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Figure 1. Simultaneous and Continuous Recordings of the Heart
Rate, Arterial Blood Pressure, and Pulmonary Arterial Pressure
during Four Tilt-Induced Episodes of Syncope.

The arrows and numbers indicate the syncopal attacks. The
fourth episode occurred during head-up tilting after the adminis-
tration of propranolol (0.2 mg per kilogram). The heart-rate re-
sponse was blunted, but the arterial and pulmonary arterial pres-
sures continued to drop and syncope was reproduced.

nergic blocking agents may be hazardous to some patients who are
prone to vasodepressor syncope.
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PROTEIN S DEFICIENCY AND HIV INFECTION

To the Editor: We report two recent cases of patients infected with
the human immunodeficiency virus (HIV) presenting with vascular
thrombosis and low levels of protein S. To determine whether there
is any relation between HIV infection and low plasma levels of
protein S, we studied the prevalence of protein S deficiency in 71
HIV-infected persons seen for routine laboratory tests over a period
of one month.

The first patient was a 29-year-old homosexual man who was
HIV-positive (Centers for Disease Control [CDC] Group IV-C-2)
and had been admitted to the hospital for edema of the legs due to
thrombosis of the iliac vein and the inferior vena cava. An abdomi-
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nal CT scan did not show any evidence of compression, and the
results of routine coagulation tests were normal, except for a low
level of free protein S, measured by enzyme-linked immunosorbent
assay (Asserachrom Protéine S, Diagnostica Stago) as 0.13 U per
milliliter (normal level [mean*SD] established in 20 HIV-negative
controls, 0.42%0.09). The second patient was a 58-year-old homo-
sexual man with Kaposi’s sarcoma (CDC Group IV-D) admitted
for ischemia of the hands of rapid onset with necrosis of the digital
pulp. Angiography performed under general anesthesia revealed
several thrombi in the interdigital arteries. The results of coagula-
tion tests were normal except for a free protein S level of 0.06 U per
milliliter. A prospective study of 71 HIV-positive patients revealed
that 22 (31 percent) had free protein S levels below the normal level
established for the control population. Mean total protein S levels
were lower in patients with free protein S above the normal limit
than in patients with normal levels of free protein S (P = 0.01 by
Mann—Whitney test). With a functional assay of protein S based on
a clotting method, the mean activity in patients deficient in free
protein S was 43 percent (range, 16 to 76). There was no correlation
with the stage of HIV disease, none of the patients studied had a
history of thrombosis, there was no liver involvement (prothrombin
time and factor V level were normal), and none of the patients were
taking anti—vitamin K drugs. There was no significant difference
between the average levels of C4-binding protein, as measured by
electroimmunodiffusion (Assera-plate C4-BP, Diagnostica Stago)
in the HIV-positive patients with the deficiency and those without
(P = 0.074 by Mann—Whitney test).

It is known that protein S deficiency can lead to thromboembolic
complications.”? Protein S is synthesized by endothelial cells and
hepatocytes and circulates in the plasma in an active free form and
an inactive form bound to C4-binding protein. The prevalence of
protein S deficiency in the general population is only 1 in 29,000.2
Transitory deficiency can be observed during episodes of infection,
as the level of C4-binding protein rises with the inflammatory reac-
tion. This mechanism does not appear to have had a role in our
patients. We believe on the contrary that the protein S deficiency
observed could result from abnormal endothelial-cell function dur-
ing HIV infection.*® Further studies will be required to elucidate
the pathophysiology of this deficiency and to evaluate its clinical
implications prospectively.

We are indebted to Dr. Boyer-Neumann from the hematology
laboratory of the Hépital Kremlin-Bicétre in Paris for performing
the functional determination of protein S.
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IMMUNOTHERAPY FOR ALLERGY TO INSECT STINGS

To the Editor: A major problem in treating accidental insect stings
is uncertainty about whether patients were stung by the insects to
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which they were sensitive. In the article by Valentine et al. (Dec. 6

‘issue)' summarizing the results of their work with accidental insect
stings in children, the authors chose not to challenge their patients
with stings deliberately, but rather to let stings occur naturally. In
doing so, they must have relied on their previous work,? in which 87
percent of accidental stings were inflicted by insects to which the
patients were clinically sensitive. In that work, an increase in serum
levels of venom-specific IgE was demonstrated in 62 percent of the
untreated patients (29 of 47) after the accidental sting. In the rest of
the patients (18 of 47, or 38 percent), no increase was demonstrated.
The authors do not clarify whether they found a decline in IgE level
in these patients. They based their conclusion that the vast majority
of patients were stung by insects to which they were sensitive on the
observation that 12 of the 18 patients had positive skin tests for both
venoms. This conclusion may be debated, since we know that IgE
antibodies to venom antigens may be detected in 20 percent of a
normal population.® We also know that there is some cross-reactiv-
ity between all hymenoptera venoms.? Therefore, when deliberate
challenge stings are not used, we would hesitate to rely on any index
other than a rise in the serum level of venom-specific IgE as an
accurate indicator that the stings were inflicted by the insects to
which the patients were sensitive.

Stings may be caused by species other than hymenopterans, since
stings by flies, mosquitoes, spiders, and ants may give rise to similar
painful, itchy sensations and similar skin reactions. We evaluated 87
patients who were referred to our allergy unit with suspected hy-
menoptera allergy. We compared the patients’ reported identifica-
tions of the insects with the results of the skin tests and found that
42 percent of the patients incorrectly identified the insect that had
stung them.

In view of the relatively small sample of accidental insect stings
accumulated by Valentine et al., would it not be better to present
their current results together with data on the change in levels of
venom-specific IgE after the stings? How many patients had posi-
tive skin reactions to both venoms? We believe that however uncom-
fortable it may be, using deliberate challenge stings is a preferable
way to decide about immunotherapy in patients allergic to venom.
When accidental stings are used, these questions need an answer.
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To the Editor: Every patient who has had a systemic reaction to an
insect sting should have an insect-sting kit containing epinephrine
(EpiPen), even if the patient has received hyposensitization. There
is no way to determine how severe the next reaction will be. An
anaphylactic reaction may be fatal. Death can occur in five minutes,
insufficient time to get to a physician.

I have worked to educate laypersons and physicians about the
needless deaths from insect-sting reactions. It is illegal in most
states for a school nurse or schoolteacher to give an injection of
epinephrine to a child with an anaphylactic reaction. The American
Medical Association has passed a model bill to permit trained
laypersons to administer epinephrine in such cases, but every state
must pass a law to make this legal. To date, 15 states have done so.
The remaining states need this legislation. The American Academy
of Allergy has passed a resolution supporting this effort.

Craupk A. Frazier, M.D.

Asheville, NC 28801 Doctor’s Park

The above letters were referred to the authors of the article in
question, who offer the following reply:
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To the Editor: Although we applaud Dr. Frazier’s energetic ap-
proach to raising the awareness of medical personnel and layper-
sons about the beneficial effect of epinephrine in mild-to-moderate-
ly-severe allergic reactions to insect stings, we caution readers that a
single injection or even several subcutaneous injections of epineph-
rine may be totally ineffective in reversing severe anaphylaxis.'
Moreover, we believe that since venom immunotherapy is 97 per-
cent effective in preventing future anaphylaxis from stings,?* most
patients receiving such therapy need not carry self-treatment kits
containing epinephrine.

Drs. Goldberg and Mekori raise an interesting question about our
study design. Although we could easily have subjected the children
we studied to challenge stings, which would have provided the cer-
tainty that the experimental stings were relevant to each child’s
sting history, we chose to allow nature to take its course. Only in this
way could we continue to observe the natural history of insect-sting
allergy in the children who had not been immunized. Also, the data
referred to by Goldberg and Mekori — i.e., the documented 87
percent relevance of accidental stings — were derived from a study*
of children composing the nucleus of the group described in our

paper.
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DyNaMIC PSYCHOTHERAPY: AN INTRODUCTORY
APPROACH

By Marc H. Hollender and Charles V. Ford. 229 pp. Washington,
D.C., American Psychiatric Press, 1990. $31.

PsvcHODYNAMIC PsyCHIATRY IN CLINICAL
PRACTICE

By Glen O. Gabbard. 505 pp. Washington, D.C., American Psychi-
atric Press, 1990. $49.95.

What a find! Hollender and Ford have written a user-friendly
book that answers the beginning psychotherapist’s most pressing
clinical questions, allays the therapist’s anxieties by presenting
alternative methods of dealing with problems, and offers step-
by-step guidance in establishing and maintaining a therapeutic
situation. The authors deal with dynamic therapy in the form of
supportive, insight-oriented, and combined medication—therapy
methods.

The organization of the book makes the task of learning about
dynamic psychotherapy much easier by focusing on clinical issues
and problem-solving techniques. Theory is included but not empha-
sized. The authors begin with the first contact with the patient and
the process of selecting the appropriate method of treatment and
setting the agreement, and then progress through the fundamental
principles and techniques of insight-oriented psychotherapy, de-
scriptions of technical interventions, and explanations of theoret-
ical infrastructure. Time-limited psychotherapy and supportive
psychotherapy are similarly covered. Psychopharmacotherapy is
considered in combination with psychotherapy. “Problem situa-
tions” and “difficult patients” are discussed, and suggestions are
given for handling them. The last chapter appropriately considers
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