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Appendix 1: Search strategies

Preliminary searches performed 13 November 2013
Total number of references identified: 16895 references
Number of duplicates removed: 3189 references
Number of references in final list: 13706 references

Batch name: 131113 J Wetterslev_GABA

Cochrane Central Register of Controlled Trials (CENTRAL)(Issue 10 of 12, 2013) in The Cochrane Library
(2411 hits in CENTRAL)

#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE, Therapeutic use -
TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#4 (gaba* or neurontin* or neurotonin® or horizant*)

#5#1 or #2 or #3 or #4

#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged

#11 #9 and #10

MEDLINE (Ovid SP)(1946 to November 2013)(7072 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1or2or3o0r4

6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))

EMBASE (1974 to November 2013)(3653 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1or2or3o0r4

6. exp pain/




7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (http://apps.webofknowledge.com)(1900 to November 2013)(3759 hits)
#3 3,759 #2 AND #1

#2 385,187 TS=(pain*)

#1 68,630 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Preliminary searches performed 30 June 2014

Total number of references identified: 16861 references
Number of duplicates removed: 3592 references
Number of references in final list: 13569 references
Number of new references: 789 references

Batch name: 140701 _J Wetterslev_GABA

Cochrane Central Register of Controlled Trials (CENTRAL)(Issue 6 of 12, 2014) in The Cochrane Library
(2619 hits in CENTRAL)

#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE, Therapeutic use -
TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#4 (gaba* or neurontin* or neurotonin* or horizant*)

#5 #1 or #2 or #3 or #4

#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged

#11 #9 and #10

MEDLINE (Ovid SP)(1946 to July 2014)(6319 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1or2o0r3o0r4

6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))




EMBASE (1974 to July 2014)(3847 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1lor2or3o0r4

6. exp pain/

7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (http://apps.webofknowledge.com)(1900 to July 2014)(4076 hits)
#3 4,076 #2 AND #1

#2 417,945 TS=(pain*)

#1 72,059 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Preliminary searches performed 14 November 2014

Total number of references identified: 17315 references
Number of duplicates removed: 4105 references
Number of references in final list: 13210 references
Number of new references: 462 references

Batch name: 141114 J Wetterslev_GABA NEW

Cochrane Central Register of Controlled Trials (CENTRAL)(Issue 11 of 12, 2014) (2645 hits)

#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE, Therapeutic use -
TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#4 (gaba* or neurontin* or neurotonin® or horizant*)

#5#1 or #2 or #3 or #4

#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged

#11 #9 and #10

MEDLINE (Ovid SP)(1946 to November 2014)(6549 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1or2or3o0r4




6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))

EMBASE (1974 to November 2014)(3962 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1or2or3o0r4

6. exp pain/

7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (1900 to November 2014)(4159 hits)
#3 4,159 #2 AND #1

#2 417,588 TS=(pain*)

#1 72,305 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Preliminary searches performed 9 April 2015

Total number of references identified: 17466 references
Number of duplicates removed: 4042 references
Number of references in final list: 13424 references
Number of new references: 126 references

Batch name: 150409 J Wetterslev_GABA

Cochrane Central Register of Controlled Trials (CENTRAL) (Issue 3 of 12, 2015) (2629 hits)

#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE, Therapeutic use -
TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers: [Adverse effects -
AE, Therapeutic use - TU]

#4 (gaba* or neurontin* or neurotonin*® or horizant*)

#5#l or#2 or#3 or #4

#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged

#11 #9 and #10




MEDLINE (Ovid SP)(1946 to April 2015) (6432 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1lor2or3o0r4

6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))

EMBASE (1974 to April 2015) (4081 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1or2or3o0r4

6. exp pain/

7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (1900 to April 2015) (4324 hits)
#3 4,324 #2 AND #1

#2 430,421 TS=(pain*)

#1 73,791 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Preliminary searches performed 23™ September 2015
Total number of references identified: 18200 references
Number of duplicates removed: 4184 references
Number of references in final list: 14016 references
Number of new references: 1188 references

Batch name: 150915 J Wetterslev_ GABA

Cochrane Central Register of Controlled Trials (CENTRAL) (Issue 8 of 12, 2015) (2798 hits)

#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE,
Therapeutic use - TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse
effects - AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers:
[Adverse effects - AE, Therapeutic use - TU]

#4 (gaba* or neurontin* or neurotonin® or horizant*)

#5 #1 or #2 or #3 or #4



#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged
#11 #9 and #10

MEDLINE (Ovid SP) (1946 to September 2015) (6621 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1or2or3o0r4

6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))

EMBASE (1974 to September 2015) (4289 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1or2o0r3o0r4

6. exp pain/

7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (1900 to September 2015) (4492 hits)
#3 4,492 #2 AND #1

#2 445,898 TS=(pain*)

#1 75,431 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Preliminary searches performed 12" April 2016

Total number of references identified: references
Number of duplicates removed: references
Number of references in final list: references
Number of new references: references

Batch name: 160412 _J Wetterslev._ GABA

Cochrane Central Register of Controlled Trials (CENTRAL) (Issue 4 of 12, 2015) (2993 hits)




#1 MeSH descriptor: [Amines] explode all trees and with qualifiers: [Adverse effects - AE,
Therapeutic use - TU]

#2 MeSH descriptor: [gamma-Aminobutyric Acid] explode all trees and with qualifiers: [Adverse
effects - AE, Therapeutic use - TU]

#3 MeSH descriptor: [Cyclohexanecarboxylic Acids] explode all trees and with qualifiers:
[Adverse effects - AE, Therapeutic use - TU]

#4 (gaba* or neurontin® or neurotonin® or horizant*)

#5 #1 or #2 or #3 or #4

#6 MeSH descriptor: [Pain] explode all trees

#7 pain*

#8 #6 or #7

#9 #5 and #8

#10 adult* or middle age* or aged

#11 #9 and #10

MEDLINE (Ovid SP) (1946 to April 2016) (6625 hits)

1. exp Amines/ae, tu [Adverse Effects, Therapeutic Use]

2. exp gamma-Aminobutyric Acid/ae, tu [Adverse Effects, Therapeutic Use]

3. exp Cyclohexanecarboxylic Acids/ae, tu [Adverse Effects, Therapeutic Use]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, original title, name of substance
word, subject heading word, keyword heading word, protocol supplementary concept, rare disease
supplementary concept, unique identifier]

5.1or2or3o0r4

6. exp Pain/

7. pain*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, keyword
heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]
8.60r7

9.5and 8

10. limit 9 to (humans and ("all adult (19 plus years)" or "young adult (19 to 24 years)" or "adult (19 to 44
years)" or "young adult and adult (19-24 and 19-44)" or "middle age (45 to 64 years)" or "middle aged (45
plus years)" or "all aged (65 and over)" or "aged (80 and over)"))

EMBASE (1974 to April 2016) (4474 hits)

1. amine/ae, dt, th [Adverse Drug Reaction, Drug Therapy, Therapy]

2. 4 aminobutyric acid/ae, dt [Adverse Drug Reaction, Drug Therapy]

3. cyclohexanecarboxylic acid derivative/ae, dt [Adverse Drug Reaction, Drug Therapy]

4. (gaba* or neurontin* or neurotonin* or horizant*).mp. [mp=title, abstract, subject headings, heading word,
drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
5.1or2or3o0r4

6. exp pain/

7. pain*.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

8.60r7

9.5and 8

10. limit 9 to (human and (adult <18 to 64 years> or aged <65+ years>))

Science Citation Index Expanded (1900 to April 2016) (4717 hits)
#3 #2 AND #1

#2 TS=(pain*)

#1 TS=(gaba* or neurontin* or neurotonin* or horizant*)

Google Scholar search



After the 1st search, 13th November 2013
Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

After the 2nd search, 30th June 2014

Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

Limits: titles from 1% November 2013 and on

After the 3rd search, 14th November 2014
Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

Limits: titles from 1% June 2014 and on

After the 4th search, 9th April 2015

Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

Limits: titles from 1% November 2014 and on

After the 5th search, 23rd September 2015
Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

Limits: titles from 1% April 2015 and on

After the 6th search, 12" April 2016

Gabapentin AND Postoperative pain

Gabapentin AND Acute pain management
Gabapentin AND Perioperative pain management

Limits: titles from 1% September 2015 and on



Appendix 2: Opioid conversion table

Opioid

Administration

Opioid: Intravenous morphine

1 mg Fentanyl

V.

100 mg morphine

1 mg Hydromorphone V. 5 mg morphine
1 mg Morphine oral oral 0.33 mg morphine
1 mg Nalbuphine V. 1 mg morphine
1 mg Pethidine/Meperidine V. 0.13 mg morphine
1 mg Propoxyphene V. 5 mg morphine
1 mg Tramadol oral oral 0.07 mg morphine




Appendix 3: Forest plot of 24-hour morphine consumption from all trials estimates
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Test for submrous differences: Chi*= 470, 8f =5 (P =0.45), F = 0%
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Appendix 4: TSA of 24-hour morphine consumption in the cholecystectomy subgroup, all trials
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Appendix 5: TSA of 24-hour morphine consumption in the hysterectomy subgroup, all trials
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Appendix 6: TSA of 24-hour morphine consumption in the mastectomy subgroup, all trials
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Appendix 7: TSA of 24-hour morphine consumption in the orthopedic arthroplasty subgroup, all

trials
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Appendix 8: TSA of 24-hour morphine consumption in the spinal subgroup, all trials
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Appendix 9: TSA of 24-hour morphine consumption in the thoracic surgery subgroup, all trials
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Appendix 10: Forest plot of SAEs from all trials

Gabapentin Contrad Risk Ratio Risk Ratic
Study or Subgroup  Events Total Evenis Total Weight M-H, Fixed, 38% € M-H, Fixed, 88% €I
1.14.4 Cholecystectonmy
Srivastava 2010 0 60 0 60 Not estimable
Subtotal {858% C) 88 80 Not astimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.14.2 Hystleractomy
Ajori 2011 0 69 0 69 Not estimable
Dierking 2003 0 39 0 32 Not estimable
Fassoulaki 2006 0 27 0 24 Not estimable
Gilron 2004 1 20 2 22 6.9% 0.55[0.05, 5.61] =
Khan 2013 0 34 0 35 Not estimable
Subtotal {(85% O 189 82 8.8%  0.55[0.05, 8.61) e
Total events 1 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.61)
1.14.3 Mastectomy
Dirks 2002 0 31 0 34 Not estimable
Fassoulaki 2002 0 25 0 25 Not estimable
Sublotal {(85% Ch) 58 59 Mot estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.44.4 QOrthopasdic surgery
Lunn 2015 6 183 1 91 49%  2.98[0.36, 24.41]
Paul 2013 0 52 0 49 Not estimable
Subtotal {88% Ch 238 440 4.9% 2.98 [0.36, 2441} e
Total events 6 1
Heterogeneity: Not applicable
Test for overall effect: Z=1.02 (P = 0.31)
1.14.5 Spinal surgery
Vahedi 2011 0 36 0 40 Not estimable
Subtotal (95% Cf) 38 49 HNot estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.14.8 Thoragic surgery
Grosen 2014 13 52 8 52 29.1% 1.63[0.74, 3.59] I
Hout 2007 1 28 0 28 1.8%  3.00[0.13, 70.64]
Kinney 2011 4 57 5 63 17.3% 0.88[0.25, 3.13] . B
Ucak 2011 7 20 11 20 40.0% 0.64 [0.31, 1.30] —&4
Subtotal (85% C) 187 163 88.2% 105088, 171 <o
Total events 25 24
Heterogeneity: Chi? = 3.56, df = 3 (P = 0.31); = 16%
Test for overall effect: Z=0.24 (P =0.81)
Total (35% &1} 733 844 100.0% 112 [8.74, 1.77] ’
Total events 32 27 !

0.01 0.1 1 10 100
Favours Gabapentin  Favours Control

Heterogeneity: Chi? = 4.93, df = 5 (P = 0.42); = 0%
Test for overall effect: Z = 0.48 (P = 0.63)
Test for subgroup differences: Chi? = 1.23, df = 2 (P = 0.54), 2= 0%




Appendix 11: TSA of SAEs in the thoracic surgery subgroup, all trials
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Appendix 12: Forest plot of VAS 6 hours at rest, all trials

Gabapentin Contrsl

HMean Difference

Hean Differance

Study or Subgroup  Mean [VAS] SD [VAB] Total Mesn [VAS] 80 [VAG] Total Weight ¥, Rand BEY% €1 [VASE W, Random, 85% CF {VAS]
2.1.1 Cholecystectomy

Hoseini 2015 164 02 2 309 16.1 22 28% -14.50 {-20.50, -8.50} -
Mishra 2016 30.7 4.4 30 3 21 30 3.0% -0.30[-2.04, 1.44}

Srivastava 2010 23 317 80 49 3.33 80 3.0% -28.00 [-27 .18, -24.84] N
Subtotal {95% & kR F 112 &% -15.80 33,36, 417 i
Heterogeneity: Tau® = 301.60; Chiz = §78.37, df = 2 (P < 0.00001); 1# = 100%

Test for overall effect: Z = 1.35 (P = 0.18)

2.1.2 Hystersctomy

Ajori 2011 40 30 #9 83 28 89 25% -23.00 [-32.68, -13.32} T
Badawy 2014 40 5 19 45 5 19 2.9% -5.00 8.18, -1.82] -
Behdad 2012 a8 9.8 30 66,2 137 31 2.8% -28.20 |-34.12, -22.28} "
Dierking 2003 14.42 15.25 40 2153 18.59 46 2.7% -1 41 [-14.86, 0.04] -
Durmus 2007 45 51 25 52 61 2B 09% ~7.00 [-38.17, 2417} "
Fassoulaki 2005 krd 28 25 20 31 28 1.9% -3.00 [-18.88, 12.88} Tm—p—
Fassoulaki 2008 257 161 27 268 186 24 2.4% ~1.10[-11.02, 8.82} -1
Frouzanfard 2013 356 15 25 858 18 25 2.5% -30.00 [-39.18, -20.82] e
Ghafari 2009 42.5 3.5 33 58.1 4 33 3.0% -158.80 [-17.41,-13.79} -
Gilron 2004 29 4 23 39 3 24 30% -10.00 [-12.08, -7.97) >
Khan 2013 36.17 134 34 52 10.51 35 28% +15.83 [-21.52, -10.141 -

Ray 2015 56.16 1424 30 77 29 30 27% 2084 [-27.72, -13.96} —
Sekhavet 2008 37.8 208 49 76.5 224 49 26% -38.70 [-47.26, -30.14] b

Sen 2009 28 4 20 41 47 20 4% -13.00 [-36.13, 10.131 -
Turan 2003a 18 16 25 42 10 25 27% ~24.00 [-31.40, -16.50] —
Verma 2008 3 14 25 32 16 25  26% -8.00 (-17.33, -0.67} b
Sudbtotat {06% 1) 488 e aea% <1643 20,62, « 12,243 L 2
Heterogeneity: Tau® = 52.07; Chi* = 141,40, df = 15 (P < 3.00001) 1 = 88%

Test for overal effect: Z = 7.68 {P < 0.00001)

2.1.% Mastectomy

Dirks 2002 14 16 31 18 15 34 26% -4.00 [-12.10, 4,10 '
Doha 2010 18 17 30 33 11 29 2Z7% «16.00 [-22.28, -7.72} -
Fassoulaki 2002 7 0 25 g 19 25 24% <200 [-12.81,8.81] B
Gosai 2015 38 5 30 52 8 30 2.9% ~16.00 {-19.38, -12 62 -
Grover 2009 10 8.15 27 10 8.15 23 2.9% 0.00 [-4.53, 4,53} T
Kim 2004 27 222 21 29 176 20 2.2% -2.00 [-14.23, 10.23} -
Metry 2008 12.52 9.5 g7 241 13 34 2.8% -11.58 {-16.51, -6.85] -
Subkotal {95% Cf) E53 85 18.5% ~2.80 13,74, .87 L J
Heterogeneity: Tau® = 49.77; Chi* = 38 89, df = 6 (P < D.00001); I* = 85%

Test for overal effect: Z = 2.58 (P = 0.010)

2.1.4 Urthopaedic surgery

Subiotal {35% O kil Ll ot estimable

Heterogeneity. Not applicable

Test for overali effect: Not applicable

2.4.5 Bpinat surgery

Erien 2010 2589 7.1 39 308 88 20 29% -4.611-9.07, -0.15} 1
Khan 2010 44.4 14.55 180 88 1" 25 2.8% ~23.60 [-28.50, -18.70} -
Panday 20042 36.5 1287 80 615 13 20 2% -26.00 [-31.37, -18.63} e
Radhakrishnan 2005 10 125 30 10 125 30 27% 0.00 [-6.33, 6.33} e
Turap 20036 i3 15 25 24 8 25 25% -11.00 [-20.18, -1.82] T
Vahedi 2011 611 209 38 56.8 244 40 24% 4.30 [-5.89, 14.49} T
Ozgencit 2011 24 6.7 30 33.3 0.9 30 29% -8.30 [-13.88, -4.72} -
Subtetal {95% O 380 194 10.4% A047T (1802, -2.32) ’
Heteregeneity: Tau®= 100,36, Chi# = 72,84, df = & (P < 0.00001}; I = 2%

Test for overali effect: Z= 254 (P = 0.01)

2.4.6 Thoracle surgery

Grosen 2014 8.84 12897 52 1385 17.94 52 28% =741 113,43, -1.08} ]
Hout 2007 ¢ 5.93 23 4 37 28 2.9% 0.00[-2.78, 2.78} T
Kinney 2011 27 252 57 28 262 68 2.5% -1.00 [-10.03, 8.93} -1
Kosucy 2013 29 12 29 42 21 31 2.6% -13.00 [-21.59, -4.41} e
Menda 2010 20 3 30 30 48 36 15% -10.00 [-30.45, 10.45] N
Omran 2006 35 45.58 25 81 4569 25 1.2% -26.00 [-51.30, -0.70}

Ucak 2611 298 4 20 50 83 20 1.1% «20.10 [-48.60, B.40} ™
Subtotal (95% G 236 HE  14.5% -5.53 [-12.42, -0.84] L 2
Heteroganeity: Tau? = 29.37; Chi® = 18,50, df = 6 {P = 0.01); F = 64%

Test for overall effoct: 2= 224 (P =0.02)

Total {85% Cf} 1468 1255 1060.8% -12.14 [«15.80, 8.48] *
Meterogeneity: Tau? = 116 68, Chiz = 1030.96, df = 38 {P < 0.00001}; I = 86% 1100 2o 5?0 w{f

Test for overall effect: Z » 6.51 {P < 0.00001)
Test for subaroup differences: Chi? = 9.68, df = 4 (P = 0.05), F = 58.7%

Favours Gabepentin - Favours Gontrod




Appendix 13: Forest plot of VAS 6 hours at mobilization, all trials

CGabapentin

Contrel

Study or Subgroup  Mean [VAS] SDIVAS] Total Mean [VAS] 5D IVAS] Total Waight

TRean Difference

Y, Remdom, 96% CI IVASE

Muean Difference
IV, Randem, 85% Cf [VAS]

2.2.4 Cholegystectomy

Srivastava 2010 59 333 80 705
Subtotal (85% G 40
Heterogenaity: Not applisable

Tast for overall effect: Z = 18.44 (P < 0.00001)

2.2.2 Mystersctomy

Dierking 2003 4253 258 40 5108
Durmus 2007 87 77 25 78
Fassoulaki 2605 40 67 25 53
Fassouiaki 2006 47.8 197 27 45,1
Sen 20082 32 3420 58
Turan 2003a 3.2 17 25 43
Subiotsl (95% CB 162

Heterogeneity: Tau? = 0.36; Chi? = 5.03, df = 5 (P = 0.41), P= 1%
Test for overall effect: Z = 2.91 {P = $.004)

2.2.3 Masteciomy

Dirks 2002 19 2 31 31
Fassoulaki 2002 21 3% 25 22
Grover 2008 30 1481 27 30
Kim 2004 42 252 21 a7
Metry 2008 2052 1448 67 313
Subtotal [95% 11

Heterogeneity: Tau® = 32.18; Chi = 3.78, df = 4 (P = (.04); I* = 59%
Test for overal effect: Z = 1.49 {P = 0.14}

2.2.4 Orihopasdic surgery

Subtotal (05% CF )
Heterogeneity: Not applicable

Tast for overall sffect; Not applicable

2.2.5 Spinal surgery

Radhakrishnan 2005 20 15 30 30
Subtotal (98% CH 30
Heterogeneity: Not applicable

Test for overall gffect: Z = 2.13 {P =(.03)

2.2.6 Thoracie surgeey

Grosen 2014 1242 1885 52 2129
Menda 2010 435 57 30 85
Omran 2006 80 3516 25 80
Ucak 2611 39 20 20 55
Subtotal [95% CF) 127

Heterogeneiy: Tau® = 0.00; Chi# = 1.60, df = 3 (P = 0.66); = 0%
Test for overall effect: Z = 3.27 {P =0.001)

Total {35% O 550
Heterogeneity: Tau® = 10.22; Chi* = 25.60, df = 16 (P = 0.06); 2= 37%
Test for overall effect; 2 = 8.56 (P <0.00001)

Test for subgroup differences: Chi* =444, df =4 (P = 0.39), P = 34%
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Appendix 14: Forest plot of VAS 24 hours at rest, all

trials

Gabapentin

Gontred

Study or Subgroup  Mean [VAST 8D [VAS] Total Mean [VAS] SD[VAS! Total Yésight

2.2.1 Chelecysteciomy

Bekawi 2014 87 5.6 30 &
Mishra 2016 201 3.4 30 28
Srivastava 2010 21 3.25 60 28
Subrotal {98% CI) 120

Mean Dffersnce
B lom, #5% £ [VAS]

Wean Difference
B, Random, 5% Cl [VAST

6.2
4.1
333

Heterogeneity: Tau® = 19.38; Chi* » 44.02, df = 2 (P < 0.00001); P = 95%

Test for overall effect: Z = 1.24 (P = 8.22)

2.3.2 Hysterecinmy

Aori 2011 2 8 B89 8
Badawy 2014 20 25 19 25
Behdad 2012 253 5 30 42.7
Dierking 2003 13.64 1819 40 15.21
Durmus 2007 27 40 25 i
Fassoulaki 2005 16 27 25 7
Frouzantard 2013 58 58 25 17.2
Ghafar 2008 181 3 33 348
Gilron 2004 13.82 125 23 2363
Khan 2013 8.52 743 34 2428
Ray 2015 37 1256 30 54 66
Sekhavet 2009 401 145 49 52.7
Sen 2009a 2 5 20 18
Turan 2003a 5 7 25 1€
Verma 2008 12 13 25 21
Subtotal {95% CH 472

Heterogeneity: Tau? = 38.17; Chi* = 131,90, df = 14 (P < 0.00001): P =
Test for overall effect: Z = 5.67 (P < £.00001)

2.%.3 Masteciomy

Fassoulaki 2002 4 12 25 7
Kim 2004 23 19 21 20
Metry 2008 18.49 1494 67 23
Subtotal {95% Of) 113

Hetercgensity: Tau? = 0.00; Chi* = 1.84, df = 2(P = 0.40)%; ?= 0%
Test for overall effect: Z = 1.29 (P = £.20)

2.3.4 Orihopaedic surgery

Clarke 2009a 36,43 2587 20 51
Clarke 2008b 13 397 76 14
Paul 2045 245 16.1 48 238
Subtotad {85% Ci} 153

Heterogeneity: Tau® = 1.59; Chi* = 2.26, df = 2{(F = 0.32); = 11%
Test for overall effect: Z = 0.75 (P = 0.45)

2.3.5 Spinal surgery

Erton 2010 922 804 39 13
Leung 2006 60 20 9 50
Panday 2004a 25.73 1507 80 45
Turan 2003b 7 8 25 11
Vahedi 2071 258 195 36 34
Szgencit 2011 11 48 30 15
Subtotal (85% G 219

Heterogensity: Tau? = 29.11; Chiz = 1884, fF =5 (P = 0001}, ¥ = 75%
Test for overall effect Z = 2.29 (P = 8.02)

£.3.6 Thoracke surgery

Grosen 2014 6.58 13.81 52 1243
Hout 2007 5 59.3 23 ¢
Kinney 2011 29 182 &7 31
Kosuou 2013 13 8 29 3z
Menda 2010 23 35 30 38
Omran 2006 32 38.66 25 54
Rapchuk 2010 18 33 27 21
Ueak 2011 12 0.1 20 30
Subtotal {95% Clj 283
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Hetercgeneity: Tau? = 60.63; Chif = 24.70, df = 7 {P = 0.0009); ¥ = 72%

Test for overall effect: 2 = 2,59 (P = 8.010)

Totat {95% €I} 1340
Heterogeneity: Tau? = 32.02; Chi? = 360 05, df = 37 (P < Q.00001); P =
Test for overall effoct: 7 = 6.64 (P < £8.00001)
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Test for subaroup differences: Chi* = 20.30. df =5 (P =0001), P=754%
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APPENDIX: Gabapentin in procedure-specific postoperative pain management — preplanned subgroup analyses from a systematic
review with meta-analyses and trial sequential analyses

Appendix 15: Forest plot of VAS 24 hours at mobilization, all trials

‘Gahapsiin Comirnl Hean CiHsprcs Hean DiHarercs
=l I ALt H o . i Iikﬁl I’ﬂl
181 Chabssprisctumg
Srtvirdien 2010 i 25 En 48 FIT T ECTRCT- R E R v
Feabnotal (#8%. &0 L] L LR SR [0 B8, 1511) i
Helwmoge reiy: hiol spsicabla
Tl fod vt gWect 2= 3505 (F < 0 000 1)

TA T Hydliris iy
Dierking STEL] ITAR ITOE 40 M7 BG40 7AW 336 T3, 1188 -
Craiwnin 2007 L] 2] 5 2k LU i e AT B0 6T B, 21 8] _—I]
Frasradas 05 FTl [ ans NI TR [0 [-06 AR, T7 4] ———
San N L] LR ] i ) o s - (0 |33 .28 AT _—
Turmn 36l 154 T i T RAw -1 B |-4.40, 1 39) "
Subdialal [35% G0 =11 13 MmN FErYECETRY ] E
Hebwoqeneiy: Tau' = &7 Bl CHE0 = 006, of = d (F = 0D 10 5
Tumd Fox crvarall afuct o= 0.5 [P = 030
143 Hasisciommey
Firarddatd 20T Fi k1l h i |- T ¥ £ SAUBDEEI, E1at] -]
i 3004 A @A 3 H 16 3 Eaw 1200 144, 29.84] ——
iy HEE Fr k] 1246 £ 15 11 b R =11 1576, 4 2] -
Sabtaial [35% E0 113 T D% -0 [-15 B0, 11637 -
Hubragirety: Tau' = 18413 OAf & 1006 41 & 3P = G007, P = 8d%
Traed For orswrall aWect 7= 0066 (P = 075
1.4 Crihopaedic surgery
Charke 20000 ® apr 1] 4 I R T.00 [ 48, 8.5] -
Pl M6 8] e 1] B it e BT OED 12T, 8327 -
Sabtatal [35% GO 124 a1 15E% BAR [1.00, 4] *
HEk gy Tau' = 2 7B Che =196, df = ¢ [P = 0EE P =15
Toad Izt croarall afect T =1 66 [P = 0000
105 Spieal margery
Sabemtal 155 G0 ] ] Bl arw by
Halamgenedy: i agsicabie
Toiil Vo sl alwet Ml apphoabla
2AE Thoreck suspary
Gmaen 2id e k] g -3 L] e B OTTe a0 |a ez 417 -
Houl 27 o AL @ = m|3 IE TR 1m0D R4, 5241 S
Wida 2310 Ei ] M E4 B M AN 200 R3a 38 29 ) _—
Coramar 2008 L WEE S ®E MEE Im TA% 32 00 |01 43, 15T —_
Hapobid 210 45 B I 4E 2 14% D020 -5 1, 34 14)
Uzak YT T = L1 T 1 400 44 B, 1 BT e
Eabatal |95% GO 1 AEr A LY EE ARLEL N ] L 1

Tau" =[O0y Chi' = AR, of = 5 [P = DA Xg "= [P
Tiel For ermarall a et 2= 078 [P = 045
Totsl {5% G [57] 5110 414 I2AT. 2.TA] q-
Hedagenaty: Tau' = 200 10 Cnd e G32 87 . af = 16 (P < DD ¢ 7= B T o 1 = m
Tomd ot rearall afuck £ o= 108 [P = 0350 s - Clal W F s

et Fod gassyiga b A Porori e = 16718 gl = d 0 < QKL P = BT




Appendix 16: Forest plot nausea, all trials

Gabapentin Control Risk Ratio Risk Ratie
Study or Subgroup Events Tolal Events Tolal Welght M- Fixed 95% ¢ M-, Fixed, 85% 1
2.8.4 Cholecystectomy
Takmaz 2007 9 30 g 15 35% 0.50 16.25, 0.99} T
Hubtotal (38% C) 3 13 LE% 0.50 {025, 0.99)] ’
Total events 9 g
Heterogeneity. Not applicable
Test for overalt effect; Z= 1,98 (P = 0.05)
252 Hysteractomy
Ajori 2011 8 69 1g 69 5.6% 0.42 10.20, 0.99] -
Behdad 2012 L 30 5 31 14% 1.0310.33 3.21} I
Dierking 2003 12 39 11 32 35% 0.90 [3.46, 1.75} T
Durmus 2007 7 25 g 25 26% 0.78 {0.34, 1.78} ——
Fassoulaki 2008 1 27 5 24 1.6% 0.18 {0.02, 1.42} I
Ghafari 2009 5 33 7 33 24% 0.7110.25, 2.02] - 1
Gilren 2004 4 20 12 22 34% 0.37 {314, 0.95} -
Sekhavet 2009 32 49 37 49 10.8% 0.86 10.67, 112} i
Sen 2009a a 20 8 20 2.3% 1.13 [0.55, 2.32] p—
Turan 2003a 5 25 7 25 21% 0.7110.26, 1.95} - 1
Turan 2006 8 25 2 25 Q8% 3000867, 13.48] ]
Verma 2008 5 25 4 25 13% 1.25 10,38, 4.12] T
Subtetal (85% C) e 380 3T2% 077 {0.83, 4.95] L 3
Total events 99 126
Heterogeneity: Chi® = 12.74, df = 11 (P = 0.31); # = 14%
Test for overall effect: Z = 2.43 (P = 0.01)
2.5.3 Mastectomy
Doha 2010 2 30 4 29 1.2% 0.48 10.10, 2.44} e
Grover 2009 12 15 6 21 1.5% 2.80 11,36, 5.76} .
Kim 2004 8 21 8 20 24% 0.95 [0.44, 2.08] T
Subtotal (35% G &8 e 51% .38 [0.35, 2.23] ’
Total events 22 18
Heterogensity: Chi* = 6.21, df = 2 (P = 0.04); P = 68%
Test for overalt effect: Z = 1,30 (P = 0.19)
2.5.4 Orthopaedic surgary
Clarke 2008b 24 76 14 38 55% 0.86 [0.50, 1.46] -
Clarke 2014 26 88 26 77 8.1% 0.88 {0.56, 1.37] T
Paul 2013 33 52 4 49 124% 0.78 10.61, .99 )
Paul 2015 Q 0 ¢ Q Not estimable
Subtotal (85% C) 218 84 257%  0.83 [0.58, 1.03] L |
Total events 83 &0
Heterogeneity: Chi® = 0.31, df = 2 (P = 0.88); P= 0%
Test for averal effect: Z = 1.73 (P = 0.08)
255 Spinal surgery
Erten 2010 0 39 G 20 Not estimahle
Khan 2019 12 180 2 25 10% 1.00 {0.24, 4.201 I
Khurana 2013 2 30 ¢ 30 01% 5000325 9995]
Panday 2004a 4 80 1 20 0.5% 1.00 10,12, 8.48]
Panday 2004c 5 28 4 28 1.2% 1.25 [0.37, 4.17} -
Radhakrishnan 2005 3 30 6 30 18% 1.00 0,36, 2.75] I
Turan 2003b 5 25 T2 1% 0.71 10,28, 1.95 —
Gzgencit 2014 8 20 7 30 2% 1.14 [0.47, 2,75} B
Subtotal {95% C1) 412 208 87% 107 [D.48, 1.68] L
Total events 42 27
Heterogenaity: Chi* = 1,78, df =6 (P =084} F=0%
Test for overall effect: Z = (.28 (P = 0.78)
2.5.8 Thoraslc surgery
Grosen 2014 25 52 37 82 10.8% 0.88 10.49, 0.94] -
Kosucu 2013 2 29 4 31 11% 0.53 10,11, 2.70 e
Menda 2010 9 30 8 30 53% 0.50 10.27, 0.93] —
Cmran 2006 5 50 7 50 2.1% 0.7110.24, 2.10]
Ucak 2011 4 20 4 20 0.6% 2.00 1041, 9.71} 1
Subtotal ($5% C1) 181 81 19.48% .68 (.50, 0.86] &>
Total events 45 68
Heterogeneity: Chif = 2.77, df = 4 (P = 0.60); F= 0%
Test for overall effect: Z = 2.83 (P = 0.005)
Total t85% CI) 1282 020 1H0.0% 9.8110.72, 080 ]

Total events 300 328
Heterogeneity: Chi® = 34.39, df = 30 (P = 0.27); #= 13%
Test for overall effect: Z = 3.37 (P = 0.0008)

Test for subgroup differences: Chiz = 1010, df = 5 (P = 6.07), 2= 50.5%
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Appendix 17: Forest plot vomiting, all trials

Gialrapentin Gontrol Higk Ratis Risk Ratio
Study or Subgroup Events  Total Bvents Total Waight M-H, Fbead, $8% 1 M-H, Fixed, 94% !
2.4.1 Cholegystectomy
Takmaz 2007 7 39 7 15 43% 0.50 [0.21, 1.16] m——
Bubtotal (358% Cf) 30 18 4.3% 0.50 10.21, 1.16] -~
Total events 7 7

Heterogeneity: Not applicable
Test for overall effeck: Z = 1.61 (P =0.11)

2.4.2 Hysteractomy

Ajori 2011 8 69 16 8% 7.4% 0.31[0.12, 0.81] A
Behdad 2012 5 30 7 31 3.2% 0.74 [0.26, 2.07] T
Dierking 2003 18 39 15 32 75% 0.98 [0.60, 1.62] e
Durmus 2007 3 25 [+ 25  2.8% 0.50 [0.14, 1.78] T
Ghatfari 2009 4 33 9 33 42% 0.44 [0.15, 1.30] r—————r
Sekhavet 2009 18 49 19 49 88% 0.95 [0.57, 1.58] b
Sen 20092 g 20 8 20 3.7% 1.00[0.47, 2.14] ———
Turan 2003a [ 25 9 25 42% G.57 [0.28, 1.59] T
Turan 2006 12 25 18 25  B8.3% 0.67 [0.41, 1.07] 1
Verma 2008 3 25 4 25 1.9% 0.75 [0.19, 3.01] -
Subtotal {95% 00 340 334 B2.0% 0.71 16,57, .80 L 3
Total evenis 82 111

Hetarogenaity: Chiz = 7.80, df= 9 (P =057 B=0%
Test for averall effect: Z = 2.84 {P = 0.005)

2.68.3 Mastectomy

Bharti 2012 6 40 9 40 4.2% .67 [0.26, 1.70] T—
Doha 2010 3 30 5 28 2.4% .58 [0.15, 2.21] D
Grover 2009 7 25 7 21 3.5% (.84 [0.35, 2.01] I B
Kim 2004 4 21 2 20 09% 1.90 [0.39, 9.28] ]
Metry 2008 2 77 1 34  05% .88 [0.08, 9.41]

Subtotai (95% O 1983 144 11.6%  €.8%[0.48, 1.37] L 2
Total avenis 22 24

Meterogenaity: Chi? = 1.54,df =4 (P =0.82); B =0%
Test for averall effect: £=0.77 {P = 0.44)

2.6.4 Orthopaedic surgery

Clarke 2003b g 76 7 38 4.3% (.64 [0.26, 1.59] N
Subtotal (95% C1) 78 38 43%  0.6419.26, 1.59) -
Total events 9 7

Heterogeneity: Not applicable
Tast for overall effect: Z = 0,95 (P = (.34)

2.8.5 Spinal surgery

Khan 2010 8 150 1 25  0.8%  1.33[0.17,10.21) e ——
Khurana 2013 1 30 2 30 09% 0.50 [0.05, 5.22)

Panday 2004a 7 80 2 20 1.5% 0.88 [0.20, 3.89] e —
Panday 2004c 3 28 4 28 1.9% 6.75 [0.18, 3.05] e E—
Radhakrishnan 2005 2 30 3 30 1.4% .67 [0.12, 3.71] - i
Turan 2003b 1 25 ] 25  28% G.17 [0.02, 1.29] - T

Ozgencit 2011 3 50 5 50 2.3% (.60 [0.15, 2.38] —
Suirtotal (95% 383 208 11.5% .67 {0.33, 1.12] -

Total events 25 23

Heterogeneity: Chiz = 247, df =6 (P =0.87}; = 0%

Test for overall effect: Z=1.60 (P =0.11)

2.6.8 Thoracle surgery

Grosen 2014 23 52 22 52 10.2% 1.05 [0.67, 1.62] -

Kosucu 2013 7 29 4 31 1.8% 1.87 [0.61, 5.73] I S
Menda 2010 [+ 30 0 30 Not estimable

Omran 2006 1 50 7 56 3.2% 0.14 [0.02, 1.12] L

teak 2011 4 20 2 20 0.9% 2.00 [0.41, 9.71] T
Bubtotal (85% C) 181 183 16.1% 1.0 (6.89, 1.46] <

Total evenis 35 35

Heterogeneity: Chi? = 5.37, df = 3 (P = 0.15}; 2 = 44%
Test for overall effect: Z = 0.05 {P = 0.96)

Taotal (85% GO 1213 a2 100.0% 0.75 {0.63, 0.80) L
Total events 180 207

Heterogeneity: Chi® = 21.40, df = 27 (P = 0.77); # = 0%

Test for overall effect: Z = 3,30 (P = 0.0010)

Test for subgroup differences: Chi# = 4.02, df = 5 (P = 0.55), I? = 0%
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Appendix 18: Forest plot sedation, all trials

Gabapentin Control Hisk Hatic Rigk Hatio
Study or Subgroup  Events Tolal Events Tots! Weight WM-H, Random 35% Cf M-H, Bandom, 85% Gt
2421 Cholecysteotomy
Mishra 2016 12 30 4 30 44% 3.00{1.08, 8.25}
Neogi 2012 1 30 1} 3| 07% 3.0010.13, 70.83}
Panday 2004b 52 153 5 183 5.1% 10.40 [4.27, 25.32} I —
Panday 2006 4 125 2 125 2.2% 2.000.37, 10.72} - -
Srivastava 2010 14 80 8 60 57% 1.7510.79, 3.86} TE—
Takmaz 2007 5 30 1 5 16% 2.50{0.32, 19.53} I
Subtotal (85% £6 428 413 15.8% 328 §1.55, 6.54) B
Total events 88 20

Heterogeneity: Tau? = 0.39; Chi# = 10.09, df = 5 (P = 0.07); ¥ = 50%
Test for overali effect: Z = 3.11 (P = 0.002)

2.12.2 Hystereciony

Ajori 2011 V] 69 0 69 Not estimable

Ghafari 2009 2 33 33 21% 0.670.12, 3,73 ——
Ghai 2011 10 30 12 30 6.5% 0831043, 183} —_—

Ray 2015 0 30 ] 30 Not astimable

Rorarius 2004 14 38 12 37 6.8% 1.14 §0.61, 212} -
Bekhavet 2009 26 49 22 49 8.4% 1.18 {0.79, 1.78} e

Sen 2009a 3 20 3 20 2.7% 1.00 {0.23, 4.37F Hm———
Turan 2003a 1 25 1] 25 0.8% 3.00{0.13, 70.30%

Subtotat (95% CI) 294 283 27.3% 1.08 {0.81, 1.45] &>

Total events 56 52

Heterogeneity: Tau? = 0.00; Chi* = 1.51, df = 5 (P = 0.91); P = 0%
Test for overall effect: Z = 0.52 (P = 0.61)

2.12.3 Maztectomy

Dirks 2002 21 3 22 34 8.8% 1.05 §0.74, .48} -
Kim 2004 5 21 b 20 4.1% 0.95 {0.32, 2.80} T——
Subtotat (95% Cf) 52 54 12.9% 1.04 0,75, 4.44} L
Total events 26 27

Heterogeneity: Tau? = 0.00; Chi* = 0.03, df = 1 (P = 0.86); # = 0%
Test for overall effect: 2 = 0.22 (P = 0.83)

2.12.4 Orihopaedic surgery

Clarke 20080 18 7% 7 3 5% 1.28 {0.59, 2.81} e
Paul 2013 35 52 35 49 94% 0.94 j0.73, 1.22} b
Subtotal (85% ) 128 87 15.1% .47 §0.76, 1.24} L 2
Total events 53 42

Heterogeneity: Tau? = 0.00; Chi* = 0.66, df = 1 (P = G.42); * = 0%
Test for overall effect: Z = 0.23 (P = 0.82)

2.12.5 Spinal surgery

Erten 2010 0 39 0 20 Not estimable

Khan 2010 8 125 1 25 1.6% 1.60 [0.21, 12.23} -

Khurana 2013 4 30 0 30 0.9% 9.00 [0.51, 180.17} >
Panday 2604a o] 80 0 20 Not estimable

Radhakrishnan 2005 1 30 1 30 1.0% 1.00 {0.07, 15.26}

Turan 2003b 2 25 1 25  1.3% 2.0010.18, 20.87} T/

Vahedi 2011 16 36 9 40 09% 36.57 {2.27, 588.35} ——
Dzgenci 2011 8 30 5 30 4.5% 1.60 {0.59, 4.331 T

Subtotat (95% GO 385 22 183% .65 {0.94, 7.52] e

Total events 39 8

Heterogeneity: Tau® = 0.54; Chit = 7.47 df = 5 (P = 0.19); I = 33%
Test for overall effect: Z = 1.83 (P =0.07)

2.12.8 Thoracic surgery

Grosen 2014 10 52 7 52 51% 143 10.59, 347} B

Kirney 2011 10 &7 10 83 56% 1.11 {0.50, 2.46}  —

Kosucy 2013 2 29 1 31 1.3% 2.14 10,20, 22.34} T ——
Omran 2006 2 50 1 50 1.3% 2001018, 21.36}

Ugak 2011 2 20 1 20 1.3% 200 {0.26, 20.33} [ T
Subtotst (95% £ 208 218 14.8% 1341078, 238 -

Total events 26 20

Heterogeneity: Tau? = 0.00; Chi = 0.62, df = 4 (P = (.96); 2= 0%
Test for overall effect: Z = 1.07 (P = 0.28)

Total {85% CY) 1505 283 100.0% 1,50 £1.13, 1.99] &>
Total events 288 168
ity 2 = - Chiz= = = - [2 = 559 | t + J
?et??genenyg.l T?fu : (23312 S;up fg.Sg df = 26 (P = 0.0004); I = 55% 0.01 o 1 10 100
est for overall effect: Z = 2.77 (P = 0.006) Faveurs Gabapenfin  Favours Confrol
Tast for subgroup differences: Chi2 = 1254, df = 5 (P =6.03), £ =60.1%




Appendix 19: Forest plot dizziness, all trials

Gabapentin Control
Study or Subgreup  Everds  Total Evemis Total Welght  M-H, Random, 95% €1
2.13.1 Cholecystectomy
Bekawi 2014 17 30 25 30 11.8%
Mishra 2016 3 30 6 30  09%
Neogi 2012 1 30 1 30 02%
Panday 2004b o 1583 0 153
Srivastava 2610 5 4] 7 60 1.2%
Takmaz 2007 12 30 7 1% 3.0%
Subtotat {95% C7) 333 M8 TN
Total events 38 46

Heterogeneity: Tau? = 0.00; Chi* = 0.68, df = 4 (P = {.85), 7 = 0%

Test for overall effect: Z = 2.37 (P = 0.02)

2.13.2 Hystergolomy

Ajori 2011 Q 69 ]
Behdad 2012 0 30 0
Dierking 2003 23 39 15
Fassoulaki 2005 1 25 ]
Ghafari 2069 J4 33 z
Ghai 2011 8 30 1
Ray 2015 2 30 2
Rorarius 2004 8 38 4
Sekhavet 2009 3 49 7
Sen 200%a 2 20 2
Turan 2003a 2 25 1
Turan 2006 & 25 4
Verma 2008 1 25 0
Bublotat (95% O A%

Total events 58 36

69
3
32 7%
28 0%
33 04%
30 O04%
30 04%
37 t0%
48 1.3%
20 04%
2% 03%
25 0.6%
25 0.4%
434 122%

Heterogeneity: Tau® = 0.00; Chi2=6.78, df =10 (P = 0.75); F = 0%

Test for overall effect: Z = 1.67 (P =0.10)

2.13.3 Mastectomy

Azemati 2013 14 50 14
Dirks 2002 11 31 14
Daoha 2010 8 30 2
Grover 2009 10 25 7
i 2004 8 21

Subtotat (95% T} 157

Total evants 51 46

50 3%
34 38%
2% 07%
21 24%
20 2T%
154 13.3%

Heterogensity: Tau® = 0.00; Chi* = 4.0%, df = 4 (P = 0.40); 1" = 0%

Test for averall effect: Z = 0.16 (P = 0.88)

2.13.4 Orthopaedic surgery

Clarke 2002b 19 8 8
Clarke 2014 2 88 12
Paui 2013 29 52 28
Subtotat (95% C) Fa il

Total events 50 48

38 27%
77 0.7%
48 124%
164 I5E%

Heterogeneity: Tau? = 0.36; Chif = 7.37, df = 2 (P = 0.03); P =73%

Test for overall effect: Z = 0.76 (P = 0.45)

2.13.5 Spinad surgery

Khan 2010 5 125 1
feung 2008 2 12 0
Panday 2004a 0 80 0
Panday 2004¢ 1 28 g
Turan 2003b 8 25 4
Ozgencil 2011 9 30 [
Bubtetat {95% O 300

Total events 21 11

25 05%
8
20
28 01%
28 1%
36 18%
137 3.4%

Heterogeneity: Tau? = 0.00; Chi* = 0.33, df = 3 {P = 0.95), ¥ = 0%

Test for overall effect Z = 1.19 (P = 0.24)

2.13.8 Thorackc surgary

Grosen 2014 41 52 40
Kinney 2011 ] &7 10
Omran 2006 8 50 4
Ucak 2011 pd 20 1
Subtetat (95% O e

Total events 58 55

52 34T7%
63 21%
50 1.0%
26 03%
185 A%

Heterogeneity: Tau? = 0.00; Chi* = 0.80, df = 3 (P = 0.85), P = 0%

Test for overali effect: Z = 0.38 (P = 8.70)

Total (85% C)
Total events

1823

276 242

1382 100.5%

Heterogeneity: Tau® = 0.60; Chi® = 28,26, df = 31 (P = 0.56); I* = 0%

Test for overall effect: Z = 0.07 (P = 0.94)

Test for subgroup differences: Chif = 10.54, df = 5 (P = 0.08}, I = 52.6%

Risk Ratio

Risk Ratio
M-H, Random, 35% i

0.68{0.48, 0.87]
0.50 [0.14, 1.82]
1.00 [0.07, 15.26]
Not estimable
0.7110.24, 233
0.860.43, 1.72]
070 [B.52, 6.94]

Not sstimable
Not estimable
1.26 {0.80, 1.98]
3.35 [0.14, 78.60]
1.0010.15, 6.68]
8.00 [1.07, 60.08]
1,00 {0.15, 6.64]
146 {0.45, 4761
0.71 {0.24, 2.10]
1.00 {0.16, 6.42]
2.00 [0.19, 2087}
3.00 [0.67, 13.46]
3.00 [0.13, 70.30]
.34 {.95, 1.88]

1.00{0.53, 1.87]
0.86 [0.46, 1.60]
.67 [0.90, 16.70]
.20 {0.55, 2.60]
0.85[0.41, 1.76]
108 10.74, 1431

1.19[0.57, 2.46]
0.15[0.03, 0.63]
0.98{0.68, 1.37]
0.2 {0.32, 1.66]

1.00{0.12, 8.20]
Not estimable
Not estimable

3.00[0.13, 70.64]

1.50 {0.48, 4.68]

1.50 {0.61, 3.69]

.49 [8.77, 2.86]

1.02{0.84, 1.26]
0.09 [0.44, 2.27)
.50 [0.45, 4.99]

2.00 [0.20, 20.33]
104 (D85, 1.26)

1400 [0.88, 1,12}
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