viewed with caution, since adjunctive aripiprazole was given on an
open-label basis. The fact that both patients relapsed following with-
drawal of aripiprazole and one regained antidepressant effects after this
medication was reinstated suggests against a placebo response. Evidence
to date indicates that controlled trials of adjunctive aripiprazole should
be pursued in patients with SSRI/SNRI-refractory depression.

Kenneth N Sokolski MD
Associate Adjunct Professor
Department of Psychiatry and Human Behavior
University of California, Irvine
Chief of Mood Disorder Clinic and Staff Psychiatrist
Veterans Affairs Long Beach Healthcare System
3901 East 7th Street
Long Beach, California 90822
Jax 562/826-5088
kksokolski@aol.com

Dimitrios Gripeos BA
Lead Research Associate

Biomarker and Clinical Pharmacology Unit
Veterans Affairs Long Beach Healthcare System

Dr. Sokolski is a speaker for Bristol-Myers Squibb.

Published Online, 5 Aug 2008, www.theannals.com
DOI 10.1345/aph.1L159

REFERENCES

1. Berman RM, Marcus RN, Swanink R, et al. The efficacy and safety of
aripiprazole as adjunctive therapy in major depressive disorder: a multi-
center, randomized, double-blind, placebo controlled study. J Clin Psy-
chiatry 2007,68:843-33.

2. Marcus RN, McQuade RD, Carson WH, et al. The efficacy and safety of
aripiprazole as adjunctive therapy in major depressive disorder: a second
multicenter, randomized, double-blind, placebo-controlled study. J Clin
Psychopharmacol 2008;28:156-65.

3. Papakostas GI, Petersen TJ, Kinrys G, et al. Aripiprazole augmentation
of selective serotonin reuptake inhibitors for treatment-resistant major
depressive disorder. J Clin Psychiatry 2005;66:1326-30.

4. Simon JS, Nemeroff CB. Aripiprazole augmentation of antidepressants
for the treatment of partially responding and nonresponding patients with
major depressive disorder. J Clin Psychiatry 2005;66:1216-20.

5. Hellerstein DJ, Batchelder S, Hyler S, et al. Aripiprazole as an adjunctive
treatment for refractory unipolar depression. Prog Neuropsychopharma-
col Biol Psychiatry 2008;32:744-50.

Amiodarone Use in Patients with Documented Hypersensitivity to
Intravenous Contrast Dye

TO THE EDITOR: Amiodarone is frequently prescribed for severe cardiac
tachyarrhythmias.! However, in patients with known hypersensitivity to
iodine, amiodarone is contraindicated. We report 3 cases of amiodarone
tolerability in patients with documented hypersensitivity reactions to in-
travenous contrast dye.

Case Reports. A 64-year-old male with atrial fibrillation, hyperten-
sion, cardiomyopathy (ejection fraction 25%), tobacco use, history of
transient ischemic attack, and syncope with a biventricular pacemaker/
implantable cardioverter-defibrillator presented to the outpatient antiar-
rhythmic medications clinic for amiodarone monitoring one month after
in-hospital initiation of therapy. Outpatient medications were twice-daily
clonidine 0.2 mg and diphenhydramine 25 mg and once-daily amio-
darone 200 mg, aspirin 162 mg, furosemide 20 mg, lisinopril 5 mg, lo-
vastatin 20 mg, metoprolo! extended-release 50 mg, triamterene/ hy-
drochlorothiazide 37.5/25 mg, and warfarin 5 mg. “lodine allergy —reac-
tion: anaphylaxis” was noted on the patient’s chart. He reported 2
previous reactions in the remote past to iodinated contrast dye, with the
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second reaction including facial swelling and trouble swallowing. There
were no other known drug allergies. Since his hospital discharge, he had
been taking oral diphenhydramine 25 mg twice daily for seasonal aller-
gies. At follow-up 6 months later, the diphenhydramine dose had been
reduced to 25 mg once weekly. Throughout follow-up, the patient toler-
ated amiodarone without any adverse reactions.

Two additional patients with atrial fibrillation, documented reactions
to intravenous contrast dye in the remote past, and no other known aller-
gies subsequently presented to the clinic. One patient had received iodi-
nated contrast dye with an associated loss of consciousness and was told
that it was a severe, near-fatal hypersensitivity reaction. The other patient
who had received an intravenous contrast dye had experienced severe
throat swelling that responded to diphenhydramine treatment. Both pa-
tients are currently tolerating amiodarone 100-200 mg daily with no
symptoms of hypersensitivity.

Discussion. Amiodarone is contraindicated in patients with a known
hypersensitivity to iodine? There is one report of 3 patients who had re-
actions to iodine-containing compounds and who received amiodarone
without anaphylactic or anaphylactoid reactions? In contrast, there is a
report of a patient with iodinated radiocontrast-induced urticaria and sub-
sequent anaphylaxis after one dose of oral amiodarone 4

Several factors may influence the reasons that “iodine-allergic” pa-
tients may fail to cross-react to amiodarone.® The bioavailability and ab-
sorption of oral amiodarone, and therefore of iodine, can vary signifi-
cantly among individuals. Additionally, contrast-mediated reactions may
result from factors (eg, ionic content or hypertonicity) other than iodine
content, given that both iodinated and noniodinated contrast dye can in-
duce histamine release. Past reactions do not always predict future reac-
tions, as these are not immunoglobulin E antibody mediated. The poten-
tial for anaphylactic or hypersensitivity reactions is less in newer dyes
than in older, ionic, highly osmolar contrast dyes.

In our first patient, we assessed the potential role of diphenhydramine
cotreatment in masking a hypersensitivity reaction. This was ruled out
based on the relatively low dose and the lack of symptoms after decreas-
ing the diphenhydramine dose to 25 mg per week. Thus, the previous re-
action to the contrast medium that this patient experienced was unlikely
due to the iodine content, since he did not have a subsequent reaction to
amiodarone.

There is a need to investigate patients’ claims of past reactions to iodi-
nated radiocontrast agents carefully to determine the likely risk that these
represent true hypersensitivity reactions to iodine. In patients with reac-
tions to iodinated intravenous contrast, an iodine allergy is not consis-
tently present, although the chart may be marked as such. Clearly, cau-
tion should be exercised in patients with an “iodine allergy,” as known
hypersensitivity to iodine is a contraindication to amiodarone therapy.?
The true potential for cross-reactions with amiodarone should be deter-
mined, and risk versus benefit of amiodarone therapy must be individu-
ally assessed.
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I N\ EVVS AND COMMENTS

OBITUARY

Gloria Niemeyer Francke, internationally known phar-
macist, educator, author, and publisher, went to be with the
Lord on August 3, 2008, following a dedicated career in
pharmacy. Francke was born in Dillsboro, IN, on April 28,
1922. She received her BS degree in pharmacy from Purdue
University in 1942 and her PharmD from the University of
Cincinnati in 1971. During her many years in the profession,
Francke worked in various high-level administrative and edi-
torial capacities and received several honors. She started her
career as a community pharmacist in Dillsboro and moved to
Ann Arbor, M1, to serve as assistant chief pharmacist at the
University of Michigan Hospital. In 1946, she began work-
ing with the American Pharmaceutical Association (now,
American Pharmacists Association [APhA]) in several ca-
pacities, including assistant director of the Division of Hospi-
tal Pharmacy and assistant editor of the Journal of the Ameri-
can Pharmaceutical Association. In 1986, she was named
honorary president of the APhA. Francke became the first
executive secretary of the American Society of Hospital
Pharmacists (now, American Society of Health-System Phar-
macists, [ASHP}) in 1949 and was associate editor of the
American Journal of Hospital Pharmacy from 1944 to 1964,

Francke was heavily involved with many other pharmacy
organizations, holding memberships and titles in the Ameri-
can Institute of the History of Pharmacy, Academy of Phar-
maceutical Sciences, Kappa Epsilon, Rho Chi, American As-
sociation for the Advancement of Sciences, International
Pharmaceutical Federation, and The New York Academy of
Sciences. In addition to her roles with pharmacy organiza-
tions, Francke was employed as a drug literature specialist at
the National Library of Medicine from 1965 to 1967.

The first of Francke’s many honors was receipt of the
Harvey AK Whitney Award from the ASHP in 1955, She re-
ceived honors from the Texas Society of Hospital Pharma-
cists and a Distinguished Alumnae Award from Purdue Uni-
versity in 1985. In 1987, she became the first woman
awarded the Joseph P Remington Medal and, in 1988, was
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awarded an honorary doctorate degree from Purdue. In 1995,
she became the fourth recipient of the Donald E Francke
Medal from the ASHP, and the Gloria Niemeyer Francke
Leadership Mentor Award was created by the APhA to rec-
ognize those who serve as role models and mentors to en-
courage pharmacists to attain leadership positions within the
profession. In 2006, she received the André Bédat Award
from the International Pharmaceutical Federation for her out-
standing contributions to international pharmacy practice.

Francke coauthored the Mirror to Hospital Pharmacy
(1964) and authored a chapter in Perspectives in Clinical
Pharmacy (1972). She was married April 15, 1956, to
Donald E Francke, who founded Drug Intelligence (now
The Annals of Pharmacotherapy). Following his death in
1978, she became the owner of Drug Intelligence Publica-
tions, the previous publisher of The Annals.
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