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Gicca Syndrome Induced by Immune
Checkpoint Inhibitor Therapy: Optimal
Management Still Pending

We read with great interest the recent work by Warner et al.
[1], who reported 20 patients developing sicca syndrome
(SS) associated with immune checkpoint inhibitor (ICl) ther-
apy. They characterized clinicopathologic features of SS in
patients treated with ICls. We also evaluated 15 patients
with metastatic cancer who developed SS under ICIs (anti-
programmed cell death protein 1/programmed death-ligand
1, anti-cytotoxic T-lymphocyte-associated protein 4 or ICl
under development, either in monotherapy or in combina-
tion; Table 1). Accessory salivary gland biopsy was performed
in all cases (Fig. 1), suggesting an absence of correlation
between SS clinical grade induced by ICls and histologic clas-
sification. Like Warner et al., our ancillary immunostaining
analysis suggested that ICl-related SS is mediated by an
immunologic mechanism through the triggering of cytotoxic
CD4+/CD8+ T-cell activation (Fig. 2A-2C).

However, we reported one patient with grade 3
xerostomia (Fig. 3) and no history of pre-existing autoim-
mune disease who developed Sjogren’s syndrome under
ICI therapy according to American College of Rheumatol-
ogy/European League Against Rheumatism criteria [2].

We have some concern that systemic corticosteroids
and/or discontinuation of immunotherapy may represent
the first-line therapy for grade 2-3 SS, as suggested by
Warner et al. Although most of their patients treated with
oral corticosteroids seemed to ameliorate (8/10), objective
improvement in whole unstimulated saliva flow remained
of mild benefit. Moreover, ICls were held simultaneously in
eight of the improved patients, so the impact of oral corti-
costeroids alone is difficult to assess. Furthermore, the only
patient treated with oral corticosteroids without holding
ICI (patient 4) did not ameliorate. Also, SS improved with-
out oral corticosteroids in two patients (patients 17 and
18) in whom ICls were stopped as a result of completed
protocol. We observed a slight to moderate progressive
improvement after discontinuation of ICIs in eight of our
patients (because of either tumor progression or other
severe immune-related adverse events [irAEs]). Two of our
patients were significantly relieved by a short course
of prednisolone (1 mg/kg/day) prescribed for grade 3
transaminitis.
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As SS is immune related, we can speculate that oral corti-
costeroids may benefit patients with ICl-induced SS. However,
proposing oral corticosteroids for grade 2—3 SS seems prema-
ture (Table 2) [6-10]. In our series, basic oral care [5] without
oral corticosteroids led to a mild improvement in almost half
of our patients.

Neither interruption nor discontinuation of ICls due to
oral symptoms was required in any of our cases. Holding ICls
in patients who develop SS, a non-life-threatening adverse
event, should be a case-by-case multidisciplinary issue,
because ICls may potentially impact tumor response and/or
overall survival. Prospective randomized studies with objec-
tive measures are required to assess the impact of high-dose
oral corticosteroids (0.5-1 mg/kg/day) on the management
of this irAE, in order to define the optimal dose and duration
of the treatment.

In the meantime, we would propose a new algorithm
adapted from the one by Warner et al. and according to
National Cancer Institute Common Terminology Criteria for
Adverse Events version 5.0:

GRADE 1: Basic oral care. Maintain ICI therapy and reassess
within 2 weeks.

GRADE 2: Reinforce grade 1 management. Discuss introduc-
tion of pilocarpine/anetholtrithione. Maintain ICI therapy
and reassess within 2 weeks.

INTOLERABLE GRADE 2: Consider grade 3 management.

GRADE 3: Refer to Grade 2 management. Multidisciplinary
decision to introduce oral corticosteroids (0.5-1 mg/kg/day)

i i
Figure 1. Lymphohistiocytic infiltrate surrounding salivary
glands (hematoxylin and eosin staining, original magnifica-
tion x10).
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Figure 2. Immunostaining showing CD3-positive T-cell infiltrate
(original magnification x10) (A), CD4-positive T-cell infiltrate
(original magpnification x10) (B) and CD8-positive T-cell infil-
trate (original magnification x10) (C).

Figure 3. Grade 3 xerostomia induced by anti-programmed
death-ligand 1.

for 4 weeks. Maintain ICI therapy and reassess within 2 th
weeks.

PERSISTENT GRADE 3: Multidisciplinary decision to inter-
rupt ICl and reassess within 2 to 4 weeks.
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