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Dear Patient,

For those of you who receive IVIG therapy with Baxter’s GAMMAGARD S/D [Immune
Globulin Intravenous (Human)] Solvent Detergent Treated, | am pleased to inform you of
Baxter’s newest intravenous immunoglobulin solution, the result of several years of clinical
research. In a pivotal clinical trial, patients infused with GAMMAGARD LIQUID [Immune
Globulin Intravenous (Human)] 10% had no validated acute serious bacterial infections.* This
formulation is the latest step in Baxter’s ongoing efforts toward advancing the science of IVIG.

With the development of this formulation, your physician may choose to switch you from
GAMMAGARD S/D to GAMMAGARD LIQUID. Baxter will continue providing
GAMMAGARD S/D for patients who are highly sensitive to IgA. Please talk to your physician
regarding the therapy most appropriate for you.

(EAMMAGARD LIQUID is the first 10% IVIG solution to combine the following four
features:

No added sugars

No added sodium

No added preservatives
Latex-free packaging

GAMMAGARD LIQUID is also the first 10% IVIG solution treated with a dedicated 3-
step process specifically for viral inactivation/removal (solvent/detergent treatment, 35nm
nanofiltration, and low pH incubation).

Of course, like GAMMAGARD S/D, GAMMAGARD LIQUID is backed by Baxter’s
best-in-class patient education and support programs, including GammAssist, the
GammagardLiquid.com and ImmuneDisease.com web resources, and our Reimbursement
Hotline (1-800-548-4448).
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The enclosed checklist will help make your transition from GAMMAGARD S/D to
GAMMAGARD LIQUID as smooth and simple as possible. If you have any questions, please
feel free to call Baxter Medical Affairs toll-free at 1-866-424-6724.

Sincerely,

NCLEEC
Lawrence Guiheen
President
Baxter BioScience, Biopharmaceuticals

*12-month trial among 61 patients with primary immunodeficiency.

'GAMMAGARD LIQUID [Immune Globulin Intravenous (Human)] 10% [package insert]. Deerfield, IL: Baxter
International Inc.; 2005.

Please review the enclosed Important Safety Information and Full Prescribing
Information.



Patient Transition Checklist

GAMMAGARD

[Immune Globulin
Intravenous (Human)] 10%

Over time, many patients who currently receive IVIG infusions with GAMMAGARD S/D [Immune
Globulin Intravenous (Human)] Solvent Detergent Treated may begin to receive GAMMAGARD
LIQUID [Immune Globulin Intravenous (Human)] 10%. Baxter will continue to produce small
amounts of GAMMAGARD S/D, only for patients who are highly sensitive to IgA.

GAMMAGARD LIQUID is the result of several years of clinical research and is the latest step in

Baxter’s ongoing effort toward advancing the science of IVIG. Taking the steps on this checklist
can help you learn about GAMMAGARD LIQUID.

(1 Ask the healthcare professional who administers your GAMMAGARD S/D infusion when
you may be transitioned to GAMMAGARD LIQUID

[1 Talk to your doctor about:

The GAMMAGARD LIQUID formulation, with no added sugars, no added salt, no
added preservatives, and latex-free packaging®

The GAMMAGARD LIQUID dedicated 3-step process for viral
inactivation/removal*

[ Visit www.GAMMAGARDLIQUID.com and www.ImmuneDisease.com for more
information

[J If you have any questions, call Baxter Medical Affairs at 1-866-424-6724

Please review the enclosed Important Safety Information and Full Prescribing
Information

Reference:
1. GAMMAGARD LIQUID Immune Globulin Intravenous (Human) 10% [package insert]. Deerfield, IL: Baxter International Inc.; 2005.
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GAMMAGARD LIQUID is indicated for the treatment of primary immunodeficiency disorders associated
with defects in humoral immunity. These include but are not limited to congenital X-linked
agammaglobulinemia, common variable immunodeficiency, Wiskott-Aldrich syndrome, and severe
combined immunodeficiencies.

Important Safety Information

GAMMAGARD LIQUID is contraindicated in patients with known anaphylactic or severe hypersensitivity
responses to Immune Globulin (Human). Patients with severe selective IgA deficiency (IgA < 0.05 g/L)
may develop anti-IgA antibodies that can result in a severe anaphylactic reaction.

Immune Globulin Intravenous (Human) products have been reported to be associated with
renal dysfunction, acute renal failure, osmotic nephrosis, and death. Patients predisposed
to acute renal failure include 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. Especially in such patients, IGIV products
should be administered at the minimum concentration available and the minimum rate of
infusion practicable. While these reports of renal dysfunction and acute renal failure have
been associated with the use of many of the licensed IGIV products, those containing
sucrose as a stabilizer accounted for a disproportionate share of the total number.

Glycine, an amino acid, is used as a stabilizer. GAMMAGARD LIQUID does not contain
sucrose.

As with all plasma-derived therapeutics, the potential to transmit infectious agents (e.g., viruses) cannot
be totally eliminated.

Thrombotic events have been reported in association with IGIV. Patients at risk may include those with a
history of atherosclerosis, multiple cardiovascular risk factors, advanced age, impaired cardiac output,
and/or known or suspected hyperviscosity, hypercoagulable disorders, and prolonged periods of
immobilization.

Aseptic meningitis syndrome (AMS) has been reported to occur infrequently in association with 1GIV
treatment. Discontinuation of IGIV treatment has resulted in remission of AMS within several days without
sequelae.

IGIV products can contain blood group antibodies that may cause a positive direct antiglobulin reaction
and, rarely, hemolysis.

Components used in the packaging of this product are latex-free.

Various mild and moderate reactions, such as headache, fever, fatigue, chills, flushing, dizziness,
urticaria, wheezing or chest tightness, nausea, vomiting, rigors, back pain, chest pain, muscle cramps,
and changes in blood pressure may occur with infusions of Immune Globulin Intravenous (Human).

Please review the enclosed GAMMAGARD LIQUID Full Prescribing Information.

Baxter Healthcare Corporation
One Baxter Parkway
Deerfield, IL 60015

Baxter and GAMMAGARD are registered trademarks of Baxter International Inc.
GAMMAGARD LIQUID is a trademark of Baxter International Inc. Baxter






Of all adverse experiences, 15 events in 8 subjects were serious. Two serious events, two episodes
of aseptic meningitis in one patient, were deemed to be possibly related to the infusion of
GAMMAGARD LIQUID.

Among the 896 non-serious adverse experiences, 258 were judged by the investigator to be possibly
or probably related to the infusion of GAMMAGARD LIQUID. Of these, 136 were mild, 106 were
moderate, and 16 were severe. All of the severe non-serious adverse experiences were transient, did
not lead to hospitalization, and resolved without complication. One subject withdrew from the study
due to a non-serious adverse experience (papular rash).

Of the 345 temporally related adverse experiences, those occurring in > 5% of subjects are shown
in Table 5. Of these events, only headache occurred in association with more than 5% of infusions.
All events were expected based on past experiences with intravenous gammaglobulin products.

Table 5: Adverse Events*, Regardless of Causality, that Occurred within 72 Hours of Infusion
Event By Infusion By Subject
Number Per Numb P

Headache 57 6.90 22 36.1
Fever 19 2.30 13 21.3
Fatigue 18 2.18 10 16.4
Vomiting 10 1.21 9 14.8
Chills 14 1.69 8 13.1
Infusion site events 8 0.97 8 13.1
Nausea 9 1.09 6 9.8
Dizziness 7 0.85 6 9.8
Pain in Extremity 7 0.85 5 8.2
Diarrhea 7 0.85 5 8.2
Cough 5 0.61 5 8.2
Pruritus 5 0.61 4 6.5
Pharyngeal Pain 5 0.61 4 6.5

* Excluding Infections

The majority (227/258) of the non-serious adverse experiences deemed related to study product
were considered expected based on previous experience with IGIV products and 31 were considered
unexpected. In virtually every case, these unexpected events were either consistent with the
subject’s specific type of immunodeficiency or with the subject’s medical history prior to entering the
study. A total of 14 hospitalizations occurred during the study but none were related to infection.

Hematology and clinical chemistry parameters were monitored in all subjects prior to each infusion
throughout the 12-month period of study. Mean values for all laboratory parameters remained
consistent throughout the study period. Three of the hematology values in one subject were outside
of the normal range and reported as non-serious adverse experiences that resolved completely.
These were a red cell count of 3.9 x10%/uL, hematocrit of 31%, and white cell count of 3.88 x 10%/uL.
All spontaneously returned to baseline. One subject had an elevated BUN (45 mg/dL) and creatinine
(1.4 mg/dL) on one occasion that were reported as non-serious adverse experiences and resolved
completely. These values improved to 30 mg/dL and 0.8 mg/dL, respectively, by the next infusion.
Six of the patients had a single, transient elevation in serum transaminases. Two additional patients
had persistent elevations in transaminases, ALT and AST, which were present at the initiation of the
study, prior to the infusion of GAMMAGARD LIQUID. There was no other evidence of liver abnormalities.
None of the hematology or chemistry laboratory abnormalities that occurred during the course of the
study required clinical intervention and none had clinical consequences.

During the Phase 3 clinical study, viral safety was assessed by serological screening for HBsAg
and antibodies to HCV and HIV-1 and HIV-2 prior to, during, and at the end of the study and by
Polymerase Chain Reaction (PCR) tests for HBV, HCV, and HIV-1 genomic sequences prior to and at
the end of the study. None of the 61 treated subjects were positive prior to study entry and none
converted from negative to positive during the 12-month period of study.

Postmarketing:

The following is a list of adverse reactions that have been identified and reported during the
post-approval use of IGIV products:

Respiratory
cyanosis, hypoxemia, pulmonary edema, dyspnea, bronchospasm

Cardiovascular
thromboembolism, hypotension

Neurological
seizures, tremor

Hematologic
hemolysis, positive direct antiglobulin (Coombs) test

General/Body as a Whole
pyrexia, rigors

Musculoskeletal
back pain

Gastrointestinal

hepatic dysfunction, abdominal pain

Rare and Uncommon Adverse Events:

Respiratory
apnea, Acute Respiratory Distress Syndrome (ARDS), Transfusion Related Acute Lung Injury (TRALI)

Integumentary
bullous dermatitis, epidermolysis, erythema multiforme, Stevens-Johnson syndrome

Cardiovascular
cardiac arrest, vascular collapse

Neurological
coma, loss of consciousness

Hematologic
pancytopenia, leukopenia

Because postmarketing reporting of these reactions is voluntary and the at-risk populations are of
uncertain size, it is not always possible to reliably estimate the frequency of the reaction to establish
a causal relationship to exposure to the product. Such is also the case with literature reports
authored independently*® (see PRECAUTIONS).

DOSAGE AND ADMINISTRATION
GAMMAGARD LIQUID should be at room temperature during administration.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration. Do not use if particulate matter and/or discoloration is observed. Only clear or slightly
opalescent and colorless or pale yellow solutions are to be administered. GAMMAGARD LIQUID
should only be administered intravenously. Other routes of administration have not been evaluated.
The use of an in-line filter is optional.

For patients with Primary Immunodeficiency, monthly doses of approximately 300 — 600 mg/kg
infused at 3 to 4 week intervals are commonly used.?*? As there are significant differences in

the half-life of IgG among patients with Primary Immunodeficiency, the frequency and amount of
immunoglobulin therapy may vary from patient to patient. The proper amount can be determined
by monitoring clinical response. The minimum serum concentration of IgG necessary for protection
varies among patients and has not been established by controlled clinical studies.

Rate of Administration

During the first infusion of the Phase 3 clinical study, GAMMAGARD LIQUID was infused at an initial
rate of 0.5 mL/kg/hr (0.8 mg/kg/min). The rate was gradually increased every 30 minutes to a rate
of 5.0 mL/kg/hr (8.9 mg/kg/min) if it was well tolerated. However, some patients completed the
infusion before the maximum rate could be obtained. During subsequent infusions the initial rate
and the rate of escalation were based on their previous infusion history; however, the maximum rate
attained during the first infusion was used throughout the remainder of the study. The mean rate
attained by all patients was 4.3 mL/kg/hr. Fifty-eight subjects (95%) achieved a maximum rate of
4.0 mL/kg/hr or greater and of these, 16 subjects (26%) attained a rate of 5.0 mL/kg/hr.

In general, it is recommended that patients beginning therapy with IGIV or switching from one IGIV
product to another be started at the lower rates and then advanced to the maximal rate if they have
tolerated several infusions at intermediate rates of infusion. It is important to individualize rates for
each patient.

As noted in the WARNINGS section, patients who have underlying renal disease or who are
judged to be at risk of developing thrombotic events should not be infused rapidly with any
IGIV product. Although there are no prospective studies demonstrating that any concentration or
rate of infusion is completely safe, it is believed that risk is decreased at lower rates of infusion.*
Therefore, as a guideline, it is recommended that these patients who are judged to be at risk of renal
dysfunction or thrombotic complications be gradually titrated up to a more conservative maximal
rate of less than 3.3 mglgG/kg/min (< 2mL/kg/hr).

A rate of administration that is too rapid may cause flushing and changes in pulse rate and blood
pressure. Slowing or stopping the infusion usually results in the prompt disappearance of signs. The
infusion may then be resumed at a rate that is comfortable for the patient.

Drug Interactions

Antibodies in IGIV products may interfere with patient responses to live vaccines, such as those for
measles, mumps and rubella.*’¢4° The immunizing physician should be informed of recent therapy
with 1GIV products so that appropriate precautions can be taken.

Admixtures of GAMMAGARD LIQUID with other drugs and intravenous solutions have not been
evaluated. It is recommended that GAMMAGARD LIQUID be administered separately from other
drugs or medications that the patient may be receiving. The product should not be mixed with IGIV
products from other manufacturers.

Normal saline should not be used as a diluent. If dilution is preferred, GAMMAGARD LIQUID may

be diluted with 5% dextrose in water (D5W).% No other drug interactions or compatibilities have
been evaluated.

HOW SUPPLIED

GAMMAGARD LIQUID is supplied in single use bottles as follows:
NDC Number Volume Grams
0944-2700-02 10 mL 1.0
0944-2700-03 25 mL 25
0944-2700-04 50 mL 5.0
0944-2700-05 100 mL 10.0
0944-2700-06 200 mL 20.0

Baxter



STORAGE

Refrigeration: 36 months storage at refrigerated temperature 2° to 8°C (36°-46°F). Do not freeze.
Room Temperature: 9 months storage at room temperature 25°C, (77°F) within the first 24 months
of the date of manufacture. See below for detailed storage information.

The total storage time of GAMMAGARD LIQUID depends on the point of time the vial is transferred to
room temperature. Examples for total storage times are illustrated in Figure 1. The new expiration
date must be recorded on the package when the product is transferred to room temperature.
Figure 1: Storage Guidelines
Months from Date of Manufacture

12 | 15 ‘ 18 ‘ 21 ‘ 24 ‘ 27 ‘ 30 | 33 | 36 ‘TimeinMonths

9 months total storage time

12 months total storage time

15 months total

18 months total

21 months total

24 months total

24 months total

24 months total
36 months total

[]  25°C (Room temperature) [

2°t0 8°C

Storage Details:

e Example 1: If the product is taken out of the refrigerator after 3 months from date of manufacture, it
can be stored for 9 months at room temperature. Total storage time is 12 months.

e Example 2: If the product is taken out of the refrigerator after 21 months from the date of
manufacture, it can be stored for 3 additional months at room temperature. Total storage time is
24 months.

o After 24 months from date of manufacture, product cannot be stored at room temperature.

To enroll in the confidential, industry-wide Patient Notification System, call 1-888-UPDATE U
(1-888-873-2838)

BAXTER and GAMMAGARD LIQUID are trademarks of Baxter International Inc.

Baxter Healthcare Corporation

Westlake Village, CA 91362 USA

U.S. License No. 140

LE-07-01130 April 2005
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