EpbucaTioN SEssion 13:
PLATELET DISORDERS

Diagnosis and Management of Immune Thrombocytopenia

Jeanne M. Lusher

| diopathic thrombocytopenic purpura (ITP) may be of the
acute, self-limited variety, or may be chronic. Whileit may
be difficult to distinguish between these two forms at onset,
they aredistinct entities.

The acute, self-limited form of ITP most commonly
occurs in children, often becoming apparent 2 to 3 weeks
following aviral infection (varicella, rubella, mumps, up-
per respiratory tract infection, gastroenteritis, flu-like ill-
nesses, etc.). The peak ageis 2-7 years, and the disorder is
characterized by the sudden appearance of petechiae, ec-
chymoses, and mucous membrane bleeding (epistaxis, gum
bleeding, and lesscommonly, grosshematuriaor gastrointes-
tinal bleeding). Intracranial hemorrhagerarely occurs. There
may be shotty lymphadenopathy and a pal pable spleentip,
reflecting therecent viral infection. Malesand females are
equaly affected.

Laboratory tests characteristically show severeto mod-
erately severe thrombocytopenia (the platelet count is often
< 10,000/mm3), with the few platel ets seen on peripheral
blood film being larger than normal. There may also be
anemia (secondary to blood loss) and arelativeincreasein
lymphocytes and monocytes (reflecting the recent viral in-
fection). In most instances, it is not necessary to performa
diagnostic bone marrow aspirate.

Inthisacute, post-viral form of 1 TR, management should
beindividualized. The child should be protected from head
injury during the phase of severe thrombocytopenia. De-
pending on the age, degree of activity, and parental under-
standing of the need for close observation of the child, some
(very young, hyperactive children) may benefit from abrief
period of hospitalization in a padded bed or crib. Older
children often can befollowed on an out-patient basisfrom
the start, with "common sense” precautions (no bicycle
riding or skate-boarding, avoidance of situationswhere ac-
cidental head injury may occur).

Anemia due to acute blood loss (if any) can be man-
aged with a packed red blood cell transfusion. (Platelets
arerarely of benefit, asthe transfused platel etswill berap-
idly destroyed in the patient’s circulation.) Most children
(85-90%) will have a spontaneous remission within afew
daysto afew months (averagetime: 3 weeks). If thereisa
perceived need to increase the patient’s platelet count
quickly (for instance, in a child with extensive mucocuta-
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neous purpura, or hyperkinetic behavior and worry about
head injury), one can give one or two daily doses of high-
dose intravenous immunoglobulin (1VIG) (dosage 0.5 to
1.0 gm/Kg body weight), given |.V. over a period of 6-8
hours). In the majority of children thiswill resultinanin-
crease in circulating platelet count to a safe range within
one or two days. By thetimethe effects of IVIG haveworn
off, many children will have had a spontaneous remission
of ITP. (Disadvantages of high-dose IVIG include its cost,
and side effectswhich can include severe headache, nausea
and vomiting, and aseptic meningitis.)

In afew children, the course of ITP ultimately proves
tobe“chronic” (seebelow). Inan occasiona child, thereis
a spontaneous remission but one or more subsegquent epi-
sodes of acute I TP (usually in association with another vi-
ral infection), with normal platelet countsin-between.

The *“chronic,” autoimmune form of ITP (AITP) isthe
form usually seen in adolescents and adults. While AITP
occurs in both males and females, there is a higher inci-
dence in females. The onset of bleeding may be acute or
insidious, with excessive bruising and mucous membrane
bleeding (epistaxis, gum bleeding, menorrhagia, gross he-
maturia). Intracranial hemorrhage, although not common,
may occur in the autoimmuneformof ITR, (Itismorelikely
to occur in AITP than in the acute post-viral form of ITP
described above.) One can often (but not always) €licit a
family history of systemic lupus erythematosis (SLE),
Hashimoto’ s thyroiditis, rheumatoid arthritis, or other au-
toimmune disorder. In addition to thrombocytopenia (with
or without anemia secondary to blood loss), 1gG and IgA
levels may be below normal. One should also obtain the
following laboratory tests: direct antiglobulintest (Coomb’s
test), antinuclear antibody test (ANA), and (if clinically in-
dicated) tests of thyroid function and rheumatoid factor. If
the ANA is positive, one should obtain an anti-DNA test.
(If thisis positive, the patient has SLE, amore generalized
autoimmunedisorder, and should be morethoroughly evalu-
ated.) If the direct Coomb'’s tests is positive, but ANA is
negative, the patient would fall into the category of Evans
syndrome (autoimmune hemolytic anemiaaswell asAITP).

Spontaneous remission rarely occurs in AITP; thus,
someform of intervention iswarranted in most cases. How-
ever, again, management should beindividualized, depend-
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ing on the patient’s platelet count and type and degree of
bleeding manifestations. Those with platelet counts of
50,000/mm? or more can be merely followed with periodic
blood counts unless bl eeding manifestations develop. Those
with < 30,000/mm?2 and bleeding can be treated with high-
dose1VIG (oneor two doses of 0.5-1.0 gm/K g body weight);
when the platelet count fallsagain, IVIG can betried again.
Ultimately, most individuaswill becomerefractory to IVIG.

Another good therapeutic option is methyl prednisolone,
and many physicians would use this before using IVIG.
However, aswith IVIG, patients usually becomerefractory
to methylprednisolone over time. In addition, methylpred-
nisolone may cause glycosuriaand behavioral changes, and
isexpensive.

If the patient is Rh (D) positive (and not splenecto-
mized), one can next try |.V. anti-D (Rho) (WinRho SD).
(By hemolyzing some of the patient’ s[Rh positive] red cells,
an Fc receptor blockade occurs, and the patient’ s autoanti-
body coated platelets are not phagocytosed by the reticu-
loendothelial system to the same extent. Thusthe circul at-
ing platelet count rises.) The recommended doseis 75 mg/
Kg body weight. The response is generally transient (me-
dian of 5weeks).

In many instances all of these approaches ultimately
fail. If the patient with AITP remains severely thrombocy-
topenic with bleeding manifestations, splenectomy should
be considered. Approximately 80% of patientswill have an
excellent response to splenectomy (the spleen in the pri-
mary site of production of the patient’s autoantibody di-
rected against hisor her plateletsand isthe primary site of
platel et destruction). Often the patient’ s platel et count will
rise dramatically as soon as the splenic pedicleis clamped
in the operating room.

The main complication of splenectomy isthat of over-
whelming post-splenectomy infection (so-called “OPSI
Syndrome”). Thisrisk is considerably lessif one givesthe
patient polyvalent pneumococcal vaccineand H. influenza
vaccine a few weeks prior to splenectomy, and then pre-
scribes daily oral penicillin for at least severa years post-
splenectomy. (It isalso recommended that a*booster” dose
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of pneumococcal vaccine be given 5 yearslater.)

In young women who have ahistory of AITP, their off-
spring may have neonatal thrombocytopenia. Even if the
mother’ s platelet count has normalized post-splenectomy,
she may still have circulating anti-platelet antibodies that
can crossthe placentaand destroy the baby’ splatelets. Here,
the baby’s platel ets are merely the substrate on which the
maternal antibody acts. The neonate may be born with se-
vere thrombocytopenia, petechiae and bruising. However,
assoon asthematernal antibody dissipatesfrom theinfant’s
circulating (in approximately 6 weeks), theinfant’ splatel et
count will normalize.

References

1. George JN, Woolf SH, Gary MPH, et a: Idiopathic
thrombocytopenic purpura: a practical guideline developed
by explicit methods for the American Society of Hematol-
ogy. Blood 88:3, 1996.

2. Gernsheimer T, Stratton J, Ballem PJ, Slichter SJ: Mecha
nisms of response to treatment in autoimmune thrombocy-
topenic purpura. N Engl J Med 320:974, 1989.

3. George N, d-Harake MA, Raskob GE: Chronic idiopathic
thrombocytopenic purpura. N Engl J Med 332:685,1995.

4. Scaradavou A, Woo B, Woloski B, et a: Intravenous anti-D
treatment of immune thrombocytopenic purpura: experience
in 272 patients. Blood 89:2689, 1997.

5. Beardisey DS: Oral dexamethasone therapy for chronic
immune thrombocytopenic purpura: home run or base hit? J
Pediatr 130:13, 1997.

6. McMillan R: Therapy for adults with refractory chronic
immune thrombocytopenic purpura. Ann Intern Med
126:307, 1997.

7. Zuelzer WW and Lusher JM: ITP—to treat or not to treat.
Am Jour Dis Child (Editorial) 131:360-362,1977.

8. Lusher M, Emami A, Ravindranath Y, Warrier |: Idiopathic
thrombocytopenic purpura in childhood—the case for
management without steroids. Am J Ped Hematol-Oncol
6:149-157,1984.

9. George JN, Berkowitz SD, Raskob GE: Platelets. acute
thrombocytopenia. Hematology 1998. American Society of
Hematology Education Program Booklet, Dec., 1998, pp.
371-383.

142



