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=% 7 eszopiclone 1mg, 2mg, 2.5mg, 3mg % zolpidem 10mg 7% & 7|3 5§ {4 pk

PR 97 5 (B IR BE [ (latency to persistent sleep, LPS) -7

efficiency, SE) = &

»x 5 ehpER (sleep

PRI R® 5 8 ¥ o >c% ¢ eszopiclone 2.5 mg # 3 mg
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MEBZAFESERY ©
__J Center For Drug Evaluation

2 5 44 £ eszopiclone Img % LPS 2 SE = Bipikt 3 ¥ L R 5 @ fpk
fs F &k enpF [ (wake time after sleep onset, WASO) ~ pEf, ¥ fE %k pF B (wake
time during sleep, WTDS) 2 fZ % &= # (number of awakenings, NAW) 3 5
%> W eszopiclone3mg & FH L 3 BEF AL o d WF TR TS P 0w
zolpidem 10mg £ eszopiclone 2mg or 3mg | £ ' & & 37 f rcdg 52 o & AR
DERFEFNLER o

DH e PR G AR LE 2 4 F A zolpidem 10 mg & 5 23.4%

% eszopiclone #| & & 5 6.2%~12.5% - &% & 2 5 7.9% ; zolpidem 10 mg

Ap gt eszopiclone3mg > ¢ FRA Gk siA A E e R g o B o H P

A hpE ke 2 e kR L B2 eszopiclone 2 i i A £ e gt B

K é’ﬁiﬁ%
® IR I A ¥ zolpidem £ eszopiclone & 7 head to head & 7% »x b 2
%_; iz d >+ zolpidem 22 eszopiclone 3 ATC fr #f 2 &> ¥ L 35385k 2. F M H R
w0l TRk 2 B A B Bk AL EIR 7 1 4 eszopiclone 3mg fr 2mg 7 2k ih
PR, (sleep efficiency, SE) »cdq ¥+ - % i3t zolpidem 10mg -
7~ S ALE A E A S AE A TER :}fg\p Bt o
I~ AT R R RE P 4201200 8 ~ 5] 3,600 F - ; sk B
E¥ g 1€ * eszopiclone e A #~=p /rl%fﬁﬂ % %8cE 37 5 153 5 eszopiclone
PArEEREY-FEIFTE AFREY 29T 1057~ 0 T kepdir
L 25 BT 9.1 B oo
Lo RARBFRSD DR LPES (B E) L RTR
rC RS 451
Bt Runesda Stilnox
ERE eszopiclone zolpidem
£
A7)/ ¢ s | tablet tablet
ATC 5 | NOSCF04 NO5CF02
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1.2.3. Zaleplon ~ zolpidem % zopiclone = 4 %
& (98/1/1 ~ 98/5/1 ~ 98/10/1)

Lo ®* X RER p R p A3 2 PR
BRetinfid) > I (Fif § dnF i fod 47 3347
PR B 3k R fEaE 2 A pER Y -
(98/5/1)
2. A ,fipgg;r ~ #¢ mﬁigfi?gga::g% o
AER PP TARE- o AR IR
T EAEE BT EIRIEE LD
T P R B0 o & P Al L A PR P
B e H s e % cnag § 14 - (98/5/1~98/10/1)

3. HAF A EPEPFFESHLFLY
,g B j‘zéﬁqu;—”& » o Amﬁqa\%f » ¥ ﬁ.)ﬁifﬁ'
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Bk U TR REE | E 50 (98/5/1)

6. zaleplon = A& % 5% >t 0 g~ ph2_ %
o 4 0 B 0B oo 4 e
AR ZAPCERLH > * 65 f 11 o &
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( head-to-head comparison )
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(indirect comparison )
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K i bR H Ek
CADTH (4 £+ ) |22 @101 £ 10% 24 p b & & FH -
PBAC (&) IR0 £ 107 24Pk BEFH
NICE (# &) TAM101 £ 107 24p A ETFH o

7 : CADTH & Canadian Agency for Drugs and Technologies in Health 35 5

PBAC % Pharmaceutical Benefits Advisory Committee 5%

NICE % National Institute for Health and Clinical Excellence m‘ﬁ?’ﬁ, °
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% R (Insomnia) » F_& 5 ffadefo/ AiFpER 2 G 3 FlEp o £ ApEmRR
AR B B e R

APCET & A 5w AU ¥~ pE2 sleep onset insomnia 3 5 4F % 2 4F
e e R A IFPER G FlEE 2 sleep maintenance insomniad] ; % % i}uﬁiia
sleep offset insomnia®] ; % i ¢ pEFR @ i~ L pFRF 1o :}.a‘r.?:é‘v%’ E-2_ non-restorative
sleep 4| - @ 7 if 4 pE (inadequate sleep)* ¥ %] 4 #p F’“ CEH A s R
(transient, less than one month) &% #& {+ % B (chronic, greater than one month) -

BRAREDD L D R £ RS D
5 R4 PR AR F R T Ly R RR TIR 0 R A nd i R

B ¥ * 4 PR eh# $ ¢ 32 Benzodiazepines#f # 4 (] 4-temazepam -
triazolam -~ lorazepam ~ estazolam ~ flurazepam %) 2 $i73] <"Non Benzodiazepines
%7 % +~ (] 4-zopiclone ~ zolpidem -~ zaleplon ) » # @ i # 47 i * film SR E ¢
SIACPER ehpl (F% 2 RL B ES ok & WA E it o E S 3 7\«‘7}%*
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~ﬁ$m$§v%£wiﬁ$mmpq

v Teszopiclone | 1742 Mégx At F v H A %] W ELAZE R
1,2,3 mg/tablet = &-78 -

EoulApog ((FLM&EEFAAFL FFTRELART L K60 L FH(H
P8 E e A ) AP W ER AR & RuE 2 #5443 [ nitrazepam |-
"brotizolam |~ " zopiclone ~ " zolpidem ,~ " zaleplon | 2 & % # 7. [ eszopiclone | -

T 38 R R LR
nitrazepam 5mg A PR 5
brotizolam 45 mcg L PGSR 1

0.25 mg 1
zopiclone 7.5 mg L PR 9
zolpidem hemitartrate 10 mg 18
% PR
6.25 mg
zaleplon 5mg T T MR £ e 5
EF—’\]}?; A T;E}E A
M e i man ?
il X AR
ZAPERF ©
eszopiclone (& % & & Im
P ( ) g % R g (treatment of
2 mg . .
insomnia)
3 mg 1

Eszopiclone z. ATC code 3 NO5CFO04  4p 2 %) 2_ 2 5= & ( NO5CF nervous
system/ psycholeptics/ hypnotics and sedatives/ benzodiazepine related drugs) ’T
eszopiclone *F ¥ 3 =38 : » % % zopiclone (NO5CFO1) ~ zolpidem (NO5CF02) -
zaleplon (NO5CF03) - “,45 eszopiclone #t » 35 v AR FF P OEEIRLH o

LPAADARFEELEAROFEEHEP n GG AP #E SAGFE LR
%-&r"‘f :
1.2. 4 5% & Psychotherapeutic drugs
1.2.3. Zaleplon ~ zolpidem % zopiclone = 4~ % 5. (98/1/1 ~ 98/5/1 ~ 98/10/1)

Lg% TR EF  m A R A 3 2 RGeS 2T § o
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(98/5/1)

2. bR ,fi%ﬁéav N2 _f@i%ﬂ%%ﬂ%&éﬁ;-‘“%ﬁ B hETE S &P AT AL
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6. zaleplon = & %% b in R st > pl2 A PO/ 4 o ¥ N BRE
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A3p4 1 & %4 CADTH » PBAC 2 NICE 2 F i f1H =42 2 R & &
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¢$’u%ﬁi$§%ﬁﬁ#%&$1$ﬁéﬁﬁBﬁ@%ﬁ&?f%%o

% i FL7 R
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NICE (# &) 2 AF101# 107 24 p )t B EFAH o

His SMC ( Scottish Medicines Consortium) I = B 101
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ZAWI01 £ 10 % 24 p F AEFA -

?5 Vol ek S .:\:

SMC (F# i) T2MI101 & 107 24 p o+ & & FH -

S

1. Cochrane/PubMed/Embase ¢ + 7 #L &

PR A Y ATE L R EE 2T 2 5 4 ¥ (population ) ~ 5 R
(intervention ) ~ J »< ¥+ P& 5 (comparator ) ~  »<ip] £ 45 #% (outcome) %
FLy k3t er 2 2 (studydesign) 1T 5 FEE > FHFEEFED T L

Population A%

Intervention eszopiclone

Comparator AT

Outcome insomnia OR sleep disorder

Study design randomized controlled trial

FiJE N

12 [eszopiclone] AND [insomnia] OR [sleep disorder] AND [randomized
controlled trial] #x = B 4 % > >t A K 101 & 10 * 24 p % i
Cochrane/PubMed/Embase % < g 7 4 & i 7 405 -

Cochrane AL 2 1 2 M 101 # 10 * 24 p % 1- X & j& eszopiclone * & pox
iﬁ%ﬁﬁﬁé%@@ﬁ%o

PubMed/Embase vfkg FLE X AR 101 & 10 % 24 p 2 b4 2 5 E 4L B
2 Jgk’ EIR - i 2 f%:}%lﬁ ) “T F1 & 2.4 % 5 s (hematologic malignancies)
v of B o v OVERERE L~ H 4 4 4] g (schizophrenia or schizoaffective
disorder) ~ Parkinson's disease ~ £/ # & /& 4 < 1@ 7t (post-traumatic stress
disorder ; PTSD ) ~ Fe % | pEpR »f ex ¥ b g % ¥¥ (obstructive sleep apnea
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syndrome) ~ # 24 ~ COPD % 2 5 ¥ 3 2 PER Fatcrinfy » & ok 3 % A
22 Alzheimer's disease “pEfRffmfrd RiFd 2T iR EF Y > 2 &
I & R F 2 (mindfulness based stress reduction, MBSR) ~ 2t & » |4 it R efex

% (non-invasive positive pressure ventilation, NIPPV) ~ 8 R0 02 (autogenic
tralnlng)*r.;i FVWR2Z Y AT A g AR A AREREN B S EF
RN ARES RTEIEL] R R B2 é*é /w)%wi?%’ﬁ Ao Sl
F—%E@ HiER *-%—*fgf’a\?: T2 EH A~ N ﬁf\ﬁﬁ# |91 B Al i e R

XEEHME & useds it (actigraphy ) -~ pER P 3R (sleep diaries) =i #r
%’Ifﬁﬂﬁ”\ %—““”"%Fi% FIFPER S P 2P 2180 P E A G
%%5%’?% eszoplclone * a4 Efx)ixi% & DR A zrm%‘r#lﬂ MRS R TR
1; 13 » BP9 - B b PFE X EHEF MR 2(zolpidem as an
active control)z_ v #[9] » H & 12 F 358 % E‘.tf;f‘J R EHE R o RBE K
UL SRS ERAT 4

é“l

EglE® | RBRRF | Rt R R R L AR

low-dose (1 mg, elderly;
2 mg, nonelderly)

325 patients,
p high-dose (2 mg, elderly and nonelderly

Uchimura Japanese patients with
etal. RCT n =164 elderly; elderllél, ?I’ mg, | chFr)onic inpsomnia, with or
2012[5] n=161 nonelderly) eszopiclone without psychiatric
nonelderly long-term (24-week) and [comorbidities
short-term (4-week)
evaluation

eszopiclone 3mg
Krystal et | post hoc
al. 2012[6] | analysis

Patients diagnosed with

788 patients placebo o - .
chronic primary insomnia

nightly for six months.

) Participants (65-85 years)
eszopiclone 2 mg met DSM-IV-TR criteria

Ancoli-lsra for insomnia with total
Ze(; 1e(’; ?I7.] RCT 388 patients placebo Sleep times (TST) < 6 h,
12 weeks and wake time after sleep
onset (WASO) > 45 min.
) Peri/postmenopausal
59 patients eszopiclone 3 mg women (40-65 years old)
Joffe et al with sleep-onset and/or
46 (78% )
2010[8] RCT corr(1ple:e)d the placebo sleep-maintenance
study 11 week insomnia co-occurring

with hot flashes and
depressive and/or anxiety
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symptoms

placebo,

eszopiclone 1 mg, 2 mg,

Erman et randomized, 2.5 mg, or 3 mg, aged 21-64 years meeting
al. 2008 [9]| Crossover 65 patients ) the DSM-IV criteria for
' study zolpidem 10 mg (as an  |primary insomnia
active control)
2 nights
) primary insomnia patients
Eszopiclone who reported mean nightly
Walsh et al - total sleep time (TST) <6.5
2007[10] RCT 830 patients Placebo hours/night and/or mean
6 months nightly sleep latency (SL)
>30 min.
women (aged 40-60;
perimenopausal or early
) postmenopausal) who
eszopiclone 3 mg reported insomnia defined
Soares et al . as sleep latency of at least
2006[11] RCT 410 patients placebo 45 minutes and total sleep
4 weeks. time less than or equal to 6
hours per night for at least
3 nights per week over the
previous month.
eszopiclone 2 mg ]
McCall et _ elderly patients (aged _
al 2006[12] RCT 264 patients placebo §4—86 y_ears) with chronic
insomnia.
2-week
6-month ) Adults (21-64) with
RCT and |382 patients eszopiclone 3 mg primary insomnia who
Roth et al |then 6-month|{completed 12 lacebo reported sleep duration
2005 [13] | open-label |months of P <6.5 h/night or sleep
extension |treatment 12 months latency >30 min/night
study were included.
eszopiclone 1 mg men and women aged 65
: to 85 years (mean age 72.3
eszopiclone 2 m . .
S;ggéf it4al RCT  |231 patients P ) years) with primary
[14] placebo insomnia, as defined by
2 weeks the Diagnostic and

Statistical Manual of
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Mental Disorders-Fourth
Edition.
Rosenberg iclone 1, 2 health | sleepi
ot al 2005 RCT 436 patients eszopiclone 1, 2, 3, or ealthy, normal sleeping
[15] 3.5 mg, or placebo participants
“00s | RCT  laogpatients  [CPOPIEION€2.3M3 ladults with chronic
[16] P 6-weeks primary insomnia
Aged 21 to 69 years with
chronic insomnia meeting
DSM 1V criteria for
Krystal et Eszopiclone 3 mg primary insomnia and
. reporting less than 6.5
al[i%m RCT 788 patients placebo hours of sleep per night,

6 months and/or a sleep latency of
more than 30 minutes each
night for at least 1 month
before screening.

FHlER | ot th ERER S R AR L F
The rate of adverse
events was 81.5% in the
1-mg elderly group,
79.5% in the 2-mg

primary objective:  |eq;qniclone significantly improved  |elderly group, 82.1% in
evaluate long-term \jee jatency (SL), total sleep time  |the 2-mg nonelderly

(24-week) safety of | TgT) \vake time after sleep onset  (group, and 87.0% in the
eszopiclone. (WASO), number of awakenings 3-mg nonelderly group.

Uchimura iantivac- |(NA), and daytime sleepiness and .

secondary objectives:
etal. evaluate )s/hor{-term function from baseline to Week 4. Eoyr;grﬁgﬁlz(ﬁstgzv@ﬁft
2012[5] (4-week) efficacy and Improvements were also observed in and was dose-related
to assess for rebound |SF-36 Mental Health Component '
insomnia or SCO_I’ES in e-lderly an-d n(_)nelderly Of 12 Serious adverse
dependence after patlents_V\{l'gh psychiatric events, none were
long-term treatment |cOMOrbidities. considered by the
investigator to be
related to study
medication.
No rebound insomnia
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was observed.

assess the variable
effects of baseline
wake time after sleep
onset (WASO - the
primary maintenance
measure) on the

WASO thresholds: 0, 30, 45, 60, and
90 min.

A relationship between greater
baseline WASO severity and a
significantly greater drug-placebo

alﬁr%/(s)tlazl[%t] effica_cy of differen_ce in efficac_y for WASO was |Not mention.
eszopiclone 3 mg. ewdent_m both continuous gnd
categorical analyses. Eszopiclone was
found to have significant sleep
maintenance efficacy at each time
point across the entire range of WASO
severity studied.
Subject-reported Subjects treated with 2 mg eszopiclone
measures of sleep slept longer at night on average and at
(STST, sleep latency evelzory ir:_diviﬂual t:me Sointbgompared
to baseline than placebo subjects, as
52?',&]&12\?{]?%33:”(1 measured by TST over the 12-week
double-blind period (P < 0.0001).
(alertness,
concentration, Mean sTST for eszopiclone treated
wellbeing, ability to |subjects was 360.08 min compared to
function) were 297.86 min at baseline, a mean change
assessed. AEs were  |0f 63.24 min. No evidence of rebound
ol et al gxpenenced a_3|gn|f|cantly greater :
2010 [7'] improvement in sSL compared to The 12 weeks of
placebo, with a mean decrease of treatment were well
24.62 min versus mean decrease of |, otaq.
19.92 min, respectively (P=0.0014).
Eszopiclone subjects also experienced
a significantly greater decrease in
WASO (mean decrease of 36.4 min)
compared to placebo subjects
(decrease of 14.8 min) (P < 0.0001).
Improvements occurred within the
first week and were maintained for 3
months.
Primary outcomes:
Changes in the Eszopiclone reduced ISI scores by 8.7
Insomnia Severity |+ 1.4 more points than placebo (P
Joffe et al Index (ISI) scale; <.0001). Eszopiclone improved (P_ _
2010[8] secondary outcomes: < .05) all sleep parameters, depressive |Not mention.

diary-based sleep
parameters,
depression/anxiety,
hot flashes, quality of

symptoms, anxiety symptoms, quality
of life, and nighttime but not daytime
hot flashes.
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life

Obijective efficacy
was assessed by
polysomnography
(PSG).

The primary endpoint
was latency to
persistent sleep
(LPS); key secondary

LPS and SE were significantly
different than placebo for all active
treatments (p < 0.05 for all).

Significant differences from placebo
were noted in the 3 objective sleep
maintenance measures (WASO,
WTDS, and NAW) for eszopiclone 3
mg (p < 0.05), which was not the case

The incidence of central
nervous system adverse
events was 23.4% for

Erzrggg (E;]al' endpoints were sleep |for zolpidem 10 mg or the other zolpidem 10 mg, 6.2%
efficiency (SE) and |eszopiclone doses. to 12.5% for the
wake time after sleep | . . . eszopiclone doses, and
onset (WASO): other |Significant differences between 7.9% for placebo.
endpoints included zolpidem 10 mg and eszopiclone (2
wake time during mg or 3 mg) were not observed for
sleep (WTDS) and PSG-measured outcomes, although the
number of study was not powered to detect
awakenings (NAW) differences between the active drug

conditions
Patient-reported sleep |Patient-reported sleep and daytime
measures, Insomnia [function were improved more with
Severity Index, eszopiclone than with placebo at all
Medical Outcomes  |months (P <0.001). Eszopiclone
Study Short-Form reduced Insomnia Severity Index
Health Survey scores to below clinically meaningful
(SF-36), Work levels for 50% of patients (vs 19%
Limitations with placebo; P <0.05) at Month 6.
Walsh et al |Questionnaire, and  |SF-36 domains of Physical Not mention
2007[10] |other assessments Functioning, Vitality, and Social '
measured during Functioning were improved with
baseline, treatment  |eszopiclone vs placebo for the Month
Months 1-6, and 2 |1-6 average (P < 0.05). Similarly,
weeks following improvements were observed for all
discontinuation of domains of the Work Limitations
treatment. Questionnaire with eszopiclone vs
placebo for the Month 1-6 average (P
<0.05).
improvements in sleep induction, sleep
maintenance, sleep duration, sleep
quality, and next-day functioning
i i relative to placebo (P<.05).
Insomnia treatment o, 4hiclone reported fewer total
Soares et af |°" Mood, awakenings and awakenings due to hot _
2006[11] menopause-related  |¢),,sheq (P<.05). Eszopiclone use led to|NOt mention.

symptoms, and
quality of life.

greater improvement in Montgomery
Asberg Depression Rating Scale
scores (P<.05) and physician global
assessments of menopause scores
(P<.001); total Greene Climacteric
Scale score and the vasomotor and
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psychological sub-scores (P<.05);
vasomotor and physical domains of
the menopause-specific questionnaire
(P<.05); and family life/lhome domain
of the Sheehan Disability Scale
(P<.05).

Efficacy was assessed
using
polysomnography
(Nights 1, 2, 13, and
14) and patient

Results indicated that eszopiclone was
associated with significantly shorter
sleep onset, less WASO(wake time
after sleep onset), higher sleep
efficiency, more total sleep time, and
greater patient-reported quality and
depth of sleep scores than placebo (p <
0.05 for all)

Among patients who
napped, eszopiclone
patients reported fewer
naps (p = 0.03) and less
cumulative naptime
(median: 98 min
placebo, 70 min
eszopiclone,p = 0.07).

McCall et .
reports (Nights 1-14); | . . . Unpleasant taste, dr
al 2006[12] sa?ety V\Eas gssesse q ) with a trend in patlent-ieported moﬁth, somnolence,y
using adverse events, morning sleepiness (p = 0.07). and dizziness were
clinical labs, physical |Other measures of daytime higher in eszopiclone
examination, and  |functioning (ability to function, group (12.5%, 8.8%,
vital signs. daytime alertness, and sense of 6.6%, and 6.6%,
well-being) were not significantly ~ [fésPectively) than in the
different between the two treatment | P1acebo group (0%,
groups. 1.6%, 5.5%, and 1.6%,
respectively).
The incidence of
all-causality AEs was
75% overall (76.6% for
PBO-ESZ, 74.7% for
ESZ-ESZ).
Mild, moderate, and
1. sleep latency severe AEs occurred in
2 wake time after (1) decreased sleep latency, wake time 236, 41'2’ and 10.4%
sleep onset after sleep onset, and number of of patients,
) awakenings; (2) increased total sleep |respectively;
Roth et al 3. total sleep tl-me pme anddslee_p qualf'%’; ar_wd (s)b'l' The overall incidence
2005 [13] 4. number of nightly [Improve ratings of daytime ability to of potentially

awakenings
5. sleep quality

6. daytime ability to
function

function, alertness and sense of
physical well-being compared to
baseline (P<0.0001 all monthly
endpoints).

treatment-related AEs
was 31.4%, with higher
rates in the PBO-ESZ
group (44.1 %) than in
the ESZ-ESZ group
(27.5%), due primarily
to the incidence of
unpleasant taste in the
PBO-ESZ group (19.8
vs 2.8%).

in the open-label phase,
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the most common
treatment- related AEs
were unpleasant taste
(6.8%), headache
(4.7%), somnolence
(3.8%), abnormal
dreams (3.0%), and
dizziness (2.5%).

Scharf et al
2005 [14]

1. sleep latency

2. total sleep time

eszopiclone 2-mg group had a
significantly shorter sleep latency
compared with placebo over the
double-blind period (P =.0034). and
eszopiclone 1-mg group had
significantly shorter sleep latency (P
<.012) compared with placebo.

eszopiclone 2-mg group had
significantly longer total sleep time (P
=.0003) and eszopiclone 1-mg group
was not significantly different from
placebo on total sleep time or any
other secondary efficacy endpoint.

Secondary analyses indicated that the
eszopiclone 2-mg group had
significantly less wake after sleep
onset; significantly fewer and shorter
in duration daytime naps; and
significantly higher ratings of sleep
quality and depth, daytime alertness,
and sense of physical well-being
compared with placebo (P < .05).

Nightly treatment with eszopiclone 1
mg effectively induced sleep, while
the 2-mg dose was effective in
inducing and maintaining sleep.

Eszopiclone was well
tolerated. The most
frequent
treatment-related
adverse event was
unpleasant taste.

Rosenberg
et al 2005
[15]

efficacy and safety of
eszopiclone in the
treatment of transient
insomnia in healthy
adults

Patients treated with eszopiclone had
significantly less PSG latency to
persistent sleep (all doses except 1 mg;
P<0.0001), wake time after sleep onset
(all doses; P<0.05) and number of
awakenings (3 and 3.5 mg doses;
P<0.005), and greater sleep efficiency
(all doses; P<0.02) compared with
placebo. Self-reported efficacy results
were similar to PSG. Self-reported
morning sleepiness scores were
significantly better for eszopiclone 3
and 3.5 mg compared with placebo
(P<0.05).

Treatment was well
tolerated by patients,
and the most common
treatment-related
adverse event was
unpleasant taste.
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In this model of transient insomnia, all
doses of eszopiclone were more
effective than placebo and were well
tolerated by patients.

assess the efficacy

Eszopiclone 3 mg had significantly
less time to sleep onset (p < 0.0001),
more total sleep time and sleep
efficiency (p < 0.0001), better sleep
maintenance (p < 0.01), and enhanced
quality and depth of sleep (p < 0.05)
compared with placebo.

There was no evidence
of tolerance or rebound
insomnia after therapy
discontinuation.

Zammit et
al 2004 [16] and safety of Eszopiclone 2 mg had significantly ~ |[Treatment was well
eszopiclone less time to sleep onset (p <0.001),  |tolerated; the most
more total sleep time (p <0.01) and  |common adverse event
sleep efficiency (p <0.001), and related to eszopiclone
enhanced quality and depth of sleep (p |was unpleasant taste.
< 0.05) compared with placebo, but
did not significantly improve sleep
maintenance.
eszopiclone produced significant and
endpoints included  |sustained improvements in sleep
sleep latency; total  |latency, wake time after sleep onset,
sleep time; number of |number of awakenings, number of
awakenings; wake nights awakened per week, total sleep |There was no evidence
Krystal et al tim?_afte][ s:eep.onset; tir.ne’ and quality of sleep compared  |of tolerance, and the
2004 [17] quality of sleep; and  |with placebo (P < 0.003). most common adverse

next-day ratings of
ability to function,
daytime alertness,
and sense of physical
well-being.

Monthly ratings of next-day function,
alertness, and sense of physical
well-being were also significantly
better with the use of eszopiclone than
with placebo (P < 0.002).

events were unpleasant
taste and headache.

RERA R L2 o @RI A 221 6B
Eﬁ\}i\l—:\lk
AL Img 2

eSS

eszopiclone 2.
411—}-%" % EF\ [ﬂ‘—: mFI .:.. ’

B % Fé—*‘

C{EYHES R A

EREHIRLT ®
R RE 2
3mg > Ap % A 2 > eszopiclone & # £ e
¢ & » pEE- R pF I (sleep onset latency) 2 pEfR s 4% (sleep

A_I;}E?);‘\I&,

b

maintenance) 2 i R $2 g % FA o h% 2422 5 0§ - 57 & (dizziness) - 7
pE(somnolence) % rx - £ ¥ (unpleasant taste) & & ¥ L & (T * o

EREHREDEY YRR - K o g 5 Erman ¥ 43 2008 3 £ 2
eszopiclone ¥2 /& 14 ¥4 P& &~ zolpidem ~ 12 %2 placebo +“ fix > #5345 2288 % > M ene
)];Je [9] - &k 3% 3+ & randomized ~ crossover -z 4 21-64 ;%& e L AREH(F B
DSM-IV criteria z_ primary insomnia) > g% 4 /%3t = B 3E2% ,.@_(eszoplclone 1mg,
2mg, 2.5mg, 3mg, zolpidem 10mg * = &l &) » & - 2 5%k = ®is > 5 3-7 % e
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washout » £ e 3 ¥ — & 0 “75 o RIDFES Bk o A~ ST A e eh
FhF 65 % AE -t D0 63 4 o #h G i e hid Pl pEA
“r % e pE A (latency to persistent sleep, LPS)fr3 »x ¢ craptfr (sleep efficiency,
SE)* & » fRek A A ¥ oKtk (p<0.05)- » eszopiclone 2 & & JgA”
7 4 . eszopiclone 2.5 mg 2 3 mg & B 1 #&| £ (eszopiclone I mg) & LPS 2 SE = i#
dpiht 3 BFESNLE S A fpkis ARk S (wake time after sleep onset, WASO) -

pEfR, ¢ AR % opF Y (wake time during sleep, WTDS) 2 ﬁii =t #ic (number of
awakenings, NAW) % 354k » & eszopiclone 3mg % & L 5 B ¥ L & - 7 %
I3 A £ 0 eszopiclone ¥+ 4 B erpEfR S 4F (sleep malntenance)mp 3L o d AT
By chtk 4 7 & ¢ zolpidem 10mg £ eszopiclone 2mg or 3mg | & & & & 38 Ry
Pedpths B X ABRREIERTHFNLE -

B Erman ¥ A G g o ek FEARM e T AL A E L G AP L
A S kA A E % B4 Ft zolpidem 10 mg e 5 23.4% - eszopiclone %
AT 5 6.2%~125% > = & e 5 7.9% ; zolpidem 10 mg #p #.>+ eszopiclone 3
mg- ¥ {Rdd 5 a7 R F el RSl E s B2 > B¢ g g (dizziness)
rE E&»(somnolence) ~eg . (nausea) # #= i (hallucination) & £ vzt £ B |4 ;eszopiclone
zEw AR iy Mo e edR o R Lch ¥ X @45 21 eszopiclone 4r
mmmmwﬁwﬂﬁﬂ;ﬂwzﬁﬁ@%4:w%ﬂ s T AN F
nRERM Eaips LR o &8 GABA &2 differential allosteric modulation
EEHENT benzodlazeplne receptors 422 £ B #15k o

2. W T

AERPFPHRESEREF MY A %% X eszopiclone mq’;\;ﬁavgfk » Hod = e
PubMed/Embase < & 7 #L L # 7 & < j £4§[9,12,1814,15,16,17] > ¥ § = § 5 ¢
RESFEZ PN EL L ER THER2 v R oM Rk 2RKT 2 55
CEEENERE M A L EAAFTE c AHBES G AERFREZRA
W £ >t 2003 ~ 1998 ~ 1996 & - 3 B zolpidem £2 zopiclone %32 |+ 22§k #
PLENW R M2 [;Je 0

B~ R GE R B

1. CADTH-PBAC -~ NICE-~SMC = Pg),%‘ PR F_T%.‘« % Cochrane F#LE I =
B 101 & 10 * 24 p 1+ % & eszopiclone * >t 42 Muyp 2 ApM =L IR 2 & k%
% v AT 4

2. WHE- K Erman % 43t 2008 & % £ B >t eszopiclone ¥ 5 4 ¥R 5
(zolpidem) =% & # ¥t & <t g2 % - eszopiclone 1mg, 2mg, 2.5mg, 3mg

17/27



101CDR10014_Runesda-$ F.C Tablets 1mg[] 3[] [

zolpidem 10mg #.:f F|4F 4§ 14 pEgs 1 F a8k pF F (latency to persistent sleep,
LPS){r 7 »< 3 chpkpm (sleep efficiency, SE)= & - ¥Rd 4] 5 B % i o<
% » ® eszopiclone 2.5 mg # 3 mg ¥ & & & eszopiclone Img # LPS 2 SE
= BApiRt 3 BEFSLE S A Gpkid ATk hpF FF (wake time after sleep onset,
WASO) ~ R, # A% enpF fF (wake time during sleep, WTDS) % F2 %k e1=x #ic
(number of awakenings, NAW) 3 351 » & eszopiclone 3mg #% /&4 £ 7 &
FAR A P Y ek ©4 7 X & zolpidem 10mg £ eszopiclone 2mg or 3mg
BT R AL AR RS o TARZIERFTEFOLE Y A G AR

RE 2 4 F A zolpidem 10 mg & 5 23.4%: - eszopiclone #| & & 5 6.2%
~12.5% > A% A& e i 7.9% ; zolpidem 10 mg #p #&*+ eszopiclone 3 mg » #

WA g A denid dpl S B2 5 29 s A (dizziness) -
pE-(somnolence) ~ & < (nausea) 2 * § (haIIUC|nat|on)&~ el R ¢ S

eszopiclone 2 iz fr ) £ 2 82§ B3¢ % F R 4

Erman & 4 3 & 2 2 pke > & #\ﬁ zolpidem £ eszopiclone & {7 head to head
B AR iz 75 e d 3t zolpidem £2 eszopiclone 3 ATC Fr#g % 5. > ®

BUREkZELHEHRE > J EE%KRZ B A RS T 75 eszopiclone
3mg = 2mg % F x5 cpkfR (sleep efficiency, SE):}% R (A
zolpidem 10mg- & % d Erman ¥ 4 2. 3#2% %% > &7 4 £ 12 zolpidem 10mg
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(F 2w &)

#iﬁ% i & %<4 CADTH -~ PBAC %2 NICE 1%5:1%7fi4i%alfggpﬁ 2R
LI NBRARFRPE TR ER LG HERE PO A ARFIT R

xR

CADTH (4 £ %)

PBAC (i)
NICE (#®)
H

(=

¥ 5

3 X101 & 10
’L]’iﬁp °

I % ®101 & 10

(= )PBAC (;&)

)NICE (% &)

(- )CADTH (*r £ =

FL P
I3M101 #1077 31 pakhaEFao
AF101# 107" 31 p ok HampoHe
I3AM101 #1077 31 pakhaEFalo

SMC (A1) ¥ 0 4657 4

Cochrane/PubMed/Embase 4% & % -
BB TR AT

—

231 p k>34 £ <« CADTH % & eszopiclone 4p B & 73

s
‘7‘\'

31 p 2k 3R PBAC % & eszopiclone 4p B (53T

IR 101 £ 10 * 31 p i >+ #E R NICE 4 & eszopiclone 4p B (§7#"

o

(z)&#

1+ SMC (#t§ )

3101 &£ 10 # 31 p ok > K SMC & & eszopiclone #p B 5

‘Fg /% %’L'J‘bt"—r‘l’ iz i}a

=

-3,
I}-)f
Rl \
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RAE 2 -

1. Cochrane/PubMed/Embase 3% 2 %
~4p £ * »v 4% Cochrane/PubMed/Embase & + 3t B2 & 2 ! 4o !
11 5| PICOS # s 40 iE i THOE B & AV FATEL AR T 2

¥ (population) ~ ;5% > ;£ (intervention) ~ & »c4f P& 5 (comparator ) ~ & % ip)
2k (outcome) % F= 3 &+ > 2 (study design) > H & i it FI@ 4o @

Population J o~ 1% £ insomnia
B uf (= E

Intervention eszopiclone

Comparator 3

Outcome --

Study design costs and cost analysis

iz B+ w2 PICOS - i i Cochrane/PubMed/Embase % ~ P‘%F.Xﬁ:i& Y|
101 #1117 2 p e (F30& 0&F g% L G L RH 8 & F &3k £ 4F eszopiclone
LRGSR S ARE AT 0 N FHSAT o

® Economic outcomes of eszopiclone treatment in insomnia and comorbid major
depressive disorder. [18]

PR A E G L B (MDD shA o 4 0 ik £ B2 AL § BLB(social
perspective) - Fr FF7I3 B 42 F %+ A& 4 & 4 45 4 (lost productivity) » & {7 < &
Mg AT 0 v o 4 ié * eszopiclone & # fluoxetine (ESZ+FLX) » 4p #2018 * %
#| & ¥ fluoxetine (PBO+FLX)#T#H i & A &2 4 F i A 2 £ 8 o p7 7 2 3 4%
Tk imskenlicdy > R ERDPF@R)TREZ BEPMTR > NFE AR
By R 2 2820 SR 0012 BRFRERSET G AR AR(PE
I%MhﬂiiﬁﬁﬁEOAﬁA%ﬁ*’wmﬁiﬁwrﬁMme’ﬁjg
K & @ m (MDD )sh% pog 4 i * eszopiclone & # fluoxetine £_& = & 2% & chif
BoEHG- BLESTAEL &£ (quality-adjusted life year, QALY ) 7 3 4

8 MMD=Major depressive disorder
® DSM-IV :Diagnostic and Statistical Manual of Mental Disorders " # 4 7 s TR
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14,000% ~ et A1 (3 4c81F ~ el 2 A > 3 40 0.0058 i QALY )

® Cost-effectiveness of eszopiclone for the treatment of adults with primary
chronic insomnia. [19]

PR A RO A RO A (primary chronic insomnia ) iz % B2 4+ ¢ B
21 (social perspective): fr FF 73+ & i&% K= A4 A 4 354 (lost productivity) 4 vt
s‘meszoplcloneﬁ TR A S Ak AT o B I L R T %k (6B )
Ak TR A TRy e B A mogk » 1 i B @ * eszopiclone st %
RA > A a2 Bepd haed L35 245 %dpdl DARROT R AR 2 R A
Mop 4 ¢ % eszopiclone & % & A2 F chif > AR - BEFETARKL 4 £
(quality-adjusted life year, QALY)ig $04919% ~end 4 (W 467 F ~enih S A
T 3 +r0.00137 B QALY ) - 3 P"#Uf AAAFALE XA URERE RS
170 B F I ApESTE A 0 @ * eszopiclone » EF 34— BAFE LT AKA &
# (quality-adjusted life year, QALY)igq 4v33,000% ~ et Ao d AR R AT Ao
AAAFLHEHNALAFRELE G LAY

® Cost effectiveness of long-term treatment with eszopiclone for primary insomnia
in adults: a decision analytical model. [20]

PR ANE R A RO 4 iR 2 R 2 AL § BLER(social perspective) i {7
eszopiclones? & A2 & hrck A 45 o BT ik 1 LTS kbR TR %61 1)
BEom2 2 AR A EE] I A ERER S A TR RGN R LD
< ko g B % eszopiclonest & B A 0 B ez R AMart LR o ir %
4p & #B S A 0 @ % eszopiclone® H 4e - B 4 5 S H M AL 4 & # 3 409,930
FAend 0 (H{467% Ay ko £ H4c0.00683LBQALY) ; Fh 2 4 4
F%ég\mﬂ HoEH - BAERTHEL b EH436894% 1t D (H 4
252% A ehid & A o ¥ # 4:0.006831 7 QALY ) -

T

2. B Ft
P A oue dnEdp L 45 eszopiclone * B A ER B A
ﬂﬁﬁ;\'ﬁ‘]*i \#Brﬁg q—/tl'&FI‘]p;{F i °

Eszopiclone % WHO ATC/DDD Index 2010 %#% = NO5CF04 - 4 " NO5C :
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Hypnotics and sedatives ; 7 " NO5CF: Benzodiazepine related drugs | #f > F >
Beh=z A& & ¢ gt m¥ e ¢ %  zopiclone(NOSCFO1) -
zolpidem(NO5CF02) ~ zaleplon(NO5CF03) > # ¢ zopiclone %2 zolpidem £ eszopiclone
P Heeig B o5 4 PO 0 zaleplon B g * Y T ECE a4 F i e §
RXBRRA 24 E”\fi%—’ﬁ o eszopiclone £ izt 2 5. [Fri e zolpidem 3 4%
vt 2 (head-to-head comparison ) 2 &€ # Tk 385 > F]* A% ¥~ 2E 384 zolpidem
i* % eszopiclone 2. %% & o

(5) % RVRLm A FER £ S AR E
ARAFAIAPY 2 Aok FE AT o
() AR

Ry iTrcbei 3t 2005 £i8 (72 S8r ZALE F RS D L > SH &
LG AR AT ACE 25% 0 3¢ 7 B orped hoF Lend Ml (14.6%)[21] ¢ ¥
o LAPERFEE G A 2000 K 0 5 3EET- KB APERD 4 0 2009 £ B
BREEA D SREA PR TS 21.8% > v 2006 & 11.5%: 0 {7 5 4p
SRR R L B -

Zp A iES Rk B G Y Eodr o 08 EH BNV R AR A
¢ s> zolpidem 5 % 17 &> ¥ SR £33 84 -~ o ¥ ¢t > Yu & A f[* 2000 & %
2005 & = BH Rk R K R }F A A6 0 4 17 o & % non-benzodiazepine
% R % (~ f Z-drugs) p 2003 & | 2009 & ¥ 2_ & * AB§ > 4 » 57 7 2 Z-drugs ¢
¥ zolpidem-~zopiclone % zaleplon -# 3 % % 4 3-7%_2003 & 1] 2005 # »Z-drugs
2_fi™ B {7 ¥ (prescription prevalence rate) & 3+ = g% 0 A 2006 & i BT
FT RS 5 202007 £ F] 2009 E R A FAF T, < gi[22] -

EPRRE 2 Y R 0 i Rjcdt eszopiclone ¥ - ER ST ERF > FEE
% %% 1,200 § 7] 3,600 F 12 B FBhIF Ffa F k2 FE B 4 & 1,200
F 13600 H 2o i B E Y GFE ST EWP 40T

1. ®E 7@ * eszopiclone 5 % #ic : FuF B3k fc§' eszopiclone % - & > @& *

FAME LG B ERFTELF O FEH SR FL S PFT
ELF 3 LR FA
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Img  iokpE/R 52 3B »

FTN

2. HE B RA: lE»TaJ{ eszopiclone 2. # p ;5% & &
M B ELHFH o

3. R Wl 1‘“:})“5\1?% A fE B R B AR B R E & * eszopiclone i #E Y
1,200 B 1) 3,600 g2 FF > 02 iE; brif chig 2t o

EI

N

—;—

ylk
..H

—_

N
LY R TR R S T R e

B RN R A 1TEARY 0 HF i ™ eszopiclone fup 4 ok e it
Po® s E BRI R TSR TR A RBARG IR rad
rr]Fl s 1« - E‘b %—i(:?ﬁ_ ﬁ‘?l;’.v _,}s rs I";ﬁ ,ﬁf"; FLT]’ s TITE LW J‘:Z,F._,FE?\

1. Vi@ eszoplclone /ﬁa A Bl R T A PSP Ao i 3 eszopiclone i@ #
Az Bk YR AP R BT b o FlptEiER A £B M o A%
,u+a$§1zf&%#&f#% 3 & Z-drug 2 3 €:€_f~,~u§ T R 100 £ 3 44 Z-drug
ZERMFLRNT 16 B 'kﬁu3%@%ﬁﬁ#?’ﬁ§%£&$1%
,QA’VW-I]% |§?E¢F%w° '1'ﬁlch—r:rf;\rap‘fﬁ' Meng A=/

Mg 7} B 34h Z-drug s A Sk e 5N w AR R R TER A B2 B L
I8 T EGE 05%F] 1.6% c hBk P SInE L B R a7 A iR
BTN RFAAR meszoplclone VR ARTE R

2. BEERHARIRP T AR B ATER SR PSRBT Img 2 4phEikdp i oo

RyprE > F pAHEImg 544-HE > BBHEN 5 3mg> F|F 2 1mg

W
‘h—\ ‘*m}

T2 g B ¥ e R 8 B g Mg v fg o
3 MEBAELES  RFAGE eszoplclone Bohe e /18 BorR G in T AT E
Iy F o FLIR> B IR B o ik 45 zaleplon ~ zolpidem % zopiclone 2

B RTS - A ERLELTMEE Y > F| P eszopiclone j » i iF% .fj
6 Fp % % eszopiclone s fs § B~ G Zdruge ki R TER 2 4
8L 3215 > zaleplon * 32% % ¥ 3.95 ~/p (& € 3.05 ~ > & % 7.01 ~)>zolpidem
Tiag s ¥ 1.98 ~/p (5 2,69 ~ -5 % 4.99 %) %2 zopiclone * 32% 3 2.91
~/p (3™ 274 ~ > & § 354 ~/p)> gdﬂ“cﬁii’a%%’: %212 ~/p -

TR A% ¥ L FEBEREFDE X E£47E H eszopiclone
K NP {8 e A ?E_}; B8 o S BB R ﬁ#’f-&r‘i‘ :

1. #auié* eszopiclone ji * #c @ £% ¢ w4 473 ® 98 #£ 1 100 # zaleplon
zolpidem %2 zopiclone = &% &2 & * £ 4% > Ti5& & £ 5 5 5% > Fpt ﬁ
Seou it iTL AE 102 £ % 106 E(ARp RS- AL 8T £)2
o A B kg o ¥ A% BRSBTS g - ﬁf‘]%ﬁ

C- AR TRl 2 EREBEREE ’F@nmﬁﬁ R B XARE > FET AR LR E
PEY R P EZERRR ARt S B sE Jfé_f%lp\ °
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I & > eszopiclone #-P~ X L7 Z-drug # 32 10%3 30% > & 12 3 B ? 5 -
AR PR G R - EIRTERFERY AL 20842 T3F 4 o
Eszopiclone 2. # p # £ &% p & § @ 5%« BEK iz * eszopiclone g 4

ﬂ’ABWﬂélmQZHM 2 3mg ek 4 & b 85% ~ 10% ~ 5% » & &

sk

£ EFEFE D %%méc%ﬁi&’a’ FEZpER2 T2ES L 212 &

Vil

Hok? Ry RS2 Sl X R RE Y F;ﬁfﬁﬁ.%frféﬁiﬁ%%
: eszopiclone j » i %18 “‘—ﬁi“zﬁ 7f fz eszopiclone 3 & ¥ i 2.9 ip ~

105 ®~ » ¥ kerpdix e 2 25/ ~2 91~ -

BT SR

. #1 2012 & 10 * 31 p it = RIEA G 4% eszopiclone & 7 2 %5}%7}4:}9&;32
FARE o
AT F R4 0 A B JE #2 eszopiclone 2 H 2 Z-drugs ens A sk A 47

£
[gsqla\i,;\;j\,g\*%/gﬁgz o

BARE BRI o R R B A 1,200 ~ 5] 36008 5 sk s
BB~ AriEAz? o $ ¥ AL ¥ eszopiclone s A B~ F R p R A E

Al—/

s B E -8
HWHRELT iRy > VI AL B RRG R TEE DR > SR

S ERTREER 0 F 0 10%E 30%2 B ik F iR T4 0 eszopiclone g~ G 12

F-E3FIE o RFHRF LY GE R IR eszopiclone {EF E 29 A
105~ Vacd R Q5 25R~32 91/~ -

e Y
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