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1) Ryvlin P, Gilliam FG, Nguyen DK, et al. The long—term effect of vagus nerve stimulation on quality of life in patients with
pharmacoresistant focal epilepsy : the PuLsE (Open Prospective Randomized Long-term Effectiveness) trial. Epilepsia.
2014 : 55(6) : 893-900.
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B CQ10-1-01 | 7u—X AT 7 Z AL H R A\

CQ10-1 X#R%E
PICO

P

D EEFIEPUE T A A B (subgroup & L T/ME) (2

[ KRB 21T 9 L

C : HEYWHED ADYFEIZILNT

O : BRI S 5 5 (25, 50, 75%)
BB T T A 2
FEFEREE - EHE XIS A2 5
WAXBE % 5 2
PEIRIEE 2 5 2
Mood (3273 T % 7> (=mood change)

I2%R

PubMed #i#% 1 2016 49 /1 28 H

#1

#2

#3

#4

Search (("drug resistant epilepsy” [mesh] OR ((epilepsy OR seizures OR convulsions) AND (intractable OR
refractory) ) ))

Search ("vagus nerve stimulation” [mesh] OR ("vagal nerve” AND stimulation) OR ("vagus nerve" AND "electric
stimulation therapy"))

Search (randomized controlled trial [pt] OR meta-analysis [pt] OR randomized OR blind OR observation* OR cohort
OR "follow-up" OR cross OR case OR series OR prospective OR retrospective OR placebo OR trial)

(#1 AND #2 AND #3)

Cochrane CENTRAL #% : 2016 49 H 28 H
(epilepsy OR seizures) AND vagus nerve stimulation
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& CQ 10-1-02, 03 | Risk of bias #—=)— -
Risk of bias 757

12 HADFEE 50%iEH

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

andom sequence generation (selection bias)

llocation concealment (selection bias)

linding of participants and personnel (performance bias)
linding of outcome assessment (detection bias)

elective reporting (reporting bias)

ther bias

ncomplete outcome data (attrition bias)

o
R

= & 6 25% 50% 75% 100%

o o o =
Ryvlin 2014 ‘ [ ) ‘ [ ) ‘ [ ) ‘ [ ) ‘ [ ) ‘ ® ‘ [ ) ‘ B Low risk of bias [] unclear risk of bias [l High risk of bias

Random sequence generation (selection bias): 5> & LZIW 1T IBEDER GRIR/NA 7 R)

Allocation concealment (selection bias) : & ¥) 417 DFE#AL (EIR/N1 7 2)

Blinding of participants and personnel (performance bias) : HZEM#E L AFREED TR ¥ > 7 (HIT/N1 T X)
Blinding of outcome assessment(detection bias) : 77 b A LAFHAEED T X F > (RHENA 7 R)

Incomplete outcome data (attrition bias) : RELAT 7 b HLTF—% (GEFIRES /N 7 R)

Selective reporting (reporting bias) : SBRRE N7V b H LOWE (BE/NA T R)

Other bias : Z DD /N1 7 2

12 A% OS5 (mood) : QOLIE-89 (89-item Quality of Life in Epilepsy Inventory)
mental health score ®Z1k

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

25% 50% 75% 100%
‘ ‘ . Low risk of bias D Unclear risk of bias . High risk of bias

o
S

@ | Blinding of participants and personnel (performance bias)

. Random sequence generation (selection bias)
. Blinding of outcome assessment (detection bias)

@ | Incomplete outcome data(attrition bias)

@ | Allocation concealment (selection bias)
@ | Selective reporting (reporting bias)

@ | Other bias

Ryvlin 2014 ‘

&
4

4
o

FTNH\

©

cQ1o-1 193



12 h"BA# DK% (mood) : CES-D (Centre for Epidemiologic studies Depression scale)
DE(L

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

otrer ies |

B 5 0%  25% 50% 75% 100%

o o o - %]
Ryvlin 2014 ‘ [ ) ‘ @ ‘ [ ) ‘ o ‘ [ ) ‘ o ‘ [ ) ‘ ‘ B Low risk of bias [] unclear risk of bias [l High risk of bias

andom sequence generation (selection bias)

llocation concealment (selection bias)

linding of participants and personnel (performance bias)
linding of outcome assessment (detection bias)
complete outcome data (attrition bias)

elective reporting (reporting bias)

ther bias

c

Random sequence generation (selection bias) : 5 > % L&Y I IEEDER GRIR/NA 7 R)

Allocation concealment(selection bias) : &l ¥) {17 DEEEAL GRIR/NA 7 Z)

Blinding of participants and personnel (performance bias) : FFRSNE L ARREEDT X F v 7 (HIT/8( 7 R)
Blinding of outcome assessment (detection bias): 77 b 5 LFFHEE DY X F > & (RE/ 1 7 X)

Incomplete outcome data (attrition bias) : RELA T 7 hHLAF—% (GEFIHD /S 7 R)

Selective reporting (reporting bias) : BRE N7V b H LOWE (RENA T R)

Other bias : ZD1tD /N1 7 X

12 B B# DK% (mood) : NDDI-E (Neurological Disorders Depression Inventory in
Epilepsy scale) DZ1t

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

. Blinding of participants and personnel (performance bias)

. Random sequence generation (selection bias)
@ | Allocation concealment (selection bias)

@ | Blinding of outcome assessment (detection bias)
@ | Incomplete outcome data(attrition bias)

. Selective reporting (reporting bias)

0
il
= |
[}
= | | | | |
o 0% 25% 50% 75% 100%
Ryvlin 2014 ‘ ‘ ‘ ‘ ‘ ‘ ‘ . ‘ ‘ . Low risk of bias D Unclear risk of bias . High risk of bias
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12 hB#EDS S (mood)

: CGl-I(Clinical Global Impression of Improvement scale) ®

1t

Random sequence generation (selection bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

25% 50% 75%

o
R

100%

Ryvlin 2014 ‘.‘

@ | Allocation concealment (selection bias)

@ | Blinding of participants and personnel (performance bias)

. Blinding of outcome assessment (detection bias)

@ | incomplete outcome data attrition bias)

. Selective reporting (reporting bias)

@ | Other bias

‘ . Low risk of bias D Unclear risk of bias

. High risk of bias

ERLHEEER

Random sequence generation (selection bias)

Random sequence generation (selection bias)
Allocation concealment (selection bias

Blinding of participants and personnel (performance bias

)

)

Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

)

Selective reporting (reporting bias

@ | Allocation concealment (selection bias)

@ | Blinding of participants and personnel (performance bias)

. Blinding of outcome assessment (detection bias)

@ | Incomplete outcome data(attrition bias)

-~ | Selective reporting (reporting bias)

«
Rl
< Other bias
GJ
= ; | ! | |
o 0% 25% 50% 75%  100%
Ryvlin 2014 ‘ . ‘ ‘ ‘ ‘ ‘ ‘ . ‘ ‘ . Low risk of bias D Unclear risk of bias . High risk of bias
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Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) [ ]

Otrer s

<< E)% Zg% 56% 75}% 100"/1

o o =™ £ o
Ryvlin 2014 ‘ [ ) ‘ () ‘ [ ) ‘ e ‘ © ‘ ? ‘ © ‘ ‘ B Low risk of bias [] unclear risk of bias [l High risk of bias

andom sequence generation (selection bias)
linding of participants and personnel (performance bias)
linding of outcome assessment (detection bias)

llocation concealment (selection bias)
complete outcome data (attrition bias)

ther bias

c

Selective reporting (reporting bias)

Random sequence generation (selection bias) : 5> L&Y fHFIEBEDER GEIR/SA 7 X)

Allocation concealment(selection bias) : &l ¥) {17 DEEEAL GRIR/NA 7 Z)

Blinding of participants and personnel (performance bias) : FFRSME L ARREEDT X F ¥ 7 (HBIT/8( 7 R)
Blinding of outcome assessment (detection bias): 77 b 5 LFFHEE DY X F > & (RE/N1 7 X)

Incomplete outcome data (attrition bias) : REELAT 7 hHLAF—% (EFIED /A 7 R)

Selective reporting (reporting bias) : BRE N7V b H LOWE (ENA T R)

Other bias : ZDftD /N1 7 X
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&# CQ10-1-04 | Forest plot

TIOMHL 10-1-1:12 hBDFEESEE 50% U T (R—X51 LK)

KEMERIBE+RTANAE ATALAE Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl| ABCDEFG
Ryvlin 2014 (PuLsE) 10 31 7 29100.0%  1.34[0.59, 3.04] 29000600
Total(95% CI) 31 29 100.0% 1.34[0.59, 3.04]
Total events 10 7 ; ; | |
Heterogeneity. Not applicable 0.01 0.1 1 10 100
Test for overall effect: Z=0.69 (P=0.49) NTANAENEND KEHRBIBE+RTADAENEND

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

7IbhL10-1-2:12 hBAEDST 2 (mood) : QOLIE-89 (89-item Quality of Life in
Epilepsy Inventory) mental health score ®Z1{t

REMBERIBE+RTANAE MTANAK Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl ABCDETFG
Ryvlin 2014(PulsE) 2.2 58 31 09 55 29100.0% 1.30[-1.56, 4.16] 2900000
Total(95% CI) 31 29 100.0% 1.30[-1.56, 4.16]
Heterogeneity. Not applicable } | | | |
Test for overall effect: 2Z=0.89(P=0.37) —-100 -50 0 50 100
NTANAENEND KEMBRBE+RTADAENEND

7IhhL10-1-3:12 hBAEDK 2 (mood) : CES-D (Centre for Epidemiologic
studies Depression scale) DZ AL

KEMBRBE+NTADAE NTANAE Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl| ABCDEFG
Ryvlin 2014(PulsE)  -2.2 7 31 0.5 81 29 100.0% —2.70[-6.54, 1.14] 29000600
Total (95% Cl) 31 29 100.0% ~2.70(~6.54, 1.14]

Heterogeneity. Not applicable ; ; | ;

Test for overall effect:Z=1.38(P=0.17) -50  -25 0 25 50
RERERIEHATADAZSENS RTADAENIENS

7IhAL 10-1-4:12 B#OK S (mood) : NDDI-E (Neurological Disorders Depres-
sion Inventory in Epilepsy scale) DZ1{t

REMBRIBE+ATANAE RTANAE Mean Difference Mean Difference Risk of Bias y

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl ABCDEFG :f‘,

Ryvlin 2014 (PuLsE) -1 22 31 -0234 29100.0% -0.80[-2.26, 0.66] 29000600 b

I

Total (95% ClI) 31 29 100.0% -0.80[-2.26, 0.66] R

Heterogeneity. Not applicable | | | " | IS
Test for overall effect: Z=1.07(P=0.28) -20 -10 0 10 20

REHERIBE+RTANAENENS RTANAENENS Hﬁ

cQ1o-1 197



198

7IrAL 10-1-5:12 hBA#EDE S (mood) : CGI-1(Clinical Global Impression of
Improvement scale) DZ 1t

KEMERBE+RTANAE RATANAE Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl 1V, Fixed, 95% Cl ABCDEFG
Ryvlin 2014(PulsE)  -0.8 08 31 -03 1.1 29 100.0% —0.50[-0.99, -0.01] 0000000
Total(95% CI) 31 29 100.0% -0.50[-0.99, -0.01] *

Heterogeneity. Not applicable ; " | | |

Test for overall effect: Z=2.00(P=0.05) -10 -5 0 50 10

) HERERHE+NTADAELNENS NTANAELNENS

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

. =
TIMAL10-1-6  ERAHEER
KEMBRBE+NTANAE NTADARE Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total  Events Total Weight M-H, Fixed, 95% Cl| M-H, Fixed, 95% CI ABCDEF
Ryvlin 2014 (PuLsE) 5 54 3 58100.0%  1.79(0.45,7.13] ©92000:0
Total(95% CI) 54 58 100.0% 1.79[0.45, 7.13]

Total events 5 3 ; ; ' | ; | |

Heterogeneity. Not applicable 0.1 02 0.5 1 2 5

Test for overall effect: Z=0.83(P=0.41) RKEMBERBE+ATANAZENEND RTAPAENENS

. ==
FPIMAL10-1-7 REREE
REMBRBE+MTANAE NTADARE Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total  Events Total Weight M-H, Fixed, 95% Cl| M-H, Fixed, 95% Cl ABCDEF
Ryvlin 2014 (PuLsE) 2 31 0 29100.0% 4.69[0.23, 93.70] ] ©2000:0
Total(95% CI) 31 29100.0%  4.69[0.23, 93.70] e —
Total events 2 0 | ; | |
Heterogeneity. Not applicable 10 100

Test for overall effect: Z=1.01(P=0.31)
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&# CQ 10-1-05 | Summary of findings(SeF) 7—7"v

BE  RABERETALA

AN RERBERB(VNS) + EYRE

LB - YRR
_ B SN B EIIHR " (95% (SHKA) EHIR . paw rezuzom .
77 bAL SEMEED ) R Y | RE BRI+ JRZ L RR (TR (GRADE) = g
EMEED Y Y (95%(EFEXMH) ‘
12 B DFEIEEE 50% e REAER RR 1.34 60| DOOO
T 241(1,000 A7) 323(1,000 AF) (0.59~3.04) | (1RCT) | 3ZEFICE®
(142~734)
)27 DEWEER
120(1,000 AH) 161(1,000 A)
(71~365)
Y27 0EmWBEF
480(1,000 AH) 643(1,000 A5)
(283~1,000)
12 H A% OK (mood) & | [ 7 (QOLIE-89) | 2K 7E iR Kl + E 9 — 60 D®DOO
QOLIE-89(89-item DZEA 0 BEILBITBRH (1 RCT) &<
Quality of Life in Epilepsy (QOLIE-89) DZ&ALD
Inventory) mental health T IEEYRERF L
score DZEAL 13/l
(QOLIE-89 M &8 : 0~ (156 & LW~4.16 =
100) W)
12 B#OSS (mood) © | =4 (CES-D) K TE R R+ EY — 60 ®DO
CES-D(Centre for DZEA 0 BEICBITEREH (1RCT) &=
Epidemiologic studies (CES-D) D Z 1t D F
Depression scale) DZ 1t HIFEYREFRELY
(CES-D m#5F : 0~60) 2.7 B
(6.54 &L ~1.14 BLY)
12 hBHEDES (mood) : | K4 (NDDI-E) B TE R R+ Y — 60 @DO
NDDI-E (Neurological (A} BEICB TR (1RCT) &<
Disorders Depression (NDDI-E) D Z b D F
Inventory in Epilepsy BIEEYERRREL Y
scale) &1L 0.8 f& L
(NDDI-E D #iF : 6~24) (2.26 &L ~0.66 F\)
12 B#OES (mood) © | 54 (CGI-I) K TE R R+ Y — 60 ®DOO
CGl-I(Clinical Global DZEA 0 BEILBITARD (1 RCT) &<
Impression of Improve- (NDDI-E) D Z At D F
ment scale) D&t B EYEREEL Y
(CGI-l m&E - 1~7) 0.5 &L
(O).99 & LW~0.01 1&
[
BEELBEER MENREEH RR 1.79 112 @000
52(1,000 AFR) 93(1,000 Ad) | (0.45~7.13) | (1RCT)| FEHIE
(23~369)
YR DEVWEER
25(1,000 As) 45(1,000 AFR)
(11~178)
V27 0@ BE
100(1,000 AH) 179(1,000 AH)
(45~713)
XEREE 0 per 1,000 0 per 1,000 RR 4.69 60 000
(0to0) | (0.23~93.70) | (1RCT) | 3FEHEIIE

NABEDIYRI (BLUVZD BREBERE) E, AV FO—LBEIIE T2 VRZENAILZDR(BLTZD IS%IEERE) ICH £ DWTH

E L7,

GRADE 7—F VI L—TIZLBITET VY ROBED T L — K
B HREEEOEEELISC, BOMRIIHREEBEDEIZHS.

FHREEBBOBREENPEETHS. NREEEBEEDOHNRIGEVEBDONSED, SEROMEICL > THREEBHIEDL S AUREELH S.
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