BJ g British Journal of Anaesthesia, 128 (1): 118—134 (2022)

doi: 10.1016/j.bja.2021.08.032
Advance Access Publication Date: 29 October 2021

Review Article

Selective serotonin reuptake inhibitors and
serotonin—norepinephrine reuptake inhibitors as adjuncts for
postoperative pain management: systematic review and meta-
analysis of randomised controlled trials

Li Wang"?**, Joshua Tobe', Emily Au®, Cody Tran®, Jane Jomy™’, Yvgeniy Oparin’,
Rachel J. Couban” and James Paul’

A ARFEF IR TR R F 0 8
BR —ix



?
Background BOK

« SSRI & SNRI iﬁ—%kﬁéﬂf WAL D DETH 5,

« 7 XY AHTSSRIDL/SULEIFIEMERICT L THFINTWLWBY,

« SSRI& SNRIFIEMERE ICEXZY, MBREBEEICIT? 7 7

LBIOYRTYT AL Ea—
« DuloxetinelZ. Tﬁfﬁ%'l‘irtﬁlf#% NMERAZE44Y
e LAL. FERICEDEVWIET Y ADEHIZXETELR L,

’
IMEERBEIEOMmBEIEE L TOSSRIESNRIOEZSMT 7= (C
VRATRT AV I LEA—/ARXRTFY I RAEITH T,

1) Wong J, Motulsky A, et al. BMJ 2017; 356: j603 4; de Oliveira Filho GR, Kammer RS, et al. J Clin Aneths 2020; 63: 109785
2; Patetsos E, Horjales-Araujo E. Pain Res Manag 2016; 2016: 2020915 5) Zorrilla-Vaca A, Stone A, et al. Reg Aneths Pain Med 2019; 44: 959-65
3) Marks DM, Shan MJ, et al. Curr Neuropharmacol 2009; 7: 331-6



Methods

Data sources and searches

e TODTF—ZR—X + 2 DODREEEIEFH A ~
« SELEWHOEIE ()

Eligibility criteria

i, BEEE. . MREmbT.
SSRIl or SNRI vs 774K or ¥JHaEE

®Bf%£t_% % ETHEBICI® S L 7=RCT

SNDRI (E>7 7<)

Phix. EITP DR
FMBE TH WL

FE % B [CSSRI/SNRI % (3£ /5
HERF, EEHICERE S RE (-)



Methods
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Data extraction /'
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Methods

Statistical analysis il
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Methods

Statistical analysis
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Methods

Subgroup analysis, sensitivity analysis, and meta-regression
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Methods

Subgroup analysis, sensitivity analysis, and meta-regression
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Citations identified through Citations identified through references searching
database searching (35 from other reviews plus 197 registered trial
(n=4674) record, n=232)
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Fig 1. Flow diagram of study selection. SNRI, serotonin—norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.
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Table 1 Baseline characteristics of 24 eligible RCTs. NR, not reported; so, standard deviation. *If age, BMI, weight, or height was reported as median and inter-quartile range or range, mean

and associated so were estimated.

Author Year Age {yr)(mean BMIor weight Female sex, n(%) ASA physical Interventions Duration of
[so])* (kg)/height (cm) status, n (%) treatment
(mean fo])* (days)
Selective serotonin reuptake inhibitors
Gordon and 1994 214 [5) Weight 63.4 41(59) NR Removal of bony Fluoxetine 10 7
colleagues™ [12.4] kg impacted mg-+morphine 6 mg
mandibular third us
molar placebo+morphine 6
mg vs fluoxetine 10
mg-+pentazocine 45
mg us
placebo+pentazocine
45 mg for 7 days
(starting 7 days
before surgery)
Chocron and 2013 67.1[8.9 BMI 27.6 [4.1] 50(14) NR Coronary artery Escitalopram 10 mgvs 194-201
colleagues™ bypass grafting placebo starting 14
21 days before
surgery to 180 days
i after surgery
Lunn and colleagues™ 2015 67.5 [7.1) BMI 29.15 [41] S8(49) 1: 30 (25.4) Total knee Escitalopram 10 mgus 7
2: 79 (67) arthroplasty placebo starting on
3:9(7.6) the day of surgery for
7 days
Serotonin—norepinephrine reuptake inhibitors
Amr and Yousef™ 2010 44 (6] Weight 83 [6] kg 150 (100) 1-2: 150 (100) Mastectomy with Venlafaxine 37.5 mgus 10
height 159 (5] axillary dissection gabapentin 300 mg vs
cm placebo daily starting
the evening before
surgery and
continued for the first
10 postoperative days
Ho and colleagues** 2010 65.5 [7.2) Weight 67.6 33(70) 1:3(6.4) Total knee Duloxetine 60 mg us 2
[12.1] kg; 2:37 (78.7) arthroplasty placebo starting 2 h
height 155 [9] 3:7(14.9) before surgery and 1
cm day after surgery
Saoud and Elkabarity’® 2013 50([11] Weight 65.1 [7) 25(56.8) 1 24 (54.5) Anterior cervical Duloxetine 60 mg us 28
kg 2: 20 (45.5) decompression placebo starting at
fusion least 2 weeks before
surgery to 2 weeks
after surgery
Nasr* 2014 421 (5.9 Weight 71.7 [S]  50(100) 1: 35 (74.5) Radical mastectomy Duloxetine vs placebo 196
kg 2: 12 (25.9) with axillary 60 mg for 2 days

dissection

(starting 2 days
before surgery) and
then continue for 2
weeks, then taper to
30 mg for 6 months

Continued
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Table 1 Continued

Author Year Age (yr) (mean  BMIorweight Femalesex, n(%) ASA physical Surgery Trial Interventions Duration of
[so])* (kg)/height (cm) status, n (%) arms reatment
(mean [so])* days)
Hyer and colleagues™ 2015 53.3 BMI 31.6 51 (48.5) NR Spine neurosurgery 2 Duloxetine vs placebo: 5
(lumbar micro- 30 mg for 5 days
discectomy, before surgery, and
anterior cervical then 60 mg for 90
discectomy and days after surgery
fusion, lumbar
decompression
and fusion)
Castro-Alves and 2016 422 [5.2] BMI 27.3 [3.7] 63 (100) 1: 47 (74.6) Abdominal 2 Duloxetine 60 mg vs
colleagues”’ 2: 16 (25.4) hysterectomy placebo 2 h before
surgery and 24 h after
surgery
Mantay and 2016 55.8 [10.5] BMI 25.33 [5] 50 (100) 1: 15 (30) Modified radical 2 Duloxetine 60 mg vs
colleagues™ 2: 34 (68) mastectomy placebo starting the
3:1(2) night before surgery
until 7 days after
surgery
YaDeau and 2016 65 [7.3] BMI 31.5 54 (51) 1:6(5.7) Total knee 2 Duloxetine 60 mg vs 5
colleagues™ 2:81(76.4) arthroplasty placebo starting from
3:19 (17.9) day of surgery for 15
days
Attia and Mansour™ 2017 46.9 [7.5] Weight 80.8 54 (45) 1: 68 (56.7) Lumbar 4 Duloxetine 60 mg vs
[14.1] kg; 2: 32 (26.7) laminectomy placebo vs etoricoxib
height 165.9 3: 20 (16.6) 120 mg vs duloxetine
[8.4] cm 60 mg+etoricoxib 120
mg starting 1 h before
surgery and repeated
after 24 h
Bedin and colleagues®' 2017 48[13] BMI 28 [5] 31 (54) 1: 18 (31.6) Lumbar spinal 2 Duloxetine 60 mg vs
2: 37 (64.9) fusion placebo starting 1 h
3:2(35) before surgery and
the following
morning
Altiparmak and 2018 53.1 [10.8] BMI 27.7 [3.3] 58 (61.7) 1: 32 (34) Elective repair of 3 Duloxetine 60 mg
colleagues’’ 2: 62 (70) lumbar disc (once) vs pregabalin
hemiation 75 mg vs placebo
starting 1 h before
surgery to 1 day after
surgery
Kassim and 2018 306 [2.0] Weight 76.3 [4.4] 75 (100) 1: 71 (94.7) Laparoscopic 3 Duloxetine 60 mg vs
colleagues*” kg; height 2:4(5.3) gynaecological duloxetine 60 mg+i.v.
174.2 [6.2] cm surgery for dexamethasone 0.1
infertility mg kg ' vs placebo at
2 h before surgery
El-Behairy and 2019 444 [8.1] BMI 22.4 [2] 27 (45) 1-2: 60 (100) Hip surgery 2 Duloxetine 30 mg vs

colleagues**

placebo starting 3

Continued
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Table 1 Baseline characteristics of 24 eligible RCTs. NR, not reported; so, standard deviation. *If age, BMI, weight, or height was reported as median and inter-quartile range or range, mean

and associated so were estimated.

Author Year Age {yr)(mean BMIor weight Femalesex, n(%) ASA physical Surgery Trial Interventions
[so)* (kg)/height (cm) status, n (%) arms
(mean [so])*
Selective serotonin reuptake inhibitors
Gordon and 1994 214 [5) Weight 63.4 41(59) NR Removal of bony 4 Fluoxetine 10
colleagues™ [12.4] kg impacted mg-+morphine 6 mg
mandibular third us
molar placebo+morphine 6
mg vs fluoxetine 10
mg-+pentazocine 45
mg us
placebo+pentazocine
45 mg for 7 days
(starting 7 days
before surgery)
Chocron and 2013 67.1[8.9] BMI 27.6 [4.1] 50(14) NR Coronary artery 2 Escitalopram 10 mg vs
colleagues™ bypass grafting placebo starting 14
21 days before
surgery to 180 days
i after surgery
Lunn and colleagues™ 2015 67.5 [7.1] BMI 29.15 [4.1] 58(49) 1: 30 (25.4) Total knee 2 Escitalopram 10 mg vs
2: 79 (67) arthroplasty placebo starting on
3:9(7.6) the day of surgery for
7 days
Serotonin—norepinephrine reuptake inhibitors
Amr and Yousef™ 2010 44 (6] Weight 83 [6] kg 150 (100) 1-2: 150 (100) Mastectomy with 3 Venlafaxine 37.5 mg us
height 159 (5] axillary dissection gabapentin 300 mg vs
cm placebo daily starting
the evening before
surgery and
continued for the first
10 postoperative days
Ho and colleagues** 2010 65.5 [7.2) Weight 67.6 33(70) 1:3(6.4) Total knee 2 Duloxetine 60 mg us
[12.7] kg; 2:37 (78.7) arthroplasty placebo starting 2 h
height 155 [9] 3:7(14.9) before surgery and 1
cm day after surgery
Saoud and Elkabarity’® 2013 50([11] Weight 65.1 [7] 25(56.8) 1 24 (54.5) Anterior cervical 2 Duloxetine 60 mg us
kg 2: 20 (45.5) decompression placebo starting at
fusion least 2 weeks before
surgery to 2 weeks
after surgery
Nasr* 2014 421 5.9 Weight 71.7 [S]  50(100) 1: 35 (74.5) Radical mastectomy 2 Duloxetine vs placebo
kg 2: 12 (25.9) with axillary 60 mg for 2 days
dissection (starting 2 days
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Selective serotonin reuptake inhibitors (SSRIs)
Gordon 1994 No High risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 0 High risk
industry
funding
Chocron 2013 Industry Lowrisk Low risk Lowrisk  Lowrisk  Lowrisk  Lowrisk Low risk 4 Lowrisk
funded
Lunn 2015 No Low risk Low risk Lowrisk ~ Low risk Lowrisk  Low risk Low risk 5 Lowrisk
. . industry
Risk of bias
Serotonin and norepinephrine reuptake inhibitors (SNRIs)
Amr 2010 Not High risk Low risk Low risk Low risk Lowrisk  Low risk Low risk 0 High risk
reported
Ho 2010 Not Low risk Low risk Low risk Low risk Lowrisk  Low risk Low risk 6 Low risk
reported
Saoud 2013 Not High risk Low risk Lowrisk ~ Low risk Lowrisk  Low risk High risk 0 Highrisk
n reported
L OW rI S k © Nasr 2014 Not Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 2 Lowrisk
reported
Hyer 2015 Industry Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 31 Highrisk
—g— N . . (0) funded
L] /\ i I_OW rlS k Q 14- trla | S (58 %)) Castro- 2016 No Low risk Low risk Lowrisk  Lowrisk ~ Lowrisk  Lowrisk Low risk 10 Low risk
Alves industry
— N A . 0 funding
[ ] 7 / & -[A /f t é 1 9 trl a | S 79 A Mantay 2016 Not Low risk Low risk Low risk Low risk Lowrisk  Low risk Low risk 0 Low risk
reported
o EI J {/ ) {j_ c j_ 0) Izg /\O L \ /ft 2 3 t . | <9 6 cy ) YaDeau 2016 N(; Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 9 Lowrisk
9 indust
= > 70N rla S 0 fundinrgy
. Attia 2017 No Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 0 Low risk
- ARSIMEDO R = 23 trials (96%)
= E 0] funding
Bedin 2017 Not High risk Low risk Lowrisk  Lowrisk  Lowrisk  Lowrisk Low risk 0 High risk
. ERIROLE -
PARS IE 7\ Altiparmak 2018 Not Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 0 Lowrisk
e . reported
T h— Q 'LIXEK% O) E *ﬁé’f t e 2 1 trla | S (88 % ) Kassim 2018 No Low risk Low risk Lowrisk  Lowrisk  Lowrisk Lowrisk Low risk 0 Low risk
N industry
-7 |—7 I\ jj A\EI —/ funding
} I L—E El-Behairy 2019 Not High risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 0 Highrisk
reported
Koh 2019 No Low risk Low risk Highrisk  Lowrisk  Highrisk  High risk Low risk 0 High risk
industry
n n funding
Bansal 2020 No Low risk High risk Highrisk  Highrisk  Highrisk  High risk Low risk 0 High risk
I rIS industry
a3 0 funding
-7 1 Bastanhagh 2020 No Low risk Low risk Lowrisk  Lowrisk  Lowrisk  Lowrisk Low risk 5 Lowrisk
e HEIRK TV FAHL = 3 trials (12%) e,
funding
® 20 (y J/\X | 0) %:l:% % )h\sg 1 tri al ( 4 (y ) Govil 2020 No Low risk Low risk Lowrisk  Lowrisk  Lowrisk  Lowrisk High risk 5 Highrisk
9 industry
0 J \El / o funding
Hatami 2020 Not Low risk Low risk Lowrisk  Low risk Lowrisk  Low risk Low risk 0 Lowrisk
reported
Hetta 2020 No Low risk Low risk Low risk Low risk Lowrisk  Low risk Low risk 8 Low risk
industry
funding
Sattari 2020 Not Low risk Low risk Low risk Low risk Lowrisk  Lowrisk High risk 0 Highrisk
reported
Takmaz 2020 No Low risk Low risk Lowrisk  Highrisk  Highrisk Highrisk Low risk 4 Highrisk
industry
funding
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Outcome
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RIs/SNRIs vs placebo (Pain relief)
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Duration of

No. of trials

Risk of bias

Inconsistency Indirectness

Imprecision Publication bias

Treatment association

Overall quality

follow-up (no. of (95% CI) of evidence
patients)
WMD RD,
(95% CI) % (95% CI)
Postoperative pain <6 h 18 (1126) Not serious' Serious Not serious Not serious Undetected, —0.73 cm (—1.04 § 18 (11-25)" Moderate
score on a 10 cm 2=78% symmetric to —0.42)
VAS (lower is funnel plot;
better)* Egger’s test
p=0.47
12h 12 (755) Not serious' Serious Not serious Not serious Undetected; —0.68 cm (—1.28 § 20 (2—37)" Moderate
’=96% symmetric to —0.07)
funnel plot;
Egger’s test
P=0.16
24 h 18 (1242) Not serious’ Serious Not serious Not serious Undetected, —0.68 cm (—1.16 § 16 (5—27)* Moderate
2=93% symmetric to —0.20)
funnel plot;
Egger’s test
P=0.77
48 h 14 (935) Not serious' Serious Not serious Not serious Undetected, —0.73 cm (—1.22 § 23 (8—37)" Moderate
°=95% symmetric to —0.23)
funnel plot;
Egger’s test
P=0.82
@ 72h 5 (447) Not serious' Serious Not serious ~ Serious? Uncertain: only —0.75cm (-1.78 22 (-6 to 49)* Low
’=96% five trials to 0.28)
@ 1 week 5 (385) Not serious' Serious Not serious ~ Serious? Uncertain: only —0.60 cm (—1.34 12 (-3 to 26)" Low
’=95% five trials 0 0 14)
10 daysto 1 7 (814) Not serious’ Serious Not serious Not serious Uncertain: only § —0.71 cm (—1.11 J§ 25 (12-37)* Moderate
month ’=93% seven trials to —0.31)
3 months 5 (608) Serious' Not serious Not serious Not serious Uncertain: only § —0.64 cm (—1.05 || 16 (6—26)" Moderate
2=79%" five trials to —0.22)
6 months 3 (508) Not serious Serious Not serious Not serious Uncertain: only § —0.95 cm (—1.64 || 23 (7—38)" Moderate
’=91% three trials to —0.25)



Result SSRIs/SNRIs vs placebo (Pain relief)
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Outcome Duration of No. of trials  Risk of bias Inconsistency Indirectness Imprecision Publication bias Treatment association Overall quality
follow-up (no. of (95% CI) of evidence
patients)
WMD RD,
(95% CI) % (95% CI)
Chronic 3 months 2 (90) Not serious Not serious Not serious Serious’ Uncertain: only § 0.33 (0.13-0.83) —22 (—6 to —29) || Moderate
postoperative ?=0% two trials
pain incidence 6 months 3 (190) Not serious Not serious Not serious Serious’ Uncertain: only | 0.41(0.23-0.72) —20 (-9 to —26) § Moderate

’=0% three trials



Result SSRIs/SNRIs vs placebo

(Opioid consumption and time to first rescue analgesia)
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Outcome Duration of No. of trials  Risk of bias Inconsistency Indirectness Imprecision Publication bias Treatment association Overall quality
follow-up (no. of (95% CI) of evidence
patients)
WMD RD,
(95% CI) % (95% CI)
Opioid <24h 13 (877) Not serious’ Serious Not serious Not serious Undetected; —12 mg (—-16 to § NA Moderate
consumption ’=97% symmetric -8
(mg, on oral funnel plot;
morphine Egger’s test
equivalent dose) P=0.07
48 h 9 (628) Not serious’ Serious Not serious Not serious Uncertain: only] —10 mg (=15 to § NA Moderate
2=97% nine trials =5)
Time to first <6h 10 (634) Not serious’ Serious Not serious Not serious Undetected; 73 min (27-118) § NA Moderate
analgesia (min) ?=99% symmetric

funnel plot;
Egger’s test
P=0.23



Result SSRIs/SNRIs vs placebo

(Patient satisfaction and quality of recovery)
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Outcome Duration of No. of trials  Risk of bias Inconsistency Indirectness Imprecision Publication bias Treatment association Overall quality
follow-up (no. of (95% CI) of evidence
patients)
WMD RD,
(95% CI) % (95% CI)
Patient satisfaction 12 hto 5 (305) Not serious’ Serious Not serious Not serious Uncertain: only §0.49 point (0.09 NA Moderate
score on a 4-point 6 months >=75% five trials —0.89)
Likert scale
(higher is better)
Patient satisfaction: 12—48 h 5 (335) Not serious’ Not serious Not serious Serious’ Uncertain: only §1.32(1.02—1.72) 18 (1—41) Moderate
good or excellent ’=64% five trials
Quality of recovery 24 h 3 (204) Not serious Serious Not serious Serious® Uncertain: only | 18.21 points (9.48 NA Low
on Quality of >=86% three trials —26.94)
Recovery-40 scale 48 h 2 (140) Serious/ Not serious  Not serious Serious’ Uncertain: only | 0.96 point (0.04 NA Low

(higher is better)

’=0%

two trials

—1.88)



R@SU ‘J[ SSRIs/SNRIs vs placebo(Adverse effects)
BEFERICEEE (—)

Outcome

Duration of
follow-up

No. of trials (no.
of patients)

(PONV, ®» £\, BR%, 5858, & O FE)

Risk of bias

Inconsistency Indirectness Imprecision Publication bias

Treatment association (95% CI)

RR (95% CI)

RD, % (95% CI)

Overall quality
of evidence

PONV

Dizziness

Drowsiness

Headache

Pruritus

12 h to 2 weeks

12 h to 2 weeks

12-48 h

12-48 h

12—-48 h

15 (1211)

13 (1072)

9 (786)
8 (425)

8 (425)

Not serious™

Not serious”®

Not serious™

Not serious™

Not serious™

Not serious
[’=36%

Not serious
[’=10%

Not serious
[*=27%

Not serious
[’=0%

Not serious
[’=0%

Not serious

Not serious

Not serious

Not serious

Not serious

Serious'

Serious'

Serious’
Serious’

Serious'

Undetected,
symmetric
funnel plot;
Harbord’s test
P=0.41

Undetected,;
symmetric
funnel plot;
Harbord’s test
P=0.82

Uncertain: only
nine trials

Uncertain: only
eight trials

Uncertain: only
eight trials

0.95 (0.72—1.25)

1.33 (0.84—2.10)

1.11 (0.46—2.68)
1.25 (0.63—2.48)

0.82 (0.38—1.78)

1.0 (=5.5 to 4.9)

.4 (—1.2 to 8.0)

D.5 (—2.6 to 8.1)

4(—21t08.3)

1.1 (—3.8 to 4.8)

Moderate

Moderate

Moderate

Moderate

Moderate



R@SU‘J[ SNRIs vs anticonvulsants

duloxetine & venlafaxine gabapentin & pregabalin

3 trials(231A)

aEE (—)

BAH L 2-4,12, 24, 48, 712 h, 1w, 10 d
BE e

PONV - & £\ - BB

SNRII 0 W LA SIS o
FEA A FEEE (24 )1

L 2% 2 — R £ TORE

aEDE (24,48 h)d

% 5 1
FBIEROX 1T & LA ( FEAE (6m)d

Low-quality evidence

Postoperative | 2104 2 Serious * Not serious Not serious | Serious " Uncertain: WMD 0.13 NA Low
pain on a 10 | hours (161) I =0% only two 0 -ll-i "' P
cm VAS trials . to 0.69)
(Tower is 12 hours | 1 Serious* | Not serious Not serious | Serious " Uncertain: WMD 0.10 NA Low
better) (100) only one FO
trial (=0.39 10 0.59)
24 hours | 3 Serious® Not serious Not serious | Serious * Uncertain: WMD 037 NA Low
" 2 = 63% only three . N
@0 F= 3% s A (-0.07 10 0.81)
48 hours | 3 Serious © Not serious Not serious | Serious ® Uncentain: WMD 0.66 NA Low
- 2 68% only three P
(231) I =68 wials N (=0.7102.02)
72 hours | 1 Serious” Not serious Not serious | Serious " Uncentain: WMD 0.10 NA Low
only one . .
(1on) wal (-0.29 10 0.49)
1 week 1 Serious * Not serious Not serious | Serious " Uncenain: WMD NA Low
(100y only one 0.2
trial 0.01004)
10 days 1 Serious * Not serious Not serious | Serious " Uncertain: WMD 0.10 NA Low
(100) :’r?h one (-0.08 10 0.28)
Gmonths | 1 Serious * Not serious Noi serious | Serious ¢ Uneertain: WMD -0.90 NA Low
(100) only one i B
trial (-1.26 10 -0.54)
Use of opioid | 6 months | | Serious * Not serious Not serious | Serious Uncentain: Low
for pain (100) only one RR 0,47 -18%
management trial (0.22 10 0.99) (-0.3% 10 -26%)
at 6 months
Opioid 24 hours |1 Serious* | Not serious Not serious | Serious Uncenain: WMD 19 me NA Low
consumption (100) only one (.LHm 21:l N
(mg)* trial
Quality of 24 hours | | Serious * Not serious Not serious | Serious * Uncentain: WMD -6.00 NA Low
recovery on (70) only one . )
. . -5.80 10 -3.2
Quality of trial (-8.80 10 -3.20)
recovery-40 | 48 hours | 1 Serious© | Not serious Not serious | Serious ¢ Uncentain: WMD -7.00 NA Low
scale (higher (70) only one . )
is better) trial (-8.3910-5.61)
Time to first | 24 hours | 2 Serious* | Not serious Not serious | Serious ¢ Uncertain: WMD 40 NA Low
analgesia (161)y IP=53% only two minutes
(minutes) trials (-71 10 -10)
48 hours | 2 Serious*© Not serious Not serious | Serious * Uncentain: RR 159 14% Low
PONV 3 only two o )
(130 wrials (0.94 10 2.69) (1% 10 41%)
4
48 hours | 2 Serious © Not serious | Serious * Uncertain: RR 199 9% Low
Dizziness 3 =%, only two )
(30 0 wrials (0.86 10 4.62) (=1% 10 33%)
48 hours | 1 Serious © Nol serious Not serious | Serious " Uncertain: RR 3.00 17% Low
Headache 7 only one N )
70 wial 08910 10.16) | (-1% 10 79%)
48 hours | 1 Serious © | Not serious Not serious | Serious ¢ Uncertain: RR 5.00 239 Low
Pruriti 7 only one - .
uris a0 mﬁ (L181021.19) | (1%10115%)
Patient 48 hours ]-. Serious * Not serious Not serious | Serious ® g:llic;;llcin: RRO.73 Low
satisfaction (70) M (0.51 1o 1.05) (=36% 10 4%)

trial




Resylt SNRIs vs NSAIDs

duloxetine etoricoxib

Low-quality evidence

1 trial (60 A) FEHERE = YD ERTAT

Postoperative | 6 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD -0.50 NA Low
pain on a 10 L only one :
DVAS (©0) il (10910 0.09)
(lower is 12 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD 0.0 NA Low
better) (60) a only one N
trial (-0.37100.37)
—_ 7 24 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD 0.50 NA Low
—_— a only one -
/§\ /T (60) wial (-0.04 10 1.04)
48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: ; NA Low
1=/ \ q (60) . only one WMD 0.0
TI \]-/f % 6 1 2 2 4 8 trial (-0.37100.37)
7 7 7 Opioid 24 hours | 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD -5 me NA Low
SN consumption (60) ! only one ) N
£ SHE= (24, 48 h
/ = i y 48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD -0.8 mg NA Low
(60) * only one
:l—_- trial (6104)
l/ 2 # l —— T E % i z » O) HT-I- Faﬁ Time to first | 24 hours | 1 Not serious | Not serious Not serious Very serious | Uncertain: WMD -14 NA Low
analgesia (60) L only one .
" X minutes (-30 to 3)
3 (minutes) trial
~ 48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: 'y Low
y RR 1.0 0%
PONV g ly ) )
700 / e (60) oy one (04102.5) (-14% 10 35%)
Y — EE \ =~ \[= 48 hours | 1 Not serious | Not serious Not serious Very serious | Uncertain: RR 2.0 7% Low
Dizziness a Iy = ’
P O N V ° &5 L AN HE )_(\J ° jyi=} % ° % j Elé 1eaness (60) orone 04010 1011) | (-4%1061%)
48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: RR 2.0 3% Low
D ,‘.' S a l - -
ronsIness (60) it 0.1910209) | (-3%10 66%)
48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: RR 167 7% Low
Headache 0 only one ' e,
(60) “'iﬂf ! (0.44 10 6.36) (-6% 10 54%)
48 hours 1 Not serious | Not serious Not serious Very serious | Uncertain: RRO075 3% Low
Pruritis 0 only one N o
o (6 i 0.18103.07) | (-11% 10 28%)
: 24 N i i i i in: ,
Patient 4 hours 1 ot serious | Not serious Not serious :/ery serious g:llse;il :1 RR 0.94 5% Low
satisfaction (60) o (0.68 to 1.30) (-24% 10 23%)

trial




Result
Small study effects = #®HINT

Subgroup analysis, meta-regression, and sensitivity analysis
L#77» TR - X ZERS R

SNRI vs SSRI
- JAEEHARE  =3H vs >3H
. /\“/f 72 Y X2 (high vs low)
c BHRRAT (RBKRTHvs 2I70Z) - EBFTHST
- FiToiERE
- MEFDTEZE
- BEBEE (BEERE vs 2fNaT 7))

N SSRI/SNRI vs placebo
. BE S SHM%EEA a7 (6m)
« DerSimonian-Lairdi%s < Hartung-Knapp-Sidik-Jonkmanis |« FH43 (3,6 m)
. REEE > REEE N -+ BEOWER
. 185 + PONV = PONV } CESE el o AEZ (-)




DiSCUSSION  Main findings

Moderate-quality |+ 2% - BT (VAS 0.64-0.95 cmd)
evidence - IBIEATERNE | A 20%
(SSRISNRI vs placebo) - o o f 1IWEES (24 h: 12 mgd, 48 h: 10 mgd)
« LZF 21— EAETCORMAEN = FEH A FEKHR (+)
+ HEERR + b N ICEEBREL

Low-quality « duloxetine or venlafaxine = gabapentin or pregabalin(=10 d)

evidence « duloxetine = etoricoxib
eI
w5 A DAR B = Venlafaxine
17% /NIBXDuloxetine AA Tl
_2_4 SSRI BRHINDE LNAEWLD,
eligible 13% SNRI Duloxetine SNELHAH LAZE L
trials 87%

83%



Discussion

Strengths

¢« INRTHDEETHR

+ 11 trials

2% & EBENREANDME

+ RERBNT - 77— 7D - XX [EF
DerSimonian-Lairdj% + Hartung-Knapp-Sidik-Jonkmanj

{4 Dtrial T/N A 7 XY X7 5l
< GRADE7 7A—F CTCIET v ADE% 31




Discussion

limitations A

NE - BFEIFFAEL TULAEL,

FiiotEsE - A 0EYEL - ARAEICEEE (+)

BEBY 7L —THREBORLTWAATEYE (+)

BEROWCDOMIE, B%CIAE L. FRIGEW = BEEN TR D AEENE (+)
IE 75 SSRI/SNRIOTELRE., IS5 KEA - Biff] - EZAE L TL 7Ly,



v' Pain relief
v" Opioid consumption

DiSCUSSiOﬂ Relation to other studies v Statistical analysis

LBIOY R TR T Ay LEa—

e 13 trials®d &

e Duloxetine® & MH (=1i7#& 48 h) DEhE D A

 BHEFCAA HER (24h 48h) DI LT R EFEIE < T
« SMD (iZ#fvFEHZE) *

SRS A T T4y 7L Ea—

24 trials

SSRI/ SNRIOEE =M - BHOzHE (10d -6 mTEAY )
mAEAEFTA KBEESZE (24 h, 48 h)d

BEHX 33d, 1lwTEAEERE (-)

R T ML = — R R — L ICE R

S:hA:D - WMD Moderate-

quality evidence

Low-quality
* SMDIZE&E M (255 L evidence



v' Adverse effects

D|SCUSS|OH Relation to other studies v Patient satisfaction

LBIOYATYT A v 7L E31—
BEOHEE BEE (—)
Duloxetine : PONV®D U X 7 4 (1 triald &)

FEIDOYRATIT A4y 7L Ea—
SSRI / SNRI vs placebo
- BEmEESD
« BEERICEEE (—)
s IES & B A4 1T E & N A
BS (BH & YL SEE) Ok R

dinl

Moderate-
quality evidence

Low-quality
evidence



v Subgroup analysis

D|SCUSS|OH Relation to other studies v meta-regression

LBIOYRTYT 4w 7L E2—
Duloxetine : ANWAEZEDOAFEA A4 KHEEZE (24 h, 48 h)d
(1 triald &)

FEIDOYRATIT 4y 7L Ea—

Y77 —7hE (—)

@, SSRIIZSNRIL V) -+
o WEBRBEERT 2MELD A UMEE
« SSRIDtriallEIEBICEA RN T L3S
- RCTHARE




Conclusion

ZEN L EMNE T 7 omBiE s L TDOSSRI/SNRIOFER 1.
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