacturing,
patients should report any symptoms that
concern them. (see Warnings and Precautions
[5.469])
that

Inform patients

urine output, sudden weight gain,
fluid retention/edema, and/or
shortness of breath. (See Warnings
and Precautions [5.2])

« Acute chest
pain, shortness of breath, leg pain,
and swelling of the legs/feet (see
Warnings and Precautions [5.5])

« Severe
headache, neck stiffness,
drowsiness, fever, sensitivity to
light, painful eye movements,
nausea, and vomiting. (see Warnings
and Precautions [5.6])

« Increased
heart rate, fatigue, yellowing of the
skin or eyes, and dark-colored urine
(see Warnings and Precautions.
157D

« Trouble
breathing, chest pain, blue lips or
extremities, and fever. (see
Warnings and Precautions [5.8])

Inform patients that
GAMUNEX-C is made from human
plasma and may contain infectious
agents that can cause disease. While the
risk GAMUNEX-C can transmit an
infectious agent has been reduced by
screening plasma donors for prior
exposure, testing donated plasma, and by
inactivating or removing certain viruses
during manufacturing, patients should
report any symptoms that concern them.
(see Warnings and Precautions
[5.10])Inform patients that GAMUNEX-
C can interfere with their immune
response to live viral vaccines such as
measles, mumps and rubella. Inform
patients to notify their healthcare




GAMUNEX-C can interfere with their immune
response to live viral vaccines such as measles,
mumps and rubella. Inform patients to notify
their healthcare professional of this potential
interaction ~ when they are receiving
vaccinations. (see Drug Interaction [7])

SubeutaneousInfusionSelf —Administration :
Subcutaneous Administration Only

Provide the patient with
instructions on subcutaneous infusion for home
treatment, if the physician believes that home
administration is appropriate for the patient.
Include the type of equipment to be used along
with its maintenance, proper infusion
techniques, selection of appropriate infusion
sites (e.g., abdomen, thighs, upper arms, and/or
lateral hip), maintenance of a treatment diary,
and measures to be taken in case of adverse
reactions in  the patient instructions.

professional of this potential interaction
when they are receiving vaccinations.
(see Drug Interaction [7]) Home
Treatment for Primary Humoral

Immunodeficiency with Subcutaneous
Infusion

Provide the patient
with instructions on subcutaneous
infusion for home treatment, if the
physician believes that home
administration is appropriate for the
patient. Include the type of equipment to
be used along with its maintenance,
proper infusion techniques, selection of
appropriate infusion sites (e.g., abdomen,
thighs, upper arms, and/or lateral hip),
maintenance of a treatment diary, and
measures to be taken in case of adverse
reactions in the patient instructions

Rx only
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