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Case report

Suicidal thoughts in a patient
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after administration of infliximab
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ABSTRACT

Infliximab (IFX) is a chimeric monoclonal antibody biologic drug that works against tumor necrosis factor alpha (TNF-a) and
is used to treat autoimmune diseases. This is case of a 45year old female patient who had suicidal thoughts after receiving
infusions with IFX. She did not report any family psychiatric history. She was diagnosed with ulcerative colitis. She had many
relapses and she was treated with azathioprine and prednisolone. After many incidents of diarrhea, she started therapy with
infliximab infusions. She had totally 13 infusions during a period of 13 months. The last year and in particular during the time
of Infliximab intake, she reported suicidal ideation. Due to lack of improvement in her physical symptoms, she voluntarily dis-
continued medication and resorted to a nutritionist and a mental health counselor, where she followed cognitive and behav-
ioral interventions. Treatment of autoimmune disorders with infliximab raise an awareness among medical and paramedical
staff involved in the care of these patients about the psychiatric side effects of the drug.
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Introduction

Infliximab (IFX) is a chimeric monoclonal antibody
biologic drug that works against tumor necrosis fac-
tor alpha (TNF-a) and is used to treat autoimmune
diseases. Infliximab exerts its influence by binding to
TNF-a. TNF-a is a chemical messenger (cytokine) and
plays an integral part in autoimmune reaction. It was
originally developed as a mouse antibody in mice. As
humans have immune reactions to mouse proteins, the
mouse common domains were replaced by similar hu-
man antibody domains.” IFX is as second line therapy
in patients with ulcerative colitis who fail to respond in

intravenous steroids.? Psychiatric side effects are rare.?
We present a case of a female patient who had suicidal
thoughts after receiving infusions with IFX.

Case Presentation

This is case of a 45year old female patient who at-
tended a community mental health center due to de-
pressive mood. She did not report any family psychi-
atric history. Ten years ago she was diagnosed with
ulcerative colitis. She had many relapses and she was
treated with azathioprine 100-150 mg p.o., predniso-
lone 30 mg p.o. After many incidents of diarrhea, she
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started therapy with infliximab infusions. She had to-
tally 13 infusions during a period of 13 months. The
patient reported considerable psychological burden
from the early days of the disease; however, with good
adaptation in the ensuing years. Mild symptoms of ir-
ritability and sleep disturbances were reported. Her
clinical condition worsened in 2010 after a new relapse
of the disease when she manifested decreased mood
and energy, fatigue, generalized anxiety and irritability.
The intensity of the symptoms was hand in hand with
her physical condition and was consonant with the ex-
acerbations and remissions of the disease. In addition,
for a considerable time period she described reduced
functionality in her work, social withdrawal, and stren-
uous gastrointestinal symptoms, feeding fear, anxiety
and avoidance behaviors (distant parts, control of the
toilet - agoraphobia). She endeavored to regulate and
control her defecation before leaving for her work on
a daily basis in the form of a ritual. During the last year
and in particular during the time of infliximab intake,
she reported suicidal ideation. She had thoughts that
she wanted to hurt herself and specifically she started
thinking that she wanted to fall out the window but he
never got to try it. Suicidal ideation occurred almost
two months after starting treatment with infliximab
and appeared suddenly. She had no symptoms of de-
pression before starting treatment. The patient had al-
so cognitive disorders and specifically she forgot thing
more often, important events such as appointments
or social engagements and also, she become more im-
pulsive or showed increasingly poor judgment. Due
to lack of improvement in her physical symptoms, she
voluntarily discontinued medication and resorted to a
nutritionist and a mental health counselor, where she
followed cognitive and behavioral interventions. Since
then both her physical and mental well-being were sig-
nificantly improved one month after the discontinua-
tion of the treatment, restoring thus a large part of her
functionality, undertaking and fulfilling family respon-
sibilities, mobilizing with greater autonomy, improv-
ing mood and alleviating suicidal ideation. Irritability,
impatience, cognitive disorders, avoidance behaviors,
and pre-morning preparation rituals (“waking up two
hours earlier, drinking a large amount of coffee, using
toilet and leaving for work”) remain. The patient has
provided informed consent for this report and her ano-
nymity has been preserved.

Discussion

In our patient there was a time interrelation between
the IFX therapy and the suicidal thoughts. The patient
was not receiving any other treatment during IFX infu-
sion. In the literature two other cases have also demon-

strated suicide attempts after IFX therapy.* Side ef-
fects with psychological or psychiatric implications are
rare during infliximab therapy; while in relevant clinical
trials the following side effects have been document-
ed: amnesia, confusion, somnolence depression and
apathy.® In another case report a 16-year-old male with
a 2-year history of disabling symptoms and complica-
tions of Crohn'’s disease was initiated on a trial of inflix-
imab. Within days of the first infliximab infusion, he ex-
perienced symptoms of depression, which intensified
over weeks and resulted in a serious suicide attempt.’
In a cohort study analyzing data from the French na-
tional hospital higher risks were observed for certain
pairs of adverse events and underlying pathologies:
psychotic disorders in patient treated for ulcerative co-
litis, manic episodes in patients treated for severe pso-
riasis, and suicide attempts in patients treated for rheu-
matoid arthritis.® Infliximab neutralizes the biological
activity of TNF-a by binding with high affinity to the
soluble (free floating in the blood) and transmembrane
(located on the outer membranes of T cells and simi-
lar immune cells) forms of TNF-a, and inhibits or pre-
vents the effective binding of TNF-a with its receptors.
Infliximab and adalimumab (another TNF antagonist)
are in the subclass of “anti-TNF antibodies” (they are
in the form of naturally occurring antibodies), and are
capable of neutralizing all forms (extracellular-, trans-
membrane-, and receptor-bound) TNF-a.° A large body
of evidence corroborates an association among tumor
necrosis factor a (TNF-a), inflammation and depres-
sion. Immune activation and the concomitant upregu-
lation of TNF-a is usually followed by a series of physio-
logical, behavioral and motivational changes including
fever, increased slow wave sleep, hyperalgesia, anorex-
ia, anhedonia, disturbed mood and impaired concen-
tration.’® Childhood abuse has been associated with
increased TNF-a mRNA consistent with extant studies
of increased inflammation in subjects with history of
childhood abuse." TNF-a mRNA also continued to be
increased in SA even after controlling for childhood
abuse. Similar to HCC, TNF-a mRNA was also associated
with perceived stress; however, TNF-a mRNA was as-
sociated with several clinical predictors of suicidal be-
havior of increased severity of depression and anxiety
symptoms, impulsivity, aggression, hopelessness, and
sleep disturbances. TNF-a is a potent pro-inflammatory
cytokine and is one of the cytokines that can cross the
blood brain barrier (BBB) without BBB disruption and
affect brain function.’ In this case, in addition to be-
ing at increased risk for depression due to the medical
history of Crohn'’s disease, our patient had no previous
psychiatric history and suicidal ideation came late after
the start of treatment compared to other incidents in



the literature and the escape time of suicidal ideation
in the literature usually is withdrawn after discontinua-
tion of treatment.”

Conclusion

Considering that infliximab remains a highly effec-
tive standard treatment of autoimmune disorders,

References

1. Silva-Ferreira F, Afonso J, Pinto-Lopes P, Magro F. A systematic review
on infliximab and adalimumab drug monitoring: levels, clinical out-
comes and assays. Inflamm Bowel Dis 2016, 22:2289-2301, doi: 10.1097/
MIB.0000000000000855
2. Dulai PS, Jairath V. Acute severe ulcerative colitis: latest evidence
and therapeutic implications. Ther Adv Chronic Dis 2018, 9:65-72, doi:
10.1177/2040622317742095

. Sands BE, Anderson FH, Bernstein CN, Chey WY, Feagan BG, Fedorak
RN et al. Infliximab maintenance therapy for fistulizing Crohn’s dis-
ease. N Engl J Med 2004, 350:876-885, doi: 10.1056/NEJM0a030815

4. Roblin X, Oltean P, Heluwaert F, Bonaz B. Panic attack with suicide:

an exceptional adverse effect of infliximab. Dig Dis Sci 2006, 51:1056,
doi: 10.1007/510620-006-8007-x
. Eshuis EJ,Magnin KM, Stokkers PC, Benelman WA, Bartelsman J. Suicide
attempt in ulcerative colitis patient after 4 months of infliximab thera-
py-a case report. J Crohns Colitis 2010, 4:591-593, doi: 10.1016/ j.crohns.
2010.04.001

. Shayowitz M, Bressler M, Ricardo AP, Grudnikoff E. Infliximab-induced
Depression and Suicidal Behavior in Adolescent with Crohn’s Disease:
Case Report and Review of Literature. Pediatr Qual Saf 2019, 18:e229,
doi: 10.1097/p9.0000000000000229

w

w

(o)}

Psychiatriki 249

there is an imperative need to raise awareness among
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Eviiapépovoa mepintwon
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NEPINHYH

H woAi§papmn (infliximab) (IFX) givat éva BloAoytko @AapHaKO XIHAIPIKOU LOVOKAWVIKOU AVTICWATOC TTOU AEITOVPYEL EvAavTIa
OTOV TTAPAyovTa VEKPWonNG oykou aAg@a (TNF-a) kat xpnotpomoleital yia Tn Bepameia autodvoowv acBevelwv. MNeptypapetal
n mEPIMTWoN aoBevolg 45 ETWV TTOU EiXE AUTOKTOVIKEG OKEPELG LETA amo AN eyxVoewv Pe IFX. Agv avépepe Kavéva ol-
KOYEVELOKO PUXIATPIKO IOTOPLKO. AlayvwoTtnke pe EAKWON KoAitida. Eixe mOAEG umotpomég Kat uoBARBNKe os Bepaneia pe
alaBelompivn kat mpedviCohévn. Metd amd moANd meplotatika Sidppotag Eekivnoe Bepamneia pe eyxVOELS IVOAIEILAUTNG. Eixe
OUVOAIKA 13 gyxUOoElG yia pla mepiodo 13 pnvwv. Tov TeAeuTaio xpodvo Kat tdiaitepa katd tn SidpkKela TNG TPOCANYNG IVOAIELIUA-
UTING, AVEPEPE AUTOKTOVIKO IOEAOHO. AOyw TNG EANEIPNG BEATIWONG TWV CWHATIKWY TNG CUUTTTWHATWY, SIEKOPE OLKEIOBEAWC
TN @OPUOKEVTIKN aywyr Kal Katépuye o€ S1atpo@oldyo Kat GUPPBOUNO YUXIKNG LYEIAG, GTTou AKOAOUBNOE VONTIKEG KOl CUUTTE-
pLPopIKkEC TapeUPAoEl. H Bepamneia autodvoowv Statapaxwyv K IVQAEILANTTN auEAVEl TV EValoONTOTOINGN TOU LATPLKOU KAl
TOPAIOTPIKOU TTPOCWTIIKOU TIOU EUMAEKETAL OTN GPOVTIOA AUTWV TWV ACOEVWV OXETIKA UE TIG YUXIATPIKEG TIAPEVEPYELEG TOU
POPHAKOU.
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