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Early infliximab antibody test-
ing does not prevent infusion
reactions when reinitiating
infliximab
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Abstract

Infliximab drug level checking has started to
revolutionize the treatment of inflammatory
bowel disease, allowing for more accurate dos-
ing. Recently, Brandse and colleagues and
Gagniere and colleagues both noted the poten-
tial benefit of a re-introduction of infliximab
after prior failure in patients with Crohn’s dis-
ease. Unfortunately though, approximately 1/3
of patients stopped the drug due to side effects
of the attempted retreatment from infusion
reactions. In their study, they also noted that
concomitant usage of a thiopurine did not pro-
vide any additional benefit. Presumably, major-
ity of these reactions are secondary to antibody
formation to infliximab. In order to reduce the
risk of infusion reactions, we present a case of
a patient with Crohn’s disease who was retried
on infliximab and had antibody testing after
the first dose to assess if it would be safe to
continue the drug, as most infusion reactions
occur at the second dose.

Introduction

Infliximab drug level checking has started to
revolutionize the treatment of inflammatory
bowel disease, allowing for more accurate dos-
ing.12 Recently, Brandse and colleagues and
Gagniere and colleagues both noted the poten-
tial benefit of a re-introduction of infliximab
after prior failure in patients with Crohn’s dis-
ease.>* Unfortunately though, approximately
173 of patients stopped the drug due to side
effects of the attempted retreatment from infu-
sion reactions. In their study, they also noted
that concomitant usage of a thiopurine did not
provide any additional benefit. Presumably,
majority of these reactions are secondary to
antibody formation to infliximab. In order to
reduce the risk of infusion reactions, we pres-
ent a case of a patient with Crohn’s disease
who was retried on infliximab and had anti-
body testing after the first dose to assess if it
would be safe to continue the drug, as most
infusion reactions occur at the second dose.

Case Report

A 44-year-old female with a history of
Crohn’s ileocolitis with multiple complex peri-
anal fistulas was diagnosed in 1998. She was
initially treated with mesalamine and pred-
nisone but did not have an adequate response.
Around 1999 she had worsening diarrhea and
drainage from her perianal fistula. She was
treated with three infusions of infliximab and
then it was discontinued for unclear reasons.
She denied any reactions to the drug. She was
subsequently treated with mercaptopurine for
a few years but her disease remained mildly
active with diarrhea and episodic drainage
from her fistula. She discontinued mercaptop-
urine around 2012. In 2014, she presented for
a second opinion regarding her persistent diar-
rhea and constant drainage from her perianal
fistulas. A repeat magnetic resonance of the
pelvis showed complex perianal fistulas with
multiple openings but no abscess or fluid col-
lection. She was commenced on antibiotics
with ciprofloxacin and metronidazole. We had
a long discussion about benefits of infliximab
for fistulizing Crohn’s disease and a decision
was made to restart infliximab. To reduce the
risk of a possible infusion reaction, we decided
to check infliximab drug levels and antibodies
4 days after her initial infusion to allow for
return of the results prior to her second infu-
sion. She tolerated her first infusion and her
drug levels returned with >34.0 ug/mL and no
antibodies to infliximab (ATI) (<3.1 U/mL)
(Prometheus Laboratories Inc. Anser IFX, San
Diego CA). She presented for her second infu-
sion and 15 minutes into it she developed
flushing, difficulty breathing, nausea, vomit-
ing, tachycardia (101 beats/minutes), and
hypotension (88/56). She was given hydrocor-
tisone, ondansetron, lorazepam, famotidine,
and diphenhydramine but her symptoms per-
sisted and she was transferred to the emer-
gency department. Over the next 6 hours her
symptoms slowly dissipated.

Discussion

While she declined to obtain repeat inflix-
imab levels, her presentation was consistent
with an acute infusion reaction. This presenta-
tion was surprising, as it has been presumed
that infusion reactions are secondary to anti-
body development. Usually, infusion reactions
occur with the second or third infusion given
the exposure to the drug following the first
infusion.>$ It is postulated that the antibodies
may develop secondary to low drug levels
which allows for the development of antibodies
against infliximab.57 Baert and colleagues
reported that the presence of infliximab level 2
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ug/mL without ATI were predictive of response
on retreatment, and premedication with hydro-
cortisone was of unclear benefit.® In our
patient, however, testing for ATI prior to her
second infusion failed to prevent her acute
infusion reaction. It is possible that with the
extremely high level of infliximab following
the initial infusion, this may mask underlying
low-level antibodies.

Conclusions

Further studies are needed to establish a
safer standardized way of reintroducing inflix-
imab and minimize the risk of infusion reac-
tions.
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