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Apremilast in Treatment-Refractory Recurrent Aphthous
Stomatitis

TO THE EDITOR: Recurrent aphthous stomatitis
is a chronic, painful ulcerative disease of the
oral mucosa that may be resistant to treatment.
Its clinical heterogeneity has complicated classifi-
cation of the disorder, but variants in cytokine
genes, including tumor necrosis factor & (TNF-a),
have been reported and suggest a role for cyto-
kines in the pathogenesis of the disorder.! De-
pending on disease severity, treatment may in-
clude topical and systemic glucocorticoids,
colchicine, dapsone, and TNF-« inhibitors, and
there have been case reports of responses to
apremilast.>* Apremilast is an oral phosphodies-
terase-4 inhibitor that inhibits production of pro-
inflammatory cytokines, including TNF-«, and
is approved for the treatment of psoriasis and
psoriatic arthritis. A phase 2 trial® and a phase 3
trial by Hatemi et al. (the results of which are
reported in this issue of the Journal) have shown
efficacy of apremilast in treating the oral ulcers
in patients with Behcet’s disease.

We report a retrospective series of five patients
with recurrent aphthous stomatitis who were
treated with apremilast (standard induction over
a period of 5 days, followed by a dose of 30 mg
twice daily) for 2 to 24 months (mean, 11.4
months) (Table 1). Details regarding treatment
administration are provided in the Supplemen-
tary Appendix, available with the full text of this
letter at NEJM.org. The lesions in these patients
had been refractory to conventional treatment
with topical glucocorticoids and colchicine. Alter-
native diagnoses, including Behcet’s disease, in-
flammatory bowel disease, and infection, were
evaluated and were ruled out on the basis of
history, bacterial and viral swabs, colonoscopy
with biopsies, the absence of HLA-B51 in three
patients, and negative pathergy testing in two
patients. Biopsies of active lesions revealed ulcer-
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ation with neutrophil-rich infiltration in four
patients. Written informed consent was provided
by all the patients for off-label treatment with
apremilast, and the study was approved by the
regional ethics review board. All the authors
vouch for the accuracy of the data and for the
reporting of adverse events that occurred in the
patients who were treated with apremilast.

Patients were evaluated by means of the Phy-
sician Global Assessment (PGA) at baseline and
follow-up; the assessment uses a five-point scale,
with scores ranging from 0 (clear) to 1 (almost
clear), 2 (mild), 3 (moderate), and 4 (severe).
Follow-up visits for safety and efficacy evalua-
tions occurred within 2 to 6 weeks after the start
of therapy and at various times thereafter.

Over a period of 2 to 6 weeks of apremilast
therapy at a dose of 30 mg twice daily, a com-
plete response (PGA score of 0) was observed in
four of the five patients, and the fifth patient
had a PGA score of 1 (almost clear) (Table 1 and
Fig. S1 in the Supplementary Appendix). After
1 year of treatment, Patient 4 could reduce the
apremilast dose to 30 mg once daily with persis-
tent control, whereas the other three patients
had control maintained with the use of 30 mg of
apremilast twice daily. At 24 months of contin-
ued treatment, a PGA score of 1 was maintained
in four of five patients. Treatment was associated

THIS WEEK’S LETTERS

1975
Aphthous Stomatitis

1977 Selinexor for Refractory Multiple Myeloma
1978 Measles
1979 Drug Effects on the Thyroid

Apremilast in Treatment-Refractory Recurrent

NOVEMBER 14, 2019

The New England Journal of Medicine
Downloaded from nejm.org on July 31, 2024. For personal use only.
No other uses without permission. Copyright © 2019 Massachusetts Medical Society. All rights reserved.



The NEW ENGLAND JOURNAL of MEDICINE

‘Adesay) 1se|iwaide Jo uoneinp ay1 01 spuodsaliod pue 4z 01 z syiuow 3uunp paiinddo s dn-mojjos 1se| ay | |
‘(syruow z 3e juaLuzeasy panuiuodsip jualied ayy asnedaq) ajqedijdde Jou sajouap YN ‘9 ySnoays z s3eam ui juiod awios je sjusijed Al || Ul PIAISSGO SEM PUE T 4O () 4O 240DS B
SE pauljap Sem adueJed|D *(249A3S) ¢ pue ‘(1esapow) ¢ ‘(pjiw) z ‘(4eapd 1sowije) T 01 (1eapd) 0 wol) Suidues s210s YUMm ‘91BDS JUlod-aAl) B S3SN (YDd) 1UaLISSaSSY [BqO|D UedISAYd ay] «

T 0¢ 4 0 14 S
T 124 9 0 14 R
VN % ¥ 0 € 8¢
1 14 14 0 13 3
1 L & T 14 9

ow ym ow

adueIEd|)  Ise|lwaidy

w EYLIEY:

Ldn-mojjo4 Kdessy sduesed|) 21035 ¥Od judWieas |
jseq e jselwaady o3 awiy J1wa1sAs

21005 yDd jo uoneing snoiAaid jo

uoljeing

auIYd|0d
‘aulahohxop ‘auredopi|
|eoidoy ‘auosiupaid

‘sp102114020on3 |edido |

auIdIYD|0d ‘apIwiopljey}
‘sapjoiquue ‘auosiupa.d
‘sp1od1314020on|3 |edido

auliodsohd
‘apiweydsoydo|dAd
‘ungasyde ‘sudolyieze
‘qewnwijepe ‘auosiupaid
‘auosdep ‘auId1yd|0d
‘sp102114020on)3 |edido |

aunIYd|0d
‘auipixayJlolyd |eaidoy
‘sp102114020on)3 |edido |

auIIYd|0d
‘aulpixaylojyo |eaidoy
‘sp102114020on3 |edido |

saidesay ] snoirsig

sano|3
1agqnu 0} uoeal
auoN SI311BLLISP 1OBIUOD
SuoN SuoN
eLwIOUSpPE
|euaJpe ‘ejuad
usydouiwelsdy -09150 ‘el3|esyuie|od
£Q UIWelA ‘eked wisipewnayJ
-8y wn3 ‘sjozeud anssi3-yos ‘AuAndeal
-OSuB|xap ‘auop -19dAy |eryououiq
-Ileyuo|yd ‘jojously  ‘uoisusnadAy |eusuy
uoissaidap
‘sisolijawopus
auIxey ‘AyredoAwiolpied

-e|U3A ‘|ojoudosig  ‘uoisuanadAy |eusuy

uonedIpay suonpuo) Sunsixao)
juelWoduU0)

Jofew ‘800z

Jofew 'y102

Joulw t€00Z

Joulw 4107

Jourw

‘POOYPIIYD

wJo4 pue

Kzg
‘SleN ‘S

1L g9
‘OleiN ‘¥

1K 99
‘slewaS ‘¢

K 1g
‘s|ewa ‘¢

K1y
‘S]ewaS ‘T

a3y

19suQ aseasiq  pue ‘xas

“ON jusnEd

%'S1IIeWo]1S snoyiydy Jua1inday YUm sjusiled dAl4 JO SO1ISLISIDEBIBYD pajejoy-juswieal] pue diydeiSowaq padsjes ‘T 9|qel

NOVEMBER 14, 2019

N ENGLJ MED 381,20 NEJM.ORG

The New England Journal of Medicine

Downloaded from nejm.org on July 31, 2024. For personal use only.
No other uses without permission. Copyright © 2019 Massachusetts Medical Society. All rights reserved.



CORRESPONDENCE

with intermittent gastrointestinal side effects in
all patients (Table S1 in the Supplementary Ap-
pendix). Persistent headache and weight loss,
which led to treatment discontinuation, devel-
oped in one patient.

In conclusion, in an uncontrolled series in-
volving five patients at one institution, apremilast
therapy reduced disease activity in treatment-
refractory recurrent aphthous stomatitis. The
small number of patients and retrospective na-
ture of our study limit its generalizability. Trials
of apremilast for treatment-resistant recurrent
aphthous stomatitis may be appropriate.
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Selinexor for Refractory Multiple Myeloma

TO THE EDITOR: In the article by Chari et al. (Aug.
22 issue)! on oral selinexor for multiple myeloma,
we noticed that one of the most common grade 3
or 4 adverse events was hyponatremia (serum
sodium level, <130 mmol per liter) (in 22% of the
patients). This appears to be a class effect of
selinexor, because other studies of this agent
had similar incidences of hyponatremia, ranging
from 7 to 26%.*° The incidence of hyponatre-
mia was higher in studies involving patients
with multiple myeloma than in studies involv-
ing patients with solid tumors. No workup was
performed or no cause was found in many of
the studies. In patients with multiple myeloma,
hyponatremia is not a common clinical finding.
A direct effect on water transport through nu-
clear-export modulation by selinexor cannot be
ruled out.

Involvement of nephrology consultation in
ongoing trials might be useful to investigate
the mechanism of this adverse event. Measure-
ment of serum and urine osmolality along with
urine electrolyte levels would help in assess-
ment of the cause and pathophysiology of the
hyponatremia. This will then allow for preven-
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tive strategies in further trials and clinical
practice.
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