Other Coagulation Tests The thrombin time and the reptilase time
measure fibrinogen conversion to fibrin and are prolonged when
the fibrinogen level is low (usually <80-100 mg/dL) or qualitatively
abnormal, as seen in inherited or acquired dysfibrinogenemias, or
when fibrin/fibrinogen degradation products interfere. The throm-
bin time, but not the reptilase time, is prolonged in the presence of
heparin. The thrombin time is markedly prolonged in the presence
of the direct thrombin inhibitor, dabigatran; a dilute thrombin time
can be used to assess drug activity. Measurement of anti-factor
Xa plasma inhibitory activity is a test frequently used to assess low-
molecular-weight heparin (LMWH) levels, as a direct measurement
of unfractionated heparin (UFH) activity, or to assess activity of the
new direct Xa inhibitors rivaroxaban or apixaban. Drug in the patient
sample inhibits the enzymatic conversion of an Xa-specific chro-
mogenic substrate to colored product by factor Xa. Standard curves
are created using multiple concentrations of drug and are used to
calculate the concentration of anti-Xa activity in the patient plasma.

Laboratory Testing for Thrombophilia Laboratory assays to detect
thrombophilic states include molecular diagnostics and immuno-
logic and functional assays. These assays vary in their sensitivity
and specificity for the condition being tested. Furthermore, acute
thrombosis, acute illnesses, inflammatory conditions, pregnancy,
and medications affect levels of many coagulation factors and their
inhibitors. Antithrombin is decreased by heparin and in the set-
ting of acute thrombosis. Protein C and S levels may be increased
in the setting of acute thrombosis and are decreased by warfarin.
Antiphospholipid antibodies are frequently transiently positive in
acute illness. Testing for genetic thrombophilias should, in general,
only be performed when there is a strong family history of throm-
bosis and results would affect clinical decision making.

Because thrombophilia evaluations are usually performed to
assess the need to extend anticoagulation, testing should be per-
formed in a steady state, remote from the acute event. In most
instances, warfarin anticoagulation can be stopped after the initial
3-6 months of treatment, and testing can be performed at least
3 weeks later. As a sensitive marker of coagulation activation, the
quantitative D-dimer assay, drawn 4 weeks after stopping antico-
agulation, can be used to stratify risk of recurrent thrombosis in
patients who have an idiopathic event.

Measures of Platelet Function The bleeding time has been used
to assess bleeding risk; however, it has not been found to predict
bleeding risk with surgery, and it is not recommended for use for
this indication. The PFA-100 and similar instruments that measure
platelet-dependent coagulation under flow conditions are generally
more sensitive and specific for platelet disorders and VWD than the
bleeding time; however, data are insufficient to support their use to
predict bleeding risk or monitor response to therapy, and they will
be normal in some patients with platelet disorders or mild VWD.
When they are used in the evaluation of a patient with bleeding
symptoms, abnormal results, as with the bleeding time, require
specific testing, such as VWF assays and/or platelet aggregation
studies. Because all of these “screening” assays may miss patients
with mild bleeding disorders, further studies are needed to define
their role in hemostasis testing.

For classic platelet aggregometry, various agonists are added to
the patients platelet-rich plasma and platelet aggregation is mea-
sured. Tests of platelet secretion in response to agonists can also
be measured. These tests are affected by many factors, including
numerous medications, and the association between minor defects
in aggregation or secretion in these assays and bleeding risk is not
clearly established.
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This chapter is intended to serve as a guide to the evaluation of patients
who present with enlargement of the lymph nodes (lymphadenopathy)
or the spleen (splenomegaly). Lymphadenopathy is a rather common
clinical finding in primary care settings, whereas palpable spleno-
megaly is less so.

LYMPHADENOPATHY

Lymphadenopathy may be an incidental finding in patients being
examined for various reasons, or it may be a presenting sign or symp-
tom of the patient’s illness. The physician must eventually decide
whether the lymphadenopathy is a normal finding or one that requires
further study, up to and including biopsy. Soft, flat, submandibular
nodes (<1 cm) are often palpable in healthy children and young adults;
healthy adults may have palpable inguinal nodes of up to 2 cm, which
are considered normal. Further evaluation of these normal nodes is
not warranted. In contrast, if the physician believes the node(s) to be
abnormal, then pursuit of a more precise diagnosis is needed.

APPROACH TO THE PATIENT:
Lymphadenopathy

Lymphadenopathy may be a primary or secondary manifestation
of numerous disorders, as shown in Table 79-1. Many of these dis-
orders are infrequent causes of lymphadenopathy. In primary care
practice, more than two-thirds of patients with lymphadenopathy
have nonspecific causes or upper respiratory illnesses (viral or bac-
terial), and <1% have a malignancy. In one study, 84% of patients
referred for evaluation of lymphadenopathy had a “benign” diagno-
sis. The remaining 16% had a malignancy (lymphoma or metastatic
adenocarcinoma). Of the patients with benign lymphadenopathy,
63% had a nonspecific or reactive etiology (no causative agent
found), and the remainder had a specific cause demonstrated, most
commonly infectious mononucleosis, toxoplasmosis, or tuberculo-
sis. Thus, the vast majority of patients with lymphadenopathy will
have a nonspecific etiology requiring few diagnostic tests.

CLINICAL ASSESSMENT

The physician will be aided in the pursuit of an explanation for the
lymphadenopathy by a careful medical history, physical examina-
tion, selected laboratory tests, and perhaps an excisional lymph
node biopsy.

The medical history should reveal the setting in which lymphade-
nopathy is occurring. Symptoms such as sore throat, cough, fever,
night sweats, fatigue, weight loss, or pain in the nodes should be
sought. The patient’s age, sex, occupation, exposure to pets, sexual
behavior, and use of drugs such as diphenylhydantoin are other
important historic points. For example, children and young adults
usually have benign (i.e., nonmalignant) disorders that account
for the observed lymphadenopathy such as viral or bacterial upper
respiratory infections; infectious mononucleosis; toxoplasmosis;
and, in some countries, tuberculosis. In contrast, after age 50, the
incidence of malignant disorders increases and that of benign dis-
orders decreases.

The physical examination can provide useful clues such as the
extent of lymphadenopathy (localized or generalized), size of nodes,
texture, presence or absence of nodal tenderness, signs of inflamma-
tion over the node, skin lesions, and splenomegaly. A thorough ear,
nose, and throat (ENT) examination is indicated in adult patients
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