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professional should, however, stay with the individual 
for the length of the infusion because of the risk of 
serious side effects, such as anaphylaxis.

The following are considerations for switching from 
IVIG to SCIG administration:

• Extreme prematurity (mainly infants born before 
30 weeks)

• DiGeorge (22q11.2 deletion) syndrome

• Jacobsen syndrome

Side Effects: Although IVIG has been safely and 
effectively administered since the early 1980s, 
IVIG can cause adverse effects, both localized and 
systemic. Systemic reactions to IVIG infusion occur 
in approximately 3% to 15% of individuals receiving 
treatment. The side effects are usually self-limiting 
and can be avoided by decreasing the rate of the 
infusion, good hydration, and/or making sure that the 
product is at room temperature when it is infused. 

Individuals may be at increased risk for developing 
an adverse reaction if they have never received 
IVIG, have active infections or pre-existing 
conditions (such pneumonia or bronchiectasis), or 
are switching products. Individuals with a history 
of migraine headache may be at risk for a post-
infusion headache reaction. The prescriber of the 
therapy can modify IVIG dosing by decreasing the 
rate of infusion or adding other medications to the 
prescription. Medications such as acetaminophen, 
diphenhydramine, non-steroidal anti-inflammatory 
drugs, or corticosteroids can help prevent side 
effects during and after an infusion. It is important to 
know, however, that repeated use of corticosteroids 
used to manage IVIG side effects may lead to long-
term problems associated with repeated steroid use.
While IVIG brands differ by manufacturer, the 

listed side effects are virtually identical on each 
package insert. Some common infusion reactions are 
headache, nausea, fever, chills, flushing, wheezing, 
vomiting, backache, muscle aches, joint aches, or 
chest tightness. Side effects experienced during an 
infusion of Ig are almost always related to the rate 
of the infusion, such as infusing too fast, or relate to 
the temperature of the product. Stopping or slowing 
the infusion is usually the only intervention needed 
to alleviate these symptoms. Sometimes a switch in 
product is successful in alleviating these side effects 
as some may simply tolerate one brand better than 
another.

Some side effects can happen up to 72 hours after 
an infusion of Ig. These delayed symptoms are not 
usually associated with the rate of infusion. Some 
rare side effects include:

• Aseptic meningitis (inflammation of the 
meninges, the membranes that surround the 
brain and spinal cord) has been seen up to 72 
hours after infusion of IVIG and may be more 
prevalent in people with a history of migraine 
headaches. Hydrating prior to IVIG may protect 
from this side effect. It is important to note that 
every person who develops a post-infusion 
headache does not necessarily have aseptic 
meningitis. A prescriber should be notified if 
the individual experiences severe headaches 
that do not respond to standard medications 
such as acetaminophen or non-steroidal anti-
inflammatory drugs, like ibuprofen.

• Anaphylaxis is very rare and may be associated 
with anti-IgA IgE antibodies (there are no labs 
that can test for these IgE antibodies) in some 
people who have totally absent IgA. The role 
of anti-IgA antibodies in causing anaphylaxis 
in people with IgA deficiency receiving Ig 
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SCIG was utilized as early as the 1970s5, but it did not gain 
approval from the Food & Drug Administration (FDA) in the U.S. 
until 2006. This therapy does not require venous access and is 
associated with the slow release of Ig from the subcutaneous 
tissues into the blood, which enables IgG levels to remain high 
and stable between infusions6. Additional details about this 
therapy can be found in Chapter 3.

Currently among those receiving Ig replacement therapy, 
approximately 50% use IVIG and 50% use SCIG. The patient 
or caregiver and the prescriber need to make a decision on the 
route of therapy that is best for the patient. Both options are 
effective but must be individualized. 

Manufacturing 
All Ig products are produced from donated human plasma. There 
are more than 25 different Ig preparations available worldwide7. 
The preparations vary in a number of ways, including the 
distribution of IgG subclasses, stabilizers, and infusion details. All Ig 
preparations are made from human plasma, which is pooled from 
thousands of plasma donations. The product contains at least 90% 
intact IgG molecules. Each Ig manufacturer has a unique product 
that varies in its function and application. All Ig products licensed in 
the U.S. are made from plasma collected in the U.S.

Safety
There are multiple safety steps in the production of Ig. Donor 
screening, viral removal and inactivation of viruses are both 
crucial to safe manufacturing. 

All plasma donors undergo a very rigorous screening process and 
cannot give their plasma unless they pass this screening. Donors 
are asked specific questions about risk factors that could affect the 
safety of the donation and are deferred from donation if risk factors 
are identified. Plasma centers can look at the donation history for 
each donor. The FDA also requires blood centers to maintain lists of 
unsuitable donors to prevent further donations from these rejected 
donors. As an added protection, donors must return to donate 
within a set timeframe for rescreening. If a donor does not return 
within that timeframe, their prior plasma donation will be discarded. 

After donation, the individually donated plasma is tested for 
infectious agents before being pooled with plasma from other 
donors. Once the plasma is pooled, the entire pool is tested 
for the markers of HIV and hepatitis A, B, and C viruses. The 
pooled plasma is then divided up and different methods of 
fractionation and filtration help to separate out the actual IgG 
molecule. At multiple times throughout this process, the pool 
is tested for viral safety before additional safety measures are 
implemented. 

In the mid-1990s, rare clusters of non-A, non-B hepatitis (now 
called hepatitis C) were documented after the use of some 
IVIG products. This prompted the addition of an extra viral 
inactivation step in the manufacturing process. Now multiple 
safety measures, including pasteurization, low pH, low pH 
with pepsin, and solvent detergent help dissolve the lipid 
enveloped viruses, including hepatitis C. An additional safety 
step is chromatography, a technique widely used to obtain pure 
compounds from mixtures. More recently, a final ultrafiltration 
step has been added to remove the possibility of transmission 
of prion related diseases. Transmission of HIV has never been 
documented with the use of any Ig replacement therapy8. 

Dosing
Ig replacement therapy is typically dosed based on the patient’s 
weight. Many factors, however, are considered when the 
medication is prescribed. Typically, a starting dose is between 
400-600mg/kg/month. Doses are adjusted to clinical effect, 
with the expectation of minimizing the frequency and severity 
of recurrent infections while minimizing side effects of the 
medication. IgG levels are usually monitored over time and 
correlated with the patient’s response to therapy, specifically 
related to infection rates. 

With SCIG, there is a steady level of IgG present in the 
bloodstream due to the more frequent dosing regimens 
(Figure 1.1). With IVIG, the dosing at longer intervals may 
cause peaks and valleys (Figure 1.2), but the goal is to keep 
the levels of Ig in the blood stream above a certain level even 
at the lowest points.

Figure 1.2: IVIG Every 3-4 Weeks
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Figure 1.1: SCIG Weekly
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Figure 1.1: SCIG Weekly
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