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No. 5 — Splenectomy in ITP‘

Title: SPLENECTOMY IN ITP: IMMEDIATE AND LONG-TERM COMPLICATIONS
Published: Mar 99

In patients with ITP, the spleen is an important source of anti-platelet antibody as well as the major
site of destruction of antibody-coated platelets. Therefore, surgical removal of the spleen
(splenectomy) is often effective for children and adults with ITP. Splenectomy is appropriate when
the disease is causing significant bleeding that is unresponsive to treatment, or when the treatment
has excessive toxicities. Splenectomy is performed by either an "open" technique, by which an
incision several inches long is made in the left upper part of the abdomen, or by the newer
"laparoscopic" technique. By this method the spleen can be removed through one of several tiny
incisions, with the actual procedure facilitated by a video camera inserted into the abdominal
cavity.

The risks and side effects of splenectomy are immediate and long-term. The immediate risks
include those of any surgical procedure, such as complications of general anesthesia. The major
immediate risk for a patient with ITP is bleeding, either from the incision or internally during or
following the splenectomy. For this reason treatment with prednisone or occasionally IVIG is given
to raise the platelet count prior to surgery. Platelet transfusions are usually unnecessary, but they
are sometimes given to patients with platelet counts below 20,000 per mm3. Surprisingly, serious
bleeding at the time of splenectomy is unusual even when the platelet count is low.

There is only one important long-term complication of splenectomy, and that is a small but real risk
of septicemia or so called "blood poisoning". Septicemia results from a bacteria (or rarely a
protozoan) that enters the bloodstream (most commonly from the mouth or respiratory tract). Such
bacteria are normally filtered and removed from the blood by the spleen. In an individual without a
spleen, especially if he or she has low levels of antibody against that particular bacteria, the
bacteria may rapidly multiply in the bloodstream and produce numerous toxins that damage the
body's organs. The initial manifestation of septicemia (also called sepsis) is a high fever with
shaking chills. Without treatment, septicemia is rapidly fatal, often within twelve to twenty-four
hours. The most common bacteria causing septicemia is Streptococcus pneumoniae, or the
pneumococcus, which is also the most common cause of bacterial pneumonia in persons of all
ages.

How common is septicemia following splenectomy? Fortunately, it is very rare, but when it occurs it
is a terrible catastrophe. The analogy that we make with our patients is that it is like an airplane
crash - i.e., not likely to occur but potentially fatal. The risk of septicemia following splenectomy is
greater in very young children (especially those under four or five years of age). One study of 226
patients followed for up to forty-five years after splenectomy documented four deaths due to
sepsis. But all deaths occurred before 1967, before pneumococcal vaccine (described



subsequently) was available. Neither of us, with a combined fifty years of practice, has seen
septicemia after splenectomy for ITP in any of our patients.

How does one prevent septicemia after splenectomy? Three measures can be taken. First, all
individuals having splenectomy should receive (ideally before the operation, but afterwards is also
acceptable) a dose of polyvalent pneumococcal vaccine. Some doctors recommend two other
vaccines, the HIB vaccine (against Hemophilus influenzae) and meningococcal vaccine. Some
experts recommend revaccination three to five years later with the pneumococcal vaccine, but
there are no data that support this. The second measure is use of penicillin. Most pediatric
hematologists prescribe penicillin twice daily for at least two or three years following the
splenectomy, and some recommend it for life. Given the lower risk of septicemia in adults, many
adult hematologists do not feel that regular penicillin is required. However, everyone would agree
that an asplenic person (the term used to describe someone who has had a splenectomy) should
always see a doctor immediately in the event of a fever, especially when it is associated with chills
and headache. They should tell the doctor (who may not be aware of the problem of post-
splenectomy septicemia) that they have had a splenectomy and need antibiotics. Hospitalization, a
blood culture test, and intravenous antibiotics are usually necessary. If there is going to be any
delay before seeing the doctor, taking a dose or two or penicillin by mouth is recommended. One
of us asks our patients who have had a splenectomy to always have a bottle of penicillin on hand.

Overall, the risk of septicemia following splenectomy is probably less than the risk of hemorrhage
in the brain due to a low platelet count in the ITP patient who hasn't had a splenectomy, and we
know that risk is very small.

Title: SPLENECTOMY AND ITP
Published: Dec 04

SPLENECTOMY WAS THE FIRST effective treatment for ITP, beginning in 1913 and continued to
be the only effective treatment for ITP until the discovery of steroids in the middle of the twentieth
century. For the past fifty years, steroids have been the standard initial treatment for adults with
severe and symptomatic ITP, because of the assumption that the thrombocytopenia will be
persistent and therefore treatment is required. For children, as has been discussed here before,
the initial management decision is whether drug treatment is required at all. Splenectomy is rarely
required because most children, even those with chronic ITP, gradually improve and eventually
recover on their own.

Steroid treatment has severe side effects and many potential complications; treatment is generally
not tolerable for more than a month or two. In those patients who require additional treatment,
splenectomy has the best record of success. A review of all publications describing splenectomy
for adults with ITP documents that two-thirds of patients will achieve a normal platelet count and
require no further treatment. Approximately half of the remaining patients will be improved,
although their platelet count does not return to normal.

In 2004, is splenectomy still the best treatment option after failure of improvement with steroids?
Or are newer treatments more effective and safer than splenectomy? Probably nothing can replace
initial treatment with steroids, because steroid medications are so inexpensive and, at least in the
first several weeks, have tolerable side effects, although mood changes, sleeplessness, and jitters
can be disturbing. But should splenectomy be replaced as the next treatment option?

No other treatment has the overall success of splenectomy, with two-thirds of patients developing
normal platelet counts and requiring no further therapy. But for some patients other treatments may
be preferable to surgery. Some physicians suggest intermittent ‘maintenance’ treatment with IVIG
or anti-D. However each treatment with these medicines only temporarily increases the platelet



count for several weeks; therefore repeated intravenous infusions are required. In some patients,
no response occurs or the platelet count increases for only a few days. In addition, these agents
are very expensive and they have side effects that we have previously discussed. In our view,
splenectomy remains preferable to long-term, intermittent treatment with IVIG or anti-D.

What about rituximab? This is a novel treatment first developed as chemotherapy for patients with
malignant lymphoma, but rituximab has also been effective with patients with ITP and other
autoimmune diseases. There are reports of serious reactions, but these are rare. Many ITP
patients receiving rituximab have improved, but probably fewer than half have recovered with
normal platelet counts. Whether this recovery will last for many years cannot yet be known.
Splenectomy may still be more effective than rituximab and other chemotherapeutic agents.

Do good responses following splenectomy last forever? The answer is a qualified ‘yes’. Even
though ITP may recur after splenectomy, most commonly within the first several years, the overall
experience with splenectomy suggests that responses are durable. The longest average follow-up
times for patients after splenectomy that are described in medical reports are ten to fifteen years,
and the proportion of patients with normal platelet counts (two-thirds) is the same as soon after
splenectomy.

What are the risks of splenectomy? There is always a risk for death with any surgery, related to
operative or anesthetic complications. Recent data for splenectomy suggest that the operative
mortality is 0.2% — that is 2 patients out of 1000. Although this is low for a surgical procedure, any
risk of death is a critical concern for patients with ITP, whose risk for fatal bleeding is so rare.
Operative complications that require prolonged hospitalization may occur in about 10% of patients
following splenectomy. Some of these complications can be serious infections; others include
bleeding and surgery-related blood clots. New techniques of laparoscopic (keyhole) splenectomy
have fewer risks and require only a day or two of hospitalization.

Can any test predict the outcome of splenectomy? Many features of ITP have been analyzed, but
only age seems to predict success, with younger patients having better responses than older
persons. This is like everything else in ITP; younger patients, particularly children, do better. Some
hematologists believe that radioisotope tests* to measure whether the spleen is the dominant
organ that is destroying platelets (as opposed to the liver) can predict the success of splenectomy,
as well as predict who will not respond. However, the results with these tests are variable in
different hospitals. When reviewing all reports describing these techniques, it is not clear how
accurate they are.

Therefore, at least for adults, splenectomy remains an appropriate treatment for patients with
severe and symptomatic ITP. Other options are available, but their record of success and their risk
of complications have not made them preferable to splenectomy. No tests consistently predict the
success or failure of splenectomy. The responses to splenectomy are usually long-lasting.

Even though splenectomy remains an appropriate treatment, the frequency of splenectomy as
treatment for ITP in adults seems to be decreasing. This may be because patients and their
doctors appreciate that a normal platelet count is not an essential objective for treatment; an
appropriate goal is only to achieve a safe platelet count. Therefore, many patients and their
doctors are more comfortable with consistently abnormal platelet counts as long as there are no
significant bleeding problems. There’s nothing at all wrong with such an approach.

*Information about the Indium Labelled Platelet Spleen Scan is in the Association’s Splenectomy
Guide.

Title: DON'T FORGET SPLENECTOMY
Published: Mar 10

Splenectomy was the first and is still the most effective treatment for ITP. We reviewed the role of
splenectomy in the management of patients with ITP in The Platelet five years ago (December,



2004). Since that time multiple new treatments for ITP have been introduced. Rituximab
(Mabthera, rituxan), an effective and relatively safe immune suppressive agent, is now commonly
used in patients with ITP. Romiplostim (Nplate) and eltrombopag (Promacta) can stimulate platelet
production and increase platelet counts in patients with ITP have become available. These three
drugs have been enthusiastically supported by both patients and hematologists. Advocates of
these new drugs compare them to splenectomy and often describe them as preferable to
splenectomy because surgery is not required. The risk of infection following splenectomy is
emphasized in these promotions, suggesting that the new treatments are safer. It's easy to now
consider splenectomy as somewhat “old fashioned” and less important for ITP management.
Therefore, it’s time to discuss splenectomy again, to remember that it remains the most effective
treatment for ITP, and to describe our opinion of splenectomy among current treatment options for
ITP in adults.

Splenectomy as successful treatment for ITP was first reported almost 100 years ago. Complete
responses with normal platelet counts requiring no further treatment were observed. For the next
40 years, before steroids became available, splenectomy was the only treatment for ITP. When
steroids were introduced in the 1950’s, they immediately became the first treatment for patients
with ITP because of the ease of taking a pill and the predictable, prompt platelet count increase.
But response to steroids often requires continuous treatment; in most patients, the platelet count
decreases again when the steroid dose is decreased. As Jacqueline Guidry noted in previous
American Perspective reports in The Platelet, steroid treatment soon becomes intolerable for most
patients. Therefore splenectomy remained as an established treatment option for ITP, when a
durable response was not achieved with steroids. The effectiveness of splenectomy has been
consistent over the years. Two-thirds of patients achieve normal platelet counts and need no
further treatment. It is important to recommend splenectomy only for patients who really need
treatment for their ITP. Patients whose platelet counts are over 30,000 and who have only
occasional bruises and no more serious bleeding do not need any treatment. Splenectomy is often
recommended for patients who have very low platelet counts (less than 30,000) and who have
trouble with bleeding. In these patients, the risks of splenectomy are acceptable. Most risks of
splenectomy are the same as with any abdominal surgery, such as infections that require the
patient to stay extra days in the hospital. These risks are much less now with better surgical
techniques, such as “key-hole” or laparoscopic surgery in which the surgeon removes the spleen
through a narrow scope without making a big incision.

Because the spleen is important in the body’s defense against infection, there is an extra small risk
for serious and possibly fatal bloodstream pneumococcus infections for years after splenectomy.
This is the reason why some doctors recommend the use of daily penicillin for years after
splenectomy. Pneumococcal infection has always been a rare complication. In our combined
experience of 70 years, neither of us has ever seen this complication of splenectomy in a person
with ITP. There are also some reports that blood clotting disorders, such as heart attack and
stroke, may be increased many years after splenectomy, but this too appears to be rare.

We believe that splenectomy remains the most effective treatment for ITP in 2010 for patients who
have continued severe and symptomatic thrombocytopenia, when the risks of splenectomy
balanced against the risks for serious bleeding are acceptable. So how does splenectomy
compare to the newer treatments that have challenged its position as the standard second
treatment (after steroids) for ITP?

Rituximab has been promoted as better than splenectomy simply because it is not surgery.
However the frequency of achieving normal platelet counts following rituximab is substantially less
than with splenectomy. Less than half of patients treated with rituximab achieve a normal platelet
count. Also the durability of responses with rituximab is much less than with splenectomy; ITP
recurs in more than half of patients who respond to rituximab. The risks of rituximab are low, but a
serious complication is a viral infection of the brain called PML (progressive multifocal
leukoencephalopathy) that can be similar to Alzheimer’s disease. This has been reported in only



one patient treated for ITP but in 50 patients receiving rituximab for other conditions. Rituximab
has only been used for 13 years, so we don’t yet know what the true frequency of PML may be.

Romiplostim and eltrombopag are very effective in temporarily increasing platelet counts in
patients with ITP, even in patients who have failed multiple previous treatments. There appear to
be few complications with these drugs. Although they have only been widely available for less
than two years, a few patients have been treated for up to six years in research studies and they
have had no serious problems. There are two important disadvantages to these drugs. First, they
have no effect on the ITP itself and they have to be taken indefinitely to maintain the increased
platelet count. Second, they are extremely expensive.

This brings us back to splenectomy. It is still the best available treatment. Splenectomy, like all
surgeries, has risks, but they may not be any greater than with other ITP treatments. Nearly two
thirds of patients with ITP who have had a splenectomy have a normal platelet count and need no
further treatment; in most of the remaining patients the platelet count increases enough so that no
further treatment is needed. Only about 10% of patients fail to have a good response to
splenectomy and accordingly might need more treatment. It is for these few patients that new and
effective treatments for ITP remain a high priority. The preceding discussion deals mainly with
adults who have ITP. Although some of the basic principles regarding splenectomy are similar in
children, other considerations often arise in young persons with ITP. Therefore, a subsequent
“American Perspective” will deal specifically with the “little people” with ITP for whom splenectomy
might be a consideration.



