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¥ B X 4 Effects of Omeprazole on Sleep Disturbance: Randomized
Multicenter Double-Blind Placebo-Controlled Trial
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INTRODUCTION

Sleep disturbance is an important extraesophageal complication Jn patients with
gastroesophageal reflux disease (GERD) and a close association between them has recently been
reported. Several clinical investigations have indicated that proton pump inhibitor (PPI)
administration can improve sleep disorders associated with GERD, though the presented
evidence is inadequate because of small sample sizes or inappropriate study design.

GERD without typical reflux symptoms may have some role in sleep disturbance, as
affected individuals often have endoscopy-proven asymptomatic reflux ésophagitis. Silent
GERD patients also frequently develop sleep disturbance, thus PPIs may improve that in those
with and without reflux symptoms. We examined whether PPI administration has a therapeutic
effect for improving insomnia in patients without reflux symptoms in the same manner as those

with reflux symptoms.



MATERIALS AND METHODS

- This multicenter randomized double-blind placebo-controlled prospective study of patients
with sleep disturbance was conducted from 2010 to 2012 at Shimane University Hospital, and 13
affiliated hospitals and clinics. Patients who visited outpatient clinics for management of primary
insomnia were enrolled. Those who took hypnotics, PPIs, and/or histamine H2 receptor
antagonists within 2 weeks before enrollment, with a history of treatment for mental disorders or
with serious underlying diseases that may influence sleep quélity were excluded. Women who
were pregnant or had a high possibility of pregnancy, and patients allergic to omeprazole were
also excluded. Background and clinical factors such as age, gender, height, body weight, body
mass index, drinking, smoking, presence of typical GERD symptoms. (heartburn, acid
regurgitation), throat discomfort, cough, chest pain, otalgia, and asthma were recorded at the
time of enrollment. The subjecfs were randomly assigned.to 2 groups according to a prefixed -
order; with 1 receiving omeprazole (20 mg) and the other an indistinguishable placebo 30
minutes before dinner daily for 2 weeks. Four self-reporting questionnaires, QOLRAD-J -
(Japanese translation of Quality of Life in Reflux and Dyspepsia), Pittsburg Sleep Quality Index
(PSQI), Epworth Sleepiness Scale (ESS), and a sleep diary,-weré used to evaluate GERD-related
| quality of life (QOL) and sleep disturbance. The study protocol was approved by the Ethics

Committee of Shimane University and written informed consent was obtained from all subjects.

RESULTS AND DISCUSSION

A total of 176 patients were initially enrolled, with 171 analyzed after withdrawals for
enrollment criteria violations and dropout during treatment. We investigated the prevalence of
reflux symptoms in these subjects with insomnia and found that as many as 40% (69/171) had
typical reflux symptoms, indicating an important role for GERD as a possible pathogenetic
factor in sleep disturbance.

In patients with reflux symptoms, omeprazole significantly improved GERD-related



(QOLRAD-J, total) and sleep-related (QOLRAD-], sleep-related) QOL fro'm 30.8£0.7 to
33.0+£0.5 and 6.0£0.2 to 6.6+0.1, respectively (both P<0.01). Omeprazole also statistically
significantly improved sleep quality (PSQI 15.1%, ESS 15.9%, diary record 14.3%
improvement), whereas administration of thfa placebo had no significant therapeutic. effect (3.4%,
7.7%‘, and 0% respectively). Several double-blind randomized studies have investigated the
effectiveness of PPIs for treatment of sleep disturbance in patients with symptomatic GERD and
all concluded that they improved sleep §ua1ity for such patients. The results of our study
confirmed that PPI administration is effective for insomnia in patients with reflux symptoms.

In contrast, in patients without reflux symptoms, there was no difference between
omeprazole and the placebo for improvement in sleep quality (PSQI 19.8% vs. 22.4%, ESS 7.7%
vs. 17.3%, diary record 13.6% vs. 9.5%). The effect of. the placebo on lsleep quality was
especially large in this group, and both that and omeprazolelsigniﬁ-cantly improved sleep quality
in'subjects without reflux symp‘toms.l We consider that the latk of effect from PPl administration .
for improving sleep disturbance in cases without tlyp.‘ical.'reﬂux symptoms' is an interesting
finding of the present study. Based on this result, we concluded that silent gastroesophageal
reflux is not-a major factor causing sIeép disturbance, in contrast to reflux symptoms.
Furthermore, the presence of reflux symptoms may be a good indicator for predicting a good

therapeutic effect from PPI administration for sleep disturbance.:

CONCLUSION

Approximately 40% of our clinical patients with insomnia had typical reflux symptoms.
Their condition was effectively improved by omeprazole, whereas patients without reflux

symptoms were not improved by PPI administration.
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Simplified Classification of Capillary Pattern in Barrett Esophagus
Using Magnifying Endoscopy With Narrow Band Imaging:
Implications for Malignant Potential and Interobserver Agreement
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Barrett R X EM O P TR b HEMBOBEVEE & L TOFEER ShTWS, Hilid bidNarrow
band imaging (NBI) & W95 $BN%E AWVt KNHESEBE 21TV, Mi{E CIHAHMEO @ W Barrett R iE
FBED W EOME E B IR 21T o7, BarrettRlExF T 5 BE Ex$ & L TNBIILANESIE
ATV, RIS OB L IBHEIZ S F-Capillary pattern (CP) #Hra¥H#ZRE L. K% Type 1
EType INCHF LTz, ZOFDFELUERIPOLOBFENRBERAE THE I N D HRERMEIC KIS
7-Pit patternZ¥H & OFMEM, X HIICHBICEET S LI LA TORE & OBK, I8 E.
CPHEiOMmER —EREWMB Lz, 1E8TEE Ol TIZCP Type 113V TBarrett R =Barrett
BEERTRD b HpatternBE < A b, ElARMEBORBELRAICEWT, B EREAE, RIE, @
L, MBEEED~—h — (FhENhCDX2, COX-2, CD34, PCNA) DM REHHE THoz, EbHIC
RAGFEIL2TCP Type IIICHTEE Nz, SE RN TIXCP Type TN RANFE DR, CD34E i,
PCNAFMEZ FRIL 5 2EF & LTRES N, CPOBOREM —BELIhE THEI ATV SR
EHMECEREZBWEFELY b e EREL, EhTWnabotEZ bR, ZhboRRIX
Barrett BBIZ B W THEMEE OB WK EZ BT 2 OICHZIER SN ANESSE TH 5CPoER
ARTHODZLERLTEY, FofiifEt, WAMZEEITVEEBBER~OIEAMER®EL ., +
SRR IITEST D EEL LN,
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G 1X, Narrow band imaging (NBI) &\ 94BN % AW 72 KNHESIBZRIC BT HBarrett il
FEOH B BEELRB L, ZOSBEEORMIIEROMEEZRBHEIC LI 0BLEIERY, MEHK
ELEZOWMBIZESWERETHD, HioEE LTLEMEICHAZ L TEARLIZ2=—2Th
LB, BABEHEORBICL ) BREBEEELIEEMRT Yy vE2EETHREORBEAmLEL, £
IS L2 0BIEMETREM —BERAE, RAMRB VI LT - &k, Lo T
FEHEERA~OIEAMEICHER, FAMLE L TOMERFEV. EAFEFEELFEEANLLOZIKICDRED
TR O 2 THREICE X, +oICB0R 50 ET 25 Ll Lk, (F&E =)

FIaH# 1%, narrow band imaging & W= NREIBBHMEZISH L, Ny MEKORBHHES
VRIS MECRET HHDOFEE LTHEARAZ -V OBREREATHDZ LERLE, 20
ZEEFASBON Ly MEZBEBNOERICET AMENICERZRETHE, FROABLEETH
DEEEEDEBETH -2 b, BAREITET D &k L=, CIE S ROE )

FiiEd. AARTOHLHRIMEMIZSH 550 v FRIEWNICEET 5L T S 5 BB O KSR
EZRHRELSERTS7®IZ, narrow band imaging % AW 728 L WNESIH M E /& — > 4340 2 4
L, ZOWREEASAVvy MEORBBIICEREEZEZ bR, BRMHICERZERTHS, TROMM
LEETHYVHBESELEM ThHoTo Lnh, FABEIHT 5 Ll L=, (B#E B
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