Midazolam Impairs Immune Functions

It's Time to Take Care of Dendritic Cells

N the report by Ohta ez al.,' the authors demonstrate that

midazolam inhibits the antigen-presenting functions of
dendritic cells (DC) and interferes with DC-induced T-cell
activation.

The innate immune system recognizes pathogens using
so-called pattern-recognition receptors, which largely are ex-
pressed on antigen-presenting cells and especially on DCs.
This innate immune response is immediate and has two ma-
jor functions. The first function is to promote phagocytosis,
thereby limiting pathogen dissemination. The second func-
tion is to allow induction of the adaptive immune response
mediated by lymphocytes. This latter step is crucial to gen-
erating a long-lasting immune response. The process de-
pends mainly on pattern-recognition receptors that mediate
DC maturation and are required to induce the primary T-
cell response.

After phagocytosis, proteins derived from the microor-
ganisms are processed in specialized intracellular compart-
ments to generate antigenic peptides, which are then loaded
on major histocompatibility complex class II molecules (e.g.,
human leukocyte antigen—-DR [HLA-DR]) and present on
the surface of DCs. These major histocompatibility com-
plex—peptide complexes are recognized by T-cell receptors of
the CD4+ T lymphocyte, which are central for organizing
the adaptive immune response (fig. 1).

This process is critical to anesthesiology and critical care
medicine because decreased HLA-DR expression on mono-
cytes, which can differentiate into DC 7 vivo, is the only
marker of immunity that consistently correlates with infec-
tion and clinical outcomes.” Indeed, major surgery, trauma,
and severe sepsis may lead to decreased HLA-DR monocyte
expression, a marker of decreased capacity for antigen pre-
sentation.” This decreased expression correlates with an in-
creased incidence of nosocomial infection.>* Among pa-
tients scheduled for major surgery, HLA-DR monocyte
expression is significantly lower in nonsurvivors and among
patients with postoperative septic complications.’

In addition, improved patient outcomes were recently
demonstrated when granulocyte macrophage colony stimu-
lating factor treatment was given to septic patients who had
low HLA-DR expression on antigen-presenting cells.® Mon-
itoring monocyte HLA-DR expression could be important
to improving clinical course among patients with sepsis.

However, recognition of complexes associated with pep-
tide—major histocompatibility complex II is not sufficient to
activate T cells, which require at least two signals before

Accepted for publication September 27, 2010. The author is not
supported by, nor maintains any financial interest in, any commer-
cial activity that may be associated with the topic of this article.

Copyright © 2011, the American Society of Anesthesiologists, Inc. Lippincott
Williams & Wilkins. Anesthesiology 2011; 114: 237-8

Anesthesiology, V 114 « No 2

activation.” Although the first preactivation signal is the
HLA-peptide complex, the second signal is provided by the
presence of costimulatory molecules, such as CD80 and
CD86. It is only when the same antigen-presenting cell ex-
presses both signals that the T cell can be activated.”

DCs play a unique role in orchestrating the immune re-
sponse for two reasons. First, DCs are the most potent antigen-
presenting cells in the immune system. Second, DCs have the
unique ability to activate naive T cells.® DCs are, therefore,
essential for the initiation of any adaptive immune response and,
therefore, are unique candidates for immunointervention.

Immature DCs, located in peripheral tissue—and espe-
cially in epithelia—specialize in antigen capture and pattern-
recognition receptors that, in turn, trigger migration to
draining lymph nodes where they become potent antigen-
presenting cells. Yet, the picture is actually more complex
than that because several DC subsets have been described
both in peripheral tissues and lymphoid organs. Among
them, plasmacytoid and conventional DCs are major players
in host defense.””

Plasmacytoid DCs are found in all lymphoid organs’ and
are thought to be important in antiviral response because
they are a major source of type I interferon on viral stimula-
tion. In mice, conventional DCs are critically involved in
bacterial control. CD8+ conventional DCs produce consid-
erable amounts of interleukin 12, induce a strong T helper 1
cell response, and efficiently cross-present antigens to
CD8+ T cells. CD8— conventional DCs were shown to
produce interleukin 10 and drive T helper 2 responses.
However, DCs exhibit a high-functional plasticity that
depends on the nature of the initial pattern-recognition—
receptor stimulation and microenvironment. The innate
immune response relies on close collaboration among
these three DC subsets.”

Ohta et al.' increase our understanding of midazolam-
induced DC alterations. Indeed, in their experiments,’ se-
vere DC alterations were observed (7.e., decreases in HLA-
DR, CD80 and CD86 expression, and interleukin 12 p40
production). It is noteworthy that these phenotypic alter-
ations were accompanied by functional defects as assessed by
the inability of midazolam-treated DC to induce naive T-cell
activation. It is at this point that a major limitation of this
experimental study should be noted, however. From a phar-
macologic point of view, the lowest midazolam concentra-
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Fig. 1. Two pathogenic components are essential to inducing
adequate immune response, namely antigens (Ag) and
pathogen-associated molecular patterns (PAMPs). After
phagocytosis, antigens are processed in the lysosome and
form a complex with human leukocyte antigen-DR (HLA-DR)
on the surface of dendritic cells (DCs). This complex is rec-
ognized by T-cell receptors (TCR). Stimulation of PAMP-
recognition receptors activates DCs and induces membrane
expression of the costimulatory molecules CD80 and CD86.
Activation of CD4+ T lymphocytes requires the membrane
expression of two distinct signals: (1) HLA-peptide com-
plexes, and (2) costimulatory CD80 and CD86. It is only when
the same antigen-presenting cell expresses both signals that
the T cell is activated.

tion used, 5 uM, showed an effect in the dose-response curve
and should, therefore, be used for subsequent experiments.
Although the majority of experiments conducted by Ohta ez
alt were performed with 15 uM midazolam, their results
remain informative because that concentration has clinical
relevance.

The midazolam-induced alterations observed in DCs
are important from a clinical point of view because (1)
midazolam is widely used for sedation in intensive care
units, (2) midazolam induces a decrease of HLA-DR ex-
pression on DCs—a major marker of nosocomial infec-
tion in intensive care patients and after major surgery, and
(3) the financial cost of one case of nosocomial pneumo-
nia (7.e., the most common cause of nosocomial infection
in intensive care units) is approximately $10,000
(15,000-20,000€) per episode.

In conclusion, we strongly believe that future research for
designing new drugs for use in anesthesiology and critical
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care should aim at testing their effects on immunity, partic-
ularly on DCs.

Antoine Roquilly, M.D.,* Régis Josien, M.D., Ph.D.,}
Karim Asehnoune, M.D., Ph.D.} * Départment of Anesthe-
siology and Critical Care Medicine Centre Hospitalier Univer-
sitaire (CHU) Nantes, Hotel Dieu-HME, Nantes, France, and
Université de Nantes, Faculté de Médecine, Laboratoire
UPRES EA 3826, Nantes, France. t Institut National de la
Santé et de la Recherche Médicale, Unité 643, Nantes,
France; CHU Nantes, Laboratoire d’Immunologie, Nantes,
France; and Université de Nantes, Faculté de Médecine,
Nantes. + Départment of Anesthesiology and Critical Care
Medicine CHU Nantes, Hotel Dieu-HME, Nantes, and Uni-
versité de Nantes, Faculté de Médecine, Laboratoire UP-
RES EA 3826, Nantes. karim.asehnoune@chu-nantes.fr

References

1. Ohta N, Ohashi Y, Takayama C, Mashimo T, Fujino Y: Mida-
zolam suppresses maturation of murine dendritic cells and
priming of lipopolysaccharide-induced Thl-type immune re-
sponse. ANESTHESIOLOGY 2011; 114:355-62

2. Ditschkowski M, Kreuzfelder E, Rebmann V, Ferencik S, Ma-
jetschak M, Schmid EN, Obertacke U, Hirche H, Schade UF,
Grosse-Wilde H: HLA-DR expression and soluble HLA-DR lev-
els in septic patients after trauma. Ann Surg 1999; 229:246-54

3. Adib-Conquy M, Moine P, Asehnoune K, Edouard A, Espevik T,
Miyake K, Werts C, Cavaillon JM: Toll-like receptor-mediated
tumor necrosis factor and interleukin-10 production differ
during systemic inflammation. Am J Respir Crit Care Med
2003; 168:158-64

4. Walsh DS, Thavichaigarn P, Pattanapanyasat K, Siritongtaworn
P, Kongcharoen P, Tongtawe P, Yongvanitchit K, Jiarakul N,
Dheeradhada C, Pearce FJ, Wiesmann WP, Webster HK: Char-
acterization of circulating monocytes expressing HLA-DR or
CD71 and related soluble factors for 2 weeks after severe,
non-thermal injury. J Surg Res 2005; 129:221-30

5. Haveman JW, van den Berg AP, Verhoeven EL, Nijsten MW,
van den Dungen JJ, The HT, Zwaveling JH: HLA-DR expression
on monocytes and systemic inflammation in patients with
ruptured abdominal aortic aneurysms [abstract]. Crit Care
2006; 10:R119

6. Meisel C, Schefold JC, Pschowski R, Baumann T, Hetzger K,
Gregor J, Weber-Carstens S, Hasper D, Keh D, Zuckermann H,
Reinke P, Volk HD: Granulocyte-macrophage colony-stimulat-
ing factor to reverse sepsis-associated immunosuppression: A
double-blind, randomized, placebo-controlled multicenter
trial. Am J Respir Crit Care Med 2009; 180:640-8

7. Medzhitov R, Janeway C Jr: Innate immunity. N Engl J] Med
2000; 343:338-44

8. Steinman RM, Banchereau J: Taking dendritic cells into med-
icine. Nature 2007; 449:419 -26

9. Merad M, Manz MG: Dendritic cell homeostasis. Blood 2009;
113:3418-27

Roquilly et al.

20z I1dy 0z uo 3senb Aq Jpd-60000-000201 L 0Z-2¥S0000/282859/L€2/2/v L L /ypd-8jonie/ABojoIsayisaue/ W0 JIeyoIaA|IS Zesk//:d)y woly papeojumoq



