@2 YAz AMR

AR TAD» AR EMRERBRE 21T O5 4,
e L VR ARV VR D EB G 2 W B~

| =

EFIEMETADAICKEHBRBZITOIES. SLRLRBEZELRLREEL) BTS2
LEWRT S

(GRADE 1C, #EniE [MVLH#E|/TeTFr20MERYE [E))

OFFHFEIE RHLANILORAEE, HEAAAREHESRLV LIBEEERHERTITS

1. B8 COMENEEE

REMRERIEIE, AR C L OREPRL 2 2L PO N TH Y, FRPEEHZPE=4
VLD, RIMOMEZTET L. 207100, Brwvlillg s e~ vill#Eo £ 658
BEND 2R EIT ) 9 A THO»IZ L TR LESD S,

7, WIRZEAT LORMBET, CQ10-1 [EHHIIPLE TA » A L6 W T 2R 5E MR R 5
(VNS) Z3EMHE A TIT 9 N & ] O & 5 ICREMBRTLZAT 5 ATH v O IR 53

VDT, e vl ® sham FlE (75 w8000, BRE) &L TRy, Br vl
R vl Il U 7o 7~ 2 2 Ak LbiiAES (randomized controlled trial : RCT) & 4K 7 - T
RV

FREOBERIERIC S VT, 1HE0a sy - v a—" 2FETH. B VEEDIZ S
DRPRALEN, SV, RNV E SRR I N TDH L EL TV S,

2. BRE
IEFVRDEH

SEHRGNE T A > A TG b L T2k M s 1 O A W1 % Mgt L 72 RCT % 4 442
Hoie.

RN D T, FEEHE S0%LL TSR T 2405 Y A 2 1& 1.74 (95%EHEIXH 1.14~2.65) T
H Y, NNT (number needed to treat DHET, 1 ADT7 7+ I LR ERT 2 12O AT AR 0 5 2
ERHoH VIR X 10 Th-o7o, HHEFRRTIE, FEFEEE - BHFE (Y 22206, 95%
B 1.34~3.17), IR IR (*Eﬂ‘) A 2 2.43, 95%1Q¢EEFEJ 1.29~4.57) 128\ T, 1EEW\“/V
T AR CER T O, BRI, B, BRI, Sr vl bR vl AR
ol

&
4
5
X
A
N
kR

cQ102 203



204

3. KRIRE
3-1. 7V A LERICETHIIET Y RDEITESH

F xSRI ANA T RAD ) A2 BEEWHIEL, TRTOT T P ALELECTTL— X
Uy Lol HROF-EREIREFEE - HRDA P =32%TdH Y, WIEH ORhRIHEEM
I ECHD YV EEHIFTCEEZ NI, serious E LT 1T EB v —N&xo LT,
JEEEE E BT { not serious £ L 72, ARHES E VT NOMRENC v T & EHEX ML ER
HWEMEZ 210 C DL, TEBEIICE 2B v—FX Y45 2 Lzl Bl A
TAIZOWTIE, WP 4L otcicd, v —F&o v Lotz 2O, %
TU NI LADIET v ADMHFE, BIEHE S0%LLT L, FRULREEDS [, (R IT,
e - BE, Y K] Th Y, &ML e v ADOMEERE, [kl L.

3-2. FIBEEDNF Y RIFESH

LAV SRS 50% L TO 7 7 b A Al TRV NV L Y ERS. FES
50 ) bREABE - EHE, RO C T, KA EER S A, TR R T
HEEPLCIEDS, HETHMCE2REOFEFRILL LD LHENTE 2. HHRD
BERTE, AFERROLZCQWHENTHY, BREOMETI Y br—IETHL. 15
PHOLET, ML EONT VAR BZ 6L B WHlEEN S LRI L I,

3-3. BEOMERCEAIEE S5 H

B AVHIOIE S PRI T Y. B~ S O H 5 HEHG b W
T, BHREOWETT Y b n—VAREL LG, BEOMEBRIEA 5 2 &  BEL A
FVER SREMEIS 7 LT L 72

3-4. ERDFIEHE AR MPERDNT Y REES

HMGRE OFHEL, BT ARAAIIY 2 4 —& =D L» 6 programming wand #24T %
SEWE AT CEWWRETHY, VY= (BF) PIAMNIEHTSHLIEETHS. 1078
L, o7 ) —HEIE) Y2 A — X —DOD IR —FELETH Y, HFENPET 5.
EL VIO 9 25, R NXvIE L D o8y 7 ) —OEEIER G, o s, Hraov
FIBUI R vl L O S PREEOa X M s» a5 EHIETL 7.

3-5. HBDIL—FT 17
PRANVEFETOFELECTE, FRCHOCTEEL VI ER, FERERIIOC-TIES
CIBEREC RO L VCRE LIS, FATE28DThH-c. fAlH, axbiiowT
W, BV OE ) BNy 7Y —HEBIERL, YA A —HOBEENES LA T L
DHEAINL, D LEPBET S L, BEPHICRECLOCEEOFESRS LG, a2 b3k
I 2R H 255, BEOMH ZIIREL TEr vl ita s 2L 2HiERd 5 2 L,
ER-HTHRELIL.

4. BETHMtOBZRAMRF1 > DELH

AT, 20124FCHARTADAZERD L [ TADAK T 2 RFEHRER B % O Fhi 7
AR 419 paFsn, [VNSIE, FHIE L CHAFHO 2 A% O BtGT 5. 5507
WOREED GBIAG L, BIMEH OFEBUER L L SR 4 CHIBERE 2 11y 5. [HE3EEECl) b &

CQ102 #4 =% M



nTwa,

2013 4, KREMEEFESD 6 [TADPARED 12 OREMFIIG ) LESHIcHA P4
Voo Ty IF— b (EHR) PRSI By VRIS AR L VRIS B T SRR e v
23, ORI E R L TEHEORIMPIER B S22 E ) IEAHTH 5 2R S
nNTwa,

5. BBDE=F T L
HIHGREEOFREE BT L Tk, BPHE~ORIS, & N 7 TV ~OMLH T & 2 EHDLET
b5

6. SEROMEDFREME

MWD EFRE DT, SORLIMEVLETHL. 270, ~7 4 ML E, HH
SEIE LS ORBE % FHAZ 20 T RCT FAER ¥, SROERETH 2. AREoE-
FTT—=TOMY, TEdme R dOFHEEORE L E IS,

7. & CQ THHRELK RCT /X
Michael 1993”, VNS study Group 1995”, Handforth 1998”, Klinkenberg 2012

8 &Rl—HE #Wb

R CQL0-2-01 7wm—&A 72752 L ke
“H CQ10-2-02 Risk of bias ¥~ ) —

ok CQ10-2-03 Risk of bias 7' 7 7

%k CQ10-2-04 Forest plot

“H CQ10-2-05 Summary of findings (SoF) 7 — 7 v
Zk CQ10-2-06 Evidence—to—Decision 7 — 7V

I ek
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1993 : 25(6) * 362-366.

3) A randomized controlled trial of chronic vagus nerve stimulation for treatment of medically intractable seizures. The Vagus
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4) Handforth A, DeGiorgio CM, Schachter SC, et al. Vagus nerve stimulation therapy for partial-onset seizures : a random-
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5) Klinkenberg S, Aalbers MW/, Vles JS, et al. Vagus nerve stimulation in children with intractable epilepsy : a randomized
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PubMed #i% : 2016 49 /] 28 H

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

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

#3  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)

#4  (#1 AND #2 AND #3)

Cochrane CENTRAL #%% : 2016 4F 9 A 28 H
(epilepsy OR seizures) AND vagus nerve stimulation
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FAESERE 50% LT

Selective reporting (reporting bias)

Risk of bias 757

. Allocation concealment (selection bias)

Handforth 1998

. . Blinding of outcome assessment (detection bias)

Klinkenberg 2012

Michael 1993

. ~ . . Blinding of participants and personnel (performance bias)

@ |~ |@® | @ |Random sequence generation (selection bias)
. @ | ® | @ | ncomplete outcome data(attrition bias)

VNS Study Group 1995

. . . . Other 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% 100%
‘ . Low risk of bias D Unclear risk of bias . High risk of bias

o

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

Allocation concealment(selection bias) : &l ¥ {17 DEEEAL GRIRNA 7 Z)

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

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

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

Other bias : Z DD /31 7 2

AR

Selective reporting (reporting bias)

Handforth 1998

Klinkenberg 2012

Michael 1993

. ~ . . Blinding of participants and personnel (performance bias)
. ~ . ’ Blinding of outcome assessment (detection bias)
‘ ® | ® | @ | ncomplete outcome data(attrition bias)

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

VNS Study Group 1995

‘ . . . Other 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) [

otrer ias
0%  25% 50%  75% 100%
‘ . Low risk of bias D Unclear risk of bias . High risk of bias
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Handforth 1998
Michael 1993

VNS Study Group 1995

5 | Selective reporting (reporting 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)

® ©® @O Otherbias

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

.

o

%

25% 50% 75%

100%

‘ . Low risk of bias D Unclear risk of bias

[l High risk of bias

Handforth 1998

5 | Selective reporting (reporting 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)

® @ @ otherbias

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

.

o

25% 50% 75%

%

Michael 1993 ? % 100
VNS Study Group 1995 ? ‘ . Low risk of bias D Unclear risk of bias . High risk of bias
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Blinding of participants and personnel (performance bias)

Handforth 1998

@ |Blinding of outcome assessment (detection bias)

-~ | Selective reporting (reporting bias)

@ | @ | Random sequence generation (selection bias)
@ | ® | ncomplete outcome data (attrition bias)

@ | @ | Allocation concealment (selection bias)

VNS Study Group 1995

~

©® O otherbias

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

o

%

25% 50% 75%

100%

‘ . Low risk of bias D Unclear risk of bias

. High risk of 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/81 7 R)
Blinding of outcome assessment (detection bias): 77 b 5 LFFHEE DY X F > & (RE/N1 7 X)

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

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

Other bias : Z DD /1 72

&

Handforth 1998

-~ | Selective reporting (reporting bias)

@ | @ | Blinding of participants and personnel (performance bias)
@ | @ | Blinding of outcome assessment (detection bias)

@ | ® | Incomplete outcome data(attrition bias)

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

VNS Study Group 1995

~

@ @ Otherbias

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

o

%

25% 50%

75%

100%

‘ . Low risk of bias D Unclear risk of bias

. High risk of bias
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&# CQ 10-2-04 | Forest plot

P IRAL10-2-1 BAESHEE 50% LT

BLARLFE  ABL LRI Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI ABCDEFG
Michael 1993 3 10 0 12 2.2% 8.27(0.48,143.35] 1993 ] 2000000
VNS Study Group 1995 17 54 8 60 31.3% 2.36[1.11,5.03] 1995 — '@
Handforth 1998 22 94 16 102 53.2% 1.49[0.84, 2.66] 1998 - @
Klinkenberg 2012 5 21 4 20 13.2% 1.19[0.37, 3.81] 2012 I E— 2@
Total (95% CI) 179 194 100.0%  1.74[1.14,2.65] L 4
Total events 47 28

i 2=0.00; Chi?= =3(p= =09 ¢ - : |
Heterogeneity. Tau?=0.00: Chi*=2.48, df=3(P=0.48): ’=0% b0t o 100

Test for overall effect: Z=2.56 (P=0.01)

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

PIMAL 10-2-2 Ak

1 10
ELRLFIBHENS BLALREDENS

BLALRE  BL LRI Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Michael 1993 0 10 0 12 Not estimable 1993
VNS Study Group 1995 0 54 0 60 Not estimable 1995
Handforth 1998 3 95 1 103 51.6%  3.25[0.34,30.73] 1998 —
Klinkenberg 2012 2 21 1 20 48.4% 1.90[0.19, 19.40] 2012 —
Total(95% CI) 180 195 100.0%  2.51[0.50, 12.61] e
Total events 5 2

- 2 . 2 - = P=0% i + + 1
Heterogeneity. Tau?=0.00: Chi’=0.11, df=1(P=0.74): ’=0% bo1 o1 o 100

Test for overall effect: Z=1.12(P=0.26)

PIOMAL10-2-3 HERE - EE
1B L ~ILERIR Risk Ratio
Total Weight M-H, Random, 95% Cl Year

& L ARILRE
Study or Subgroup Events  Total Events

BLARLRELGENS BELRLREHDEND

Risk of Bias
ABCDEFG

Risk Ratio
M-H, Random, 95% ClI

0.96[0.35, 2.64] 1993
2.78[1.33,5.78] 1995

Michael 1993 4 10 5 12 15.1%
VNS Study Group 1995 20 54 8 60 25.0%

Handforth 1998 63 95 31 103 59.9% 2.20[1.59, 3.06] 1998
Total(95% CI) 159 175 100.0% 2.06[1.34,3.17]
Total events 87

44
Heterogeneity. Tau?=0.05; Chi?’=2.94, df=2(P=0.23): ’=32%
Test for overall effect: Z=3.29(P=0.0010)
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PIbAL10-2-4 &%

BLALKER B L RLEEE Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl ABCDEFG
Michael 1993 4 10 2 12 4.1%  2.40[0.55,10.49] 1993
VNS Study Group 1995 4 54 5 60 56% 0.89(0.25, 3.14] 1995
Handforth 1998 43 95 44 103 90.3% 1.06[0.77, 1.45] 1998
Total(95% CI) 159 175 100.0% 1.08(0.80, 1.46]
Total events 51

51
Heterogeneity. Tau?=0.00: Chi?=1.23, df=2(P=0.54): P’=0%

Test for overall effect: Z=0.53(P=0.59)

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

7 hh L 10-2-5 1 IEIR

001 01 1 10 100
BLALAEAENS ELALHEAENS

BLARLRE  ELARLRE Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl ABCDETFG
VNS Study Group 1995 3 54 1 60 80% 3.33[0.36,31.10] 1995 — o [ 3X )
Handforth 1998 2495 11 103 92.0%  2.37(1.23,4.56] 1998 - ® [ B4 J
Total (95% CI) 149 163 100.0% 2.43[1.29, 4.57] -
Total events 27 12
Heterogeneity. Tau?=0.00; Chi?=0.08, df=1(P=0.77); ’=0% 10 01 011 110 0 J
Test for overall effect; Z=2.76 (P=0.006) B L ALEHAENS L~ LREAEN S
PIbhL 10-2-6 &R
BLARLRE EL LR Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl ABCDETFG
VNS Study Group 1995 9 54 8 60 19.6%  1.25[0.52,3.01] 1995 ® ©0:0
Handforth 1998 2795 31 103 80.4%  0.94[0.61,1.46] 1998 0000020
Total(95% CI) 149 163 100.0% 1.00[0.68, 1.47]
Total events 36 39

Heterogeneity. Tau?=0.00: Chi?=0.32, df=1(P=0.57); ’=0%

Test for overall effect: Z=0.01(P=0.99)
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¥ CQ 10-2-05 | Summary of findings(SeF) 7—7v

BE RABRETALA
NN B LRILREE
HE B L ANILREE

BRSNS ERHR " (95%FHEXM)

B L ARILFHD BLALRBD 959%{= : JiEgts RAD
YRy YR

FAFSERE 50%LUTF | 144(1,000 A5) | 251(1,000 A5) RR 1.74 373 @DDO
(165~382) (1.14~2.65) | (4RCTs) e

SRR BT 10(1,000 A5) 26(1,000 AH) RR 2.51 375 ®DOO
(5~129) | (0.50~12.61) | (4RCTs) &>

RERE - BE 251(1,000 A9) | 518(1,000 AHR) RR 2.06 334 ®DOO
(337~797) (1.34~3.17) | (3RCTs) &

% 291(1,000 A#) | 315(1,000 AH) RR 1.08 334 @DDO
(233~425) (0.80~1.46) | (3RCTs) Fd

I I R 74(1,000 A5) | 179(1,000 AH) RR 2.43 312 DDDO
(95~336) (1.29~4.57) | (2RCTs) e

I 239(1,000 AH) | 239(1,000 A) RR 1.00 312 ®DOO
(163~352) (0.68~1.47) | (2RCTs) &>

NABDIRI(BRUZD BREBXBE)IE, AV FA—LBEIIEITE VR IENANCLINR(BLVZD IS%IEBXE) ICH & D

WTHERE LTe.

GRADE 7—F > 77 L—TI2&B5ITETF Y RDEDT L — R

B MREEEOEEENT, EOMRIEIMREEBDESIZHB.

FNREEEOREENPEETHS. PREEEBIEIEOHRIEVERBDONSH, SEOMBICL > THREEELNED S RN
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SROMEIZL > THREEBEH’EL S AEENFREILD

a MREEEDOEEXEABLBABORMMEZ £/ <C1cd
b WREEEOEEXEAELY AR L BLLBOREORAE /-1

ciPP=32%THY, FEEOVWREEEIZHBLAHY BREKIFENEEZOND
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&#¥ CQ 10-2-06 | Evidence—to—Dicision 77— 7V

HEYMBEDFMHT -7

£H : EZRIEHMETAD A
A - EREBRRE (S L AR ILR vs & L AN ILRR)
EBINEIE
HAEE HIE YH—FIEFVR ADDITIONAL
CRITERIA JUDGEMENTS RESEARCH EVIDENCE CONSIDER-
ATIONS
ZOMBEIEE | OLLZ REFRRBIE, RBEGFICIVNRENPRELRZZEFION | BLRILEE
IBEZABRWTYT | O8Z256< VWA | TEY, RPEHEAEZE=7 )7 LANS, RHMOBRE | LRLO LR
h? @575 L IFy ZIAET 5. %, MRZET

s|s the problema | Ol&Ly J:_ D 8 ;_%E T,
i | Priony? O—BREZS hoLane
o PR

| L WEELHEE A BLIZCWLWD

S RREEDDH D | Obr bk TIOhEIC

MEE &Y E BTz
EIBRIAE < 7%
%

w | FEENBEE | OTSLA BEODHBHEET Y A LOENNLEEEPME = L ARILREED
B E LL#IRIEEEN | OhEn (The relative importance or values of the main FAESEE 50%
RE|BLTTA? | @TEE outcomes of interest) : MFIicxtd 3
5 o | How substantial | OA = Ly Bxt ) 2o
S @ | arethe desirable [ Relative Certainty of the 1.74(1.14~
;ﬁ & | anticipated O-BIBEAL A importance | evidence(GRADE) || 2.65) & BEIC

0 | effects? W BNns.

fa) Obhskn

FAESERE S0% LU T CRITICAL DDDO
FHRENBEE | OXEL A= BLALRIE
L<RLsRIZ | OREE SREFR BT CRITICAL ®®00 EL~LRIRCT
ENCBLTT | @hEL LOW BEAEN D>
h? Ok -0, BERE
How substantial |~~~ | SRS - BH CRITICAL @DOO = - wE (A
are the undesir- OL_*EE ICIEEAR LOW ) 2 2 2.06,
able anticipated \ 1.34~3.17),
eﬁects?' P Obh B % CRITICAL @DR0O W IR EE (183
MODERATE 2 2 243,
O R 8 CRITICAL @DDO 1.29~4.57)
MODERATE THote. —7%
T, AERK D
3] CRITICAL @DO0O | 227
EKE LOW 2.51(0.50~
R o 1261)THY,
S Summary of findings : =LA
Y BLELRIL
v 3 Relative | | g2t cH &
D& Outcome BLARIL | LA | Difference | effect ExRD 5T
ﬁ a Eilb ®E | (95%C) | (RR) N e
5 (95%C) || z2EnE=
BEREEL BV
FAELERE 144 per | 251 per | 107 more | RR1.74 || s #BIT% 2.
50%LLF | 1,000 | 1,000 | per1,000 | (1.14to || @4 m iz B 5%
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