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Possible Anaphylactic Reaction to Abciximab

Joseph A. Guzzo, * mb, and Timothy C. Nichols, ™MD

We report a patient who experienced a severe anaphylactic reaction during coronary
artery stenting. Subsequent to administration of a weight-adjusted dose of abciximab, the
patient developed profound hypotension and severe, acute airway obstruction. The
reaction was successfully reversed with a 16-hr infusion of epinephrine, steroids, and an
H1 blocker. Cathet. Cardiovasc. Intervent. 48:71-73, 1999. © 1999 Wiley-Liss, Inc.
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INTRODUCTION weight-adjusted abciximab bolus of 16.4 mg and drip of

. . .5 pg/min were administered. Forty-eight minutes had

The use (.)f a monaclonal ant.|body (M.Ab) as adjuvarﬁhapsed since initial dye injection. During stent deploy-

therapy during coronary artery interventions has reduc&renent the patient's SBP began to decrease slowly from
the rate of death, nonfatal myocardial infarction, need f 50 mm Hg to approximately 120 mm Hg. At the

repeat revascularization, and procedural failure n’%bnclusion of the procedure she complained 6f a head-

Other MAbs have also been utilized as anti-tumor agents . ; ;

. . L ache and mild chest tightness and was given 1 mg of

[3]. Their use in these noncardiac indications has beﬁwnorphine Her ECG was unchanged and did not show ST

limited, however, by the occurrence of hypersensitivitge ment élevation or depression. Her SBP continued to

reactions. Chimeric human-mouse antibodies, such f% more rapidly, to a systolic pressure of 64 mm Hg
abciximab (Reopro), were developed in an effort t proximately 19 min had elapsed since the initial

decrease the antigenicity of MAbs. Other chimeras, sug ciximab bolus, and 5 min since the morphine. The

as rituximab, are in development. Although reactions %o 2 : . .
oS . apciximab was discontinued. The hypotension was unre-
MAbs are uncommon, fatal hypersensitivity reactions to

L Sponsive to the intravenous administration of 2.5 liters of
rituximab have been reported [3]. ) ! o
normal saline and 0.5 mg of atropine. The abciximab was
discontinued. She then developed acute airway obstruc-
CASE REPORT tion, and attempts to ventilate her by mask were difficult.
' _ Abolus of epinephrine (0.5 mg intravenous) was adminis-
A 58-year-old women was undergoing stenting foered with dramatic immediate resolution of her airway
unstable angina. She had a past history of hypertensigBstruction. Additional boluses of epinephrine, as well as
hypercholesterolemia, and a cerebrovascular accidesélumedrol (150 mg intravenous), Benedryl (25 mg
She had also un_dergone a rl_ght carotid endarterectofAtavenous), and eventually an epinephrine infusion
some years earlier. At that time she had undergone(®.5 pg/min intravenous) were required to maintain her
cerebral angiogram without adverse reaction. Her medic@Bp at 100 mm Hg (Fig. 1). She was stabilized and
tions at the time of diagnostic catheterization inCIUde@ansferred to the coronary care unit (CCU) where she
amlodipine, hydrochlorthiazide, atenolol, and atorvagemained dependent on the epinephrine drip to maintain
tatin. Her only reported reqctlon to medlcapons Wager SBP for approximately 16 hr postprocedure. Her
nausea secondary to morphine use. She denied allergjegelet count fell to a low of 68,000 the morning

to radiographic contrast, shellfish, or morphine. She hggliowing the procedure. The epinephrine was eventually
never undergone cardiac catheterization or been given

abciximab or other monoclonal antibodies. Her vital
signs were normal at the start of the procedure, withgpartment of Cardiology, University of North Carolina, Chapel
systolic blood pressure (SBP) of 176 mm Hg and heattll, North Carolina
rate (HR) of 65 beats per minute. Her serum chemistrie@s 4 A ¢ Cardiol
and complete blood count were normal, with a Iatel* orrespondence to: Dr. Joseph A. Guzzo, Department of Cardiology,
t ff74 000 P niversity of North Carolina, CB#7075, Chapel Hill, NC 27599.

Cour_] 0 A : . . E-mail: jguzzo@email.unc.edu

Diagnostic catheterization was uneventful and coro-
nary stenting was undertaken at the same setting.RAceived 11 January 1998; Revision accepted 15 March 1999
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Fig. 1. Time course of systolic blood pressure changes.

weaned and her platelets improved to 123,000 prior te patient had previously undergone a carotid angiogram

discharge. without any adverse reactions. The hallmark of anaphy-
laxis is the onset of the syndrome within seconds to
DISCUSSION minutes after exposure to the inciting agent [6]. Also, case

reports of allergic reactions to contrast medium describe
This case strongly suggests the occurrence of #re occurrence of the manifestation immediately follow-
anaphylactic reaction to abciximab. Reactions to radioig exposure [7], and studies have shown biochemical
graphic contrast and morphine are also possible, but thederations due to contrast occurring immediately after
scenarios seem less likely. The patient had receiverposure [8]. In this case, the timing of the reaction
morphine in the past and did not have a history of allerginakes anaphylaxis to contrast unlikely.
reaction; she reported only nausea. Allergic reactions toAbciximab contains the Fab of the monoclonal anti-
morphine are usually related to histamine release, residody 7E3, which was developed to bind the IIb/llla
ing in urticaria, wheals, and local irritation [4]. Thereceptor on human platelets, thereby inhibiting their
patient had none of these signs or symptoms. Howevaggregation. It is estimated that 445,000 patients have
immediate anaphylactic reactions to morphine analoguegeived abciximab [9]. To date, there have been no
have been reported and this cannot be entirely excludegorted cases of anaphylaxis to either initial or repeated
as a causative agent [5]. Furthermore, a synergisidministration of abciximab. Patients have been shown to
mechanism between morphine and abciximab is aldevelop antibodies following treatment with abciximab,
possible. such as human antichimeric antibody (HACA) and hu-
The radiographic contrast is unlikely to be the incitingnan murine antibody (HAMA) (personal communica-
agent. Forty-eight minutes had elapsed from the time tén, Eli Lilly Research Laboratories). During phase Il of
initial contrast injection to adverse reaction. Additionallythe EPIC, EPILOG, and CAPTURE trials, the develop-
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ment of HACA following abciximab was found in areadministration of abciximab is currently not practiced.
combined total of 5.8% of patients following a singléThere is presently not enough data to make recommenda-
standardized administration [10]. tions regarding routine measurement and subsequent use
Data regarding the readministration of abciximab tof alternative medications should the titer be positive.
those patients who develop HACA after initial exposurgyith the increased use of chimeric Mabs, anaphylaxis
is sparse. A small open-labeled trial of 41 patients witlhay increase and allow such protocols to be established.
stable coronary artery disease or healthy volunteers was
conducted to determine the effect of readministration of
abciximab [11]. Twenty-nine of these subjects who digEFERENCES
not develop HACA with the initial injection received a ) _ _ _
second dose of abciximab at 14 weeks. HACA deveIOpea EPIC Investigators. Us_e of monoclonal an_tlboc_jy dl_rected against
. . L the platelet glycoprotein llb/llla receptor in high-risk coronary
!n.24<_>/o of these patients w_lthln 12 WGG!(S of the second angioplasty. N Engl J Med 1994;330:956-961.
injection. Thrombocytopenia occurred in two subjects2. EPILOG Investigators. Platelet glycoprotein lib/illa receptor
one with initial injection in a subject found to have blockade and low dose heparin during percutaneous coronary
preexisting HACA, and one with reinjection in a patient revascularization. N Engl J Med 1997;336:1689-1696. _
with a low-level HAMA titer at the time of readministra- 3 Egt(t):ra;i?uz;:]g ég:;(l\r/]illls;ralxt/:g?'I\I/gg\?\;;?;tn-lalrggg“blng Information
tion. The“? were n.o reporte_d eplsod.es of anaphyIaX|s, ar}ld Sifton DW, Westly GJ, F;fohl B, editors. I’Dhysicians Desk Refer-
other SUbJeCtS with baseline positive HACA were not ence. Montvale, NJ: Medical Economics Data Production Com-
similarly afflicted. In the 3-year follow-up of the EPIC  pany; 1996.
trial, those patients who were HACA positive during thes. Harle DG, Baldo BA, Coroneos NJ, Fisher MM. Anaphylaxis
initial 12-week monitoring period were studied to assess following administration of papaveretum: case report—implica-
the rate and magnitude of persistent HACA positivity. .tion qf IgE antibodies thgt react V\{ith morphine ar)d codeine, .antlj
Titers persisted in 15 of the 34 available patients (44%) fggrltilgitlon of an allergic determinant. Anesthesiology 1989;71.:
[12]. Taken tOg.e.ther' thes_e data support th? hYPOth‘?Sé$ Austin KF. Disease of immediate type hypersensitivity. In: Issel-
that hypersensitivity reactions or anaphylaxis to abcix- pach KJ, Braunwald E, Wilson JD, Martin JB, Fauci AS, Kasper
imab could occur during initial or repeat administration. DL, editors. Harrison’s principles of internal medicine, 13th ed.
The evidence presented implicates abciximab as the New York: McGraw Hill; 1994. p 1630-1638.
primary inciting agent leading to the anaphylactic reac’: 'Lie_berman P, Siegle RL_, Taylor WW. A_naphylactoid reactions to
tion in our patient. The timing of the reaction, the iodinated contrast material. J Allergy Clin Immunol 1978;62:174—
patient’s allergy history, and the constellation of sympg Cogen FC, Norman ME, Dunsky E, Hirshfeld J, Zweiman B.
toms support our hypothesis. While HACA antibodies Histamine release and complement changes following injection of
develop in some after administration of abciximab, they contrast media in humans. J Allergy Clin Immunol 1979;64:299—
have not yet been linked to anaphylaxis. The HACA 303. »
status of this patient is pending. However, the assay is ngt Cohen SA. Abciximab and alveolar hemorrhage. N Engl J Med

commercially available and timely measurements 1998:339:1362.
y y 9. Foodand Drug Administration. Points to Consider in the Manufac-

individual patients are not possible. turing and Testing of Monoclonal Antibody Products for Humans.
Awareness to the possibility of an anaphylactic reac- Rockville, MD: Center for Biologics Evaluation and Research,

tion to abciximab may help the interventional cardiologist Dockets Management Branch (HFA-305); 1997.

faced with a similar situation. Any time delay experill- Food and Drug _Administration. Super\_/isory Overview_of BLA

enced before making the diagnosis of impending anaphy- a7-0200r.l Figgl;vnle, MD: Center for Biologics Evaluation and
- . .2 L. g esearch; .

Ia>_<|s and dlSCOhtIﬂUI!’lg the abciximab could be MmN Food and Drug Administration. Medical Officer’s Review: The

mized, and the patient spared severe CONSEqUENCESEPIC trial 3-year data. Rockville, MD: Center for Biologics

Routine measurement of HACA antibodies prior to Evaluation and Research; 1998.
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