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Appendix 1. Search strategy

Embase Classic+Embase (Coverage 1947 — present)

1 celecoxib/

2 celecoxib.xw.

3 (celecoxib or celebrex or celebra or onsenal or
coxibs).ti,ab,kw.

4 4-5-4-methylphenyl-3-trifluoromethyl-1H-pyrazol-1-yl
benzenesulfonamide.ti,ab,kw.

5 (SC 58635 or SC58635).ti,ab,kw.

6lor2or3ord4or5

7 exp pain/

8 endometriosis/

9 bursitis/

10 tendinitis/

11 muscle strain/

12 sprain/ or ankle sprain/

13 (pain* or allodynia or arthralgia or cystalgia or
dysmenorrhea or menstrual cramp* or dysuria or
hyperalgesia or hypoalgesia or mastalgia or mittelschmerz or
myalgia or neuralgia or odynophagia or vulvodynia or ache*1
or headache* or toothache* or sprain* or strain* or flare up*
or tend#nitis or burstitis or migraine* or endometriosis or
fibromyalgia).ti,ab,kw.

147 or8or9or10or 11 or 12 or 13

15 Randomized controlled trial/

16 Controlled clinical study/

17 random$.ti,ab. 2196399

18 randomization/

19 intermethod comparison/

20 placebo.ti,ab.

21 (compare or compared or comparison).ti.

22 ((evaluated or evaluate or evaluating or assessed or
assess) and (compare or compared or comparing or
comparison)).ab.

23 (open adj label).ti,ab.

24 ((double or single or doubly or singly) adj (blind or blinded
or blindly)).ti,ab.

25 double blind procedure/

26 parallel group$1.ti,ab.

27 (crossover or cross over).ti,ab.

28 ((assign$ or match or matched or allocation) adj5
(alternate or group$1 or intervention$1 or patient$1 or
subject$1 or participant$1)).ti,ab.

29 (assigned or allocated).ti,ab.

30 (controlled adj7 (study or design or trial)).ti,ab.

31 (volunteer or volunteers).ti,ab.

32 human experiment/

33 trial.ti.

34 150r 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24
or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33

35 (random$ adj sampl$ adj7 (cross section$ or
questionnaire$1 or survey$ or database$1)).ti,ab. not
(comparative study/ or controlled study/ or randomi?ed
controlled.ti,ab. or randomly assigned.ti,ab.)

36 Cross-sectional study/ not (randomized controlled trial/ or
controlled clinical study/ or controlled study/ or randomi?ed
controlled.ti,ab. or control group$1.ti,ab.)

37 (((case adj control$) and random$) not randomi?ed
controlled).ti,ab.

38 (Systematic review not (trial or study)).ti.

39 (nonrandom$ not random$).ti,ab.

40 "Random field$".ti,ab. 3139

41 (random cluster adj3 sampl$).ti,ab.

42 (review.ab. and review.pt.) not trial.ti.

43 "we searched".ab. and (review.ti. or review.pt.)

44 "update review".ab.

45 (databases adj4 searched).ab.

46 (rat or rats or mouse or mice or swine or porcine or
murine or sheep or lambs or pigs or piglets or rabbit or
rabbits or cat or cats or dog or dogs or cattle or bovine or
monkey or monkeys or trout or marmoset$1).ti. and animal
experiment/

47 Animal experiment/ not (human experiment/ or human/)
48 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44
or 45 or 46 or 47 4775520

49 34 not 48

50 6 and 14 and 49

Ovid MEDLINE(R) ALL (Coverage: 1946 — present)

1 Celecoxib/

2 (celecoxib or celebrex or celebra or onsenal or
coxibs).ti,ab,kw.

3 4-5-4-methylphenyl-3-trifluoromethyl-1H-pyrazol-1-yl
benzenesulfonamide.ti,ab,kw.

4 (SC 58635 or SC58635).ti,ab,kw.
51or2or3or4

6 exp Pain/

7 Hyperalgesia/

8 Dysuria/

9 Tension-Type Headache/ or Migraine Disorders/
10 Vulvodynia/

11 Endometriosis/

12 Bursitis/

13 Tendinopathy/ or Tendon Injuries/

14 "Sprains and Strains"/

15 Fibromyalgia/

16 (pain* or allodynia or arthralgia or cystalgia or
dysmenorrhea or menstrual cramp* or dysuria or
hyperalgesia or hypoalgesia or mastalgia or mittelschmerz
or myalgia or neuralgia or odynophagia or vulvodynia or
ache*1 or headache* or toothache* or sprain* or strain* or
flare up* or tend#nitis or burstitis or migraine* or
endometriosis or fibromyalgia).ti,ab,kw.
1760r7or8or9or10orlloril2ori13or 14 or15or16
18 randomized controlled trial.pt.

19 controlled clinical trial.pt.

20 randomized.ab.

21 placebo.ab.

22 drug therapy.fs.

23 randomly.ab.

24 trial.ab.

2518 or 19 or 20 or 21 or 22 or 23 or 24

26 exp animals/ not humans.sh.

27 25 not 26

28 5and 17 and 27

Cochrane Central Register of Controlled Trials (Coverage 1991-present)




Records in this database are sourced from Medline, Embase, and other published and unpublished sources, including
CINAHL, ClinicalTrials.gov and the WHO's International Clinical Trials Registry Platform

1 Celecoxib/

2 (celecoxib or celebrex or celebra or onsenal or
coxibs).ti,ab,kw.

3 4-5-4-methylphenyl-3-trifluoromethyl-1H-pyrazol-1-yl
benzenesulfonamide.ti,ab,kw.

4 (SC 58635 or SC58635).ti,ab,kw.
51or2or3or4

6 exp Pain/

7 Hyperalgesia/

8 Dysuria/

9 Tension-Type Headache/ or Migraine Disorders/
10 Vulvodynia/

11 Endometriosis/

12 Bursitis/

13 Tendinopathy/ or Tendon Injuries/

14 "Sprains and Strains"/

15 Fibromyalgia/

16 (pain* or allodynia or arthralgia or cystalgia or
dysmenorrhea or menstrual cramp* or dysuria or
hyperalgesia or hypoalgesia or mastalgia or mittelschmerz
or myalgia or neuralgia or odynophagia or vulvodynia or
ache*1 or headache* or toothache* or sprain* or strain* or
flare up* or tend#nitis or burstitis or migraine* or
endometriosis or fibromyalgia).ti,ab,kw.
176o0r7or8or9orl0orl1lorl2orl3orl4orl5orl6
18 randomized controlled trial.pt.

19 controlled clinical trial.pt.

20 randomized.ab.

21 placebo.ab.

22 drug therapy.fs.

23 randomly.ab.

24 trial.ab.

2518 or 19 or 20 or 21 or 22 or 23 or 24

26 exp animals/ not humans.sh.

27 25 not 26

28 5and 17 and 27

Web of Science Core Collections (Coverage 1956-present)

(TS= (celecoxib OR celebrex OR celebra OR onsenal OR coxibs OR "4-5-4-methylphenyl-3-trifluoromethyl-1H-pyrazol-1-
yllbenzenesulfonamide" OR “SC 58635” OR SC58635 ))AND (TS= (pain* OR allodynia OR arthralgia OR cystalgia OR
dysmenorrhea OR “menstrual cramp*” OR dysuria OR hyperalgesia OR hypoalgesia OR mastalgia OR mittelschmerz OR
myalgia OR neuralgia OR odynophagia OR vulvodynia OR ache OR aches OR headache* OR toothache* OR sprain* OR
strain* OR “flare up*” OR “flare-up*” OR tend?nitis OR burstitis OR migraine* OR endometriosis OR fibromyalgia)) AND
(TS=(( rct OR trial* or random* OR placebo* OR “clinical trial*" OR crossover* OR "cross-over*' OR "cross over*' OR
"systematic review*" OR "control group*" ) OR ( ( singl* OR doubl* OR trebl* OR tripl* ) Near/1 ( blind* OR mask* ) )))

Scopus (Coverage 1996-present)

( TITLE-ABS-KEY ( ( celecoxib OR celebrex OR celebra OR onsenal OR coxibs OR "4-5-4-methylphenyl-3-trifluoromethyl-
1H-pyrazol-1-yllbenzenesulfonamide" OR "SC 58635" OR sc58635 ) ) ) AND ( TITLE-ABS-KEY (( pain* OR allodynia OR
arthralgia OR cystalgia OR dysmenorrhea OR "menstrual cramp*" OR dysuria OR hyperalgesia OR hypoalgesia OR
mastalgia OR mittelschmerz OR myalgia OR neuralgia OR odynophagia OR vulvodynia OR ache OR aches OR headache*
OR toothache* OR sprain* OR strain* OR "flare up*" OR "flare-up*' OR tend?nitis OR burstitis OR migraine* OR
endometriosis OR fibromyalgia ) ) ) AND ( TITLE-ABS-KEY ( ( rct OR trial* OR random* OR placebo* OR "clinical trial*" OR
crossover* OR "cross-over*' OR "cross over*' OR "systematic review*' OR "control group*" ) OR ( ( singl* OR doubl* OR

trebl* OR tripl* ) W/1 ( blind* OR mask*))))

Clinicaltrials.gov (grey literature)

Condition: pain

Intervention: celecoxib

Filters: Interventional studies, Studies with results.
42 results.




Appendix 2. List of excluded studies

Title Authors Published | Journal \Volume | Issue Pages | DOI Exclusion
Year Reason

Mobility and quality of life for Not available | 2002 MMW- 144 Not 52-53 | Not Not available in
patients with arthrosis and Fortschritte availabl available | full-text
rheumatic disease: Modern pain der Medizin e
management with selective COX-
2 inhibition
Comparison Of Celecoxib 200 Not available | 2005 Not available | Not Not Not Not Not available in
Mg Bid, Loxoprofen Sodium 60 availabl | availabl | availa | available | full-text
Mg Tid And Placebo In Low Back e e ble
Pain In Japan
A Safety Study of TDS-943 Not available | 2005 Not available | Not Not Not Not Not available in

availabl | availabl | availa | available | full-text

e e ble
A Study Comparing the Not available | 2006 Not available | Not Not Not Not Not available in
Effectiveness and Safety of availabl | availabl | availa | available | full-text
Extended Release Tramadol HCI e e ble
at 100 mg, 200 mg and 300 mg
Doses to Placebo for the
Treatment of Moderate to Severe
Pain Due to Osteoarthritis (OA)
Testing The Effectiveness Of Not available | 2006 Not available | Not Not Not Not Wrong
Celecoxib In Patients With availabl | availabl | availa | available | publication type
Painful Sore Throat e e ble (e.g. conference

paper)

Celecoxib (Celebrex) in the Not available | 2006 Not available | Not Not Not Not Not available in
Management of Acute Renal availabl | availabl | availa | available | full-text
Colic e e ble




Celecoxib for Reducing Morphine | Not available | 2007 Not available | Not Not Not Not Not available in
Requirement After Thyroid availabl | availabl | availa | available | full-text
Surgery: a Randomized e e ble
Controlled Trial
Arthroplasty Inflammation Not available | 2007 Not available | Not Not Not Not Not available in
Prophylaxis With Celecoxib availabl | availabl | availa | available | full-text

e e ble
Ensayo en fase 3, aleatorizado, Not available | 2008 Not available | Not Not Not Not Not available in
doble ciego, availabl | availabl | availa | available | full-text
multic&eacute;ntrico, controlado e e ble
con producto activo para evaluar
la eficacia y seguridad de
celecoxib ;e indometacina en el
tratamiento de la artritis gotosa
aguda moderada o intense; a
phase 3, randomized, double-
blind, multi-center, active-
controlled trial to evaluate the
efficacy and safety of celecoxib
and indomethacin in the treatment
of moderate to severe acute gouty
arthritis - np
Lidocaine Patch Versus Celecoxib | Not available | 2009 Not available | Not Not Not Not Not available in
in Pain From Osteoarthritis of the availabl | availabl | availa | available | full-text
Knee e e ble
Study To Evaluate Efficacy And Not available | 2010 Not available | Not Not Not Not Wrong
Safety Of An Additional Dose Of availabl | availabl | availa | available | publication type
Celecoxib (YM177) In Patients e e ble (e.g. conference
With Post-Tooth Extraction Pain paper)
A Study to Verify the Efficacy of | Not available | 2010 Not available | Not Not Not Not Not available in
YM177 (Celecoxib) in availabl | availabl | availa | available | full-text
Postoperative Pain Patients e e ble




Study of CG100649 Versus Not available | 2011 Not available | Not Not Not Not Wrong
Celecoxib in Osteoarthritis availabl | availabl | availa | available | publication type
Patients e e ble (e.g. conference
paper)

An Exploratory, Double-Blind, Not available | 2011 Not available | Not Not Not Not Not available in
Randomized, Placebo and Active- availabl | availabl | availa | available | full-text
Controlled Study to Assess the e e ble
Safety and Efficacy of RGH-478
for the Treatment of Moderate to
Severe Pain in Osteoarthritis of
the Knee
Effectiveness of Celecoxib After | Not available | 2011 Not available | Not Not Not Not Not available in
Surgical Sperm Retrieval availabl | availabl | availa | available | full-text

e e ble
A clinical trial to find the best Not available | 2011 Not available | Not Not Not Not Not available in
dose of a new pain-killer (E- availabl | availabl | availa | available | full-text
58425) after dental surgery e e ble
Efficacy and safety of an non- Not available | 2014 Not available | Not Not Not Not Not available in
steroidal anti-inflammatory drug availabl | availabl | availa | available | full-text
in the management of acute e e ble
urinary retention
The Effect of Gabapentin , Not available | 2015 Not available | Not Not Not Not Wrong
Celecoxib and Their Combination availabl | availabl | availa | available | intervention
on Pain and Systemic Symptoms e e ble
after laminectomy
A Phase 2 Study to Assess the Not available | 2016 Not available | Not Not Not Not Not available in
Efficacy and Safety of CMX-020 availabl | availabl | availa | available | full-text
in Treating Osteoarthritis e e ble
Evaluation of Perioperative Not available | 2016 Not available | Not Not Not Not Not available in
Celecoxib for Hip Arthroscopy availabl | availabl | availa | available | full-text

e e ble




A Selective COX-2 Inhibitor Not available | 2016 Not available | Not Not Not Not Not available in

Provides Pain Control But availabl | availabl | availa | available | full-text

Hinders Healing Following e e ble

Arthroscopic Rotator Cuff Repair

Comparisons of Parenteral and Not available | 2017 Not available | Not Not Not Not Not available in

Enteral COX-2 inhibitors for availabl | availabl | availa | available | full-text

Post-operative pain of TKA, a e e ble

prospective non-inferiority

randomized double-blinded

controlled trial

Co-crystal E-58425 vs Tramadol | Not available | 2017 Not available | Not Not Not Not Wrong

and Celecoxib for Moderate to availabl | availabl | availa | available | publication type

Severe Acute Pain After e e ble (e.g. conference

Bunionectomy. Phase 111 Clinical paper)

Trial

Randomized, double-blind study | Not available | 2018 Not available | Not Not Not Not Not available in

evaluating the effect of a single availabl | availabl | availa | available | full-text

dose of CR4056 in postoperative e e ble

dental pain compared with

placebo or another active

treatment

Can DFN-15 Terminate Migraine | Not available | 2018 Not available | Not Not Not Not Wrong

With Allodynia? availabl | availabl | availa | available | publication type
e e ble (e.g. conference

paper)

Prosperity of celecoxib for pain Not available | 2018 Not available | Not Not Not Not Unclear person-

relief after elective cesarean availabl | availabl | availa | available | level outcomes;

section delivery, a double-blind e e ble YT (2025-06-27

randomized controlled trial

02:14:21)(Select)
: PCA+celecoxib,
PCA-+control




A Multimodal Analgesia Protocol | Not available | 2019 Not available | Not Not Not Not Wrong study
Adapted for Ambulatory Surgery availabl | availabl | availa | available | design
e e ble
The comparison of preemptive Not available | 2019 Not available | Not Not Not Not Not available in
oral celecoxib and acetaminophen availabl | availabl | availa | available | full-text
on postoperative pain scores and e e ble
NSAID consumption after third
molar surgery: a randomized
controlled trial
Efficacy of multimodal analgesia | Not available | 2020 Not available | Not Not Not Not Not available in
before and after impacted availabl | availabl | availa | available | full-text
mandibular third molar surgery e e ble
In the preemptive analgesia mode: | Not available | 2021 Not available | Not Not Not Not Not available in
a randomized controlled study of availabl | availabl | availa | available | full-text
pregabalin combined with e e ble
celecoxib in total knee
arthroplasty
Peri-Articular-Multimodal Drug Not available | 2022 Not available | Not Not Not Not Wrong study
and Oral Celecoxib in availabl | availabl | availa | available | design
Management of Postoperative e e ble
Pain of Total Knee Arthroplasty
Pain Treatment With Not available | 2023 Not available | Not Not Not Not Wrong
Combinations of NSAIDs availabl | availabl | availa | available | publication type
e e ble (e.g. conference
paper)
Effect of celecoxib add-on Abbasi, S. H.; | 2012 Journal of 141 2-Mar | 308- | 10.1016/j | Wrong timeframe
treatment on symptoms and serum | Hosseini, F.; Affective 314 Jad.2012
IL-6 concentrations in patients Modabbernia, Disorders .03.033
with major depressive disorder: A.; Ashrafi,
Randomized double-blind M.;
placebo-controlled study Akhondzadeh,

S.




Comparison of pre-emptive effect | Aghadavoudi, | 2015 Middle East | Wol.23 | 3 289- | Not Unclear person-
of meloxicam and celecoxcib on 0.; Saryazdi, journal of 294p | available | level outcomes
post-operative analgesia: a H. H.; Shafa, anaesthesiolo

double-blind, randomized clinical | A.; Ramezani, ay

trial A.

A comparative analgesic efficacy | Akinbade, A.; | 2015 International | 44 Not e22- https://do | Wrong

and tolerability of celecoxib and Ndukwe, K.; Journal of availabl | e23 i.org/10. | publication type
tramadol after mandibular third Owotade, F. Oral and e 1016/j.ij | (e.g. conference
molar extraction: a double blind Maxillofacial om.2015. | paper)
randomized controlled trial Surgery 08.430

Comparative analgesic effects of | Akinbade, A. 2018 Journal of Vol.19 |11 1334- | Not Wrong dose
ibuprofen, celecoxib and tramadol | O.; Ndukwe, contemporary 1340p | available

after third molar surgery: a K.C,; dental

randomized double blind Owotade, F. J. practice

controlled trial

Comparative analgesic efficacy Akinbade, A. | 2019 Nigerian \Vol.22 |6 796- | https://do | Wrong dose
and tolerability of celecoxib and O.; Ndukwve, journal of 800p | i.org/10.

tramadol on postoperative pain K.C,; clinical 4103/njc

after mandibular third molar Owotade, F. J. practice p.njcp54

extraction: a double blind 418

randomized controlled trial

A Short Course of Celecoxib Al Badi, H.; 2023 Life-Basel 13 4 10 10.3390/1 | Wrong study
Prevents Heterotopic Ossification | Tanzer, M.; ife13040 | design
Following Cementless Total Hip Nooh, A.; Hall, 944

Arthroplasty B.; Hart, A.

The effect of quercttin on pro- Al-Rekabi, M. | 2019 International | 11 4 1157- | Not Did not report
inflammatory cytokines and D.; Hussein, F. Journal of 1164 | available | AE

clinical picture of patients with H.; Al-Jaf, A. Pharmaceutic

knee osteoarthritis: A double blind | N.; Hussein, Y. al Research

comparative study with celecoxib | A.




Preemptive analgesic effect of Al-Sukhun, J.; | 2012 Journal of \Vol.23 |2 526- | https://do | Wrong timeframe
low doses of celecoxib is superior | Al-Sukhun, S.; Craniofacial 529p | i.org/10.
to low doses of traditional Penttil,; auml, Surgery 1097/SC
nonsteroidal anti-inflammatory H.; S.0b013e
drugs Ashammakhi, 31824cd
N.; Al-Sukhun, 4fb
R.
The cyclooxygenase-2 inhibitor Al-Sukhun, J.; | 2011 Journal of the | 57(1) Not 50-53 | Not Wrong
celecoxib and alveolar osteitis Penttila, H. Irish Dental availabl available | publication type
Association e (e.g. conference
paper)
Comparison of preoperative dose | Ali, A.; Babar, | 2012 Anaesthesia | 16 2 137- | Not Unclear person-
of pregabalin with celecoxib for K. M. Pain & 141 available | level outcomes;
attenuation of postoperative pain Intensive CMC(2025-08-
after open cholecystectomy Care 22
16:47:51)(outco
mes):
PONYV next 12
hours;
Indomethacin submicron particle | Altman, R.; 2013 Physicianand | Vol.41 |4 7-15p | https://do | Wrong dose
capsules provide effective pain Daniels, S.; Sportsmedici i.org/10.
relief in patients with acute pain: a | Young, C. L. ne 3810/ps
phase 3 study m.2013.1
1.2031
Lower-dose SoluMatrix Altman, R.; 2014 Annals of the | 73 SUPPL | Not https://dx | Wrong
indomethacin: Combined safety Gibofsky, A.; Rheumatic .2 availa | .doi.org/ | publication type
data from two phase 3 studies in Parenti, D.; Diseases. ble 10.1136/ | (e.g. conference
patients with acute pain following | Young, C. Conference: annrheu | paper)
elective surgery Annual mdis-
European 2014-
Congress of eular.535
Rheumatolog 5




y of the

European
League
Against
Rheumatism,
EULAR
Acute pain relief by a proprietary, | Altman, R. D.; | 2011 Arthritisand | 63 10 Not Not Wrong
nano-formulated lower-dose oral | Daniels, S.; Rheumatism. SUPPL | availa | available | publication type
indomethacin Manvelian, G. Conference: 1 ble (e.g. conference
Annual paper)
Scientific
Meeting of
the American
College of
Rheumatolog
y and
Association
of
Rheumatolog
y Health
Professionals
Celecoxib-induced bullous fixed | Ammar, H.; 2019 British 85 11 2638- | https://dx | Wrong study
drug eruption: An unusual Ben Fredj, N.; Journal of 2639 | .doi.org/ | design
presentation Ben Fadhel, Clinical 10.1111/
N.; Chadli, Z,; Pharmacolog bcp.1407
Ben y 2
Romdhane, H.;
Boughattas, N.
A.; Chaabane,
A.; Aouam, K.
COX-2 inhibitors and Celebrex: Anonymous, 1999 Health News |5 7 4 Not Wrong
safe or suspect? available | publication type




(e.g. conference
paper)

Arthritis relief greater with Anonymous, 2002 Pharmaceutic | 268(71 | Not 7 Not Wrong
rofecoxib than with paracetamol al Journal 80) availabl available | publication type
or celecoxib e (e.g. conference
paper)
Massive trial of celebrex seeks to | Anonymous, 2005 Science 310(57 | Not 1890- | https://dx | Wrong
settle safety concerns 56) availabl | 1891 | .doi.org/ | publication type
e 10.1126/ | (e.g. conference
science.3 | paper)
10.5756.
1890a
Celecoxib: new indication. Anonymous, 2008 Prescrire 17 95 106 Not Wrong
Ankylosing spondylitis: no pain International available | publication type
justifies the use of a cox-2 (e.g. conference
inhibitor. Patients still exposed to paper)
unjustified risks
A randomized, double-blind, Arendt- 2016 Pain \Vol.157 | 9 2057- | https://do | Wrong timeframe
positive-controlled, 3-way cross- | Nielsen, L.; 2067p | i.org/10.
over human experimental pain Harris, S.; 1097/j.pa
study of a TRPV1 antagonist Whiteside, G. in.00000
(V116517) in healthy volunteers | T.; Hummel, 0000000
and comparison with preclinical M.; 0610
profile Knappenberger
, T.; O'Keefe,
S.; Kapil, R;;
Kyle, D.
Assessing Pre-Emptive Analgesic | Bajjuri, A.; 2024 International | Vol.14 | 2 97- https://do | Not available in
Strategies in Total Knee Dussa, T,; Journal of 103p | i.org/10. | full-text
Arthroplasty: a Comparative Prasanth, S. P; Pharmacy 31838/ijp
Study of Etoricoxib, Pregabalin, Venugopal, S. Research and rt/14.02.
and Celecoxib M.; Prakash, Technology 13




K.B.;

Yoganand, A.
Celecoxib is efficacious and well | Barkhuizen, 2006 Journal of 33 9 1805- | Not Wrong
tolerated in treating signs and A.; Steinfeld, Rheumatolog 12 available | publication type
symptoms of ankylosing S.; Robbins, J.; y (e.g. conference
spondylitis West, C.; paper)

Coombs, J.;

Zwillich, S.
Celecoxib versus ibuprofen in Barreiro, B.; 2019 International | 48(Sup | Not 60-61 | https://dx | Wrong
controlling postoperative Campos, M.; Journal of plement | availabl .doi.org/ | publication type
symptomatology of third molar Andriola, F,; Oral and 1) e 10.1016/j | (e.g. conference
extraction: a randomized double- | Berthold, R.; Maxillofacial .ijom.201 | paper)
blind clinical trial Heitz, C.; Surgery 9.03.185

Cherubini, K.
Comparative Effect of Celecoxib, | Bassyoni, L. 2024 Cureus 16 2 e5368 | https://dx | Did not report
Diclofenac, and Ibuprofen in 7 .doi.org/ | AE
Controlling Postoperative Pain, 10.7759/
Edema, and Trismus After Third cureus.5
Molar Extraction: A Double- 3687
Blinded Randomized Controlled
Trial
Pain management in Battisti, W. P.; | 2004 The journal \ol.5 9 511- https://do | Did not report
osteoarthritis: a focus on onset of | Katz, N. P; of pain 520p |i.0rg/10. | AE
efficacy--a comparison of Weaver, A. L.; 1016/j.jp
rofecoxib, celecoxib, Matsumoto, A. ain.2004.
acetaminophen, and nabumetone | K.; Kivitz, A. 09.004
across four clinical trials J.; Polis, A. B.;

Geba, G. P.




Clinical Efficacy of Celecoxib Bedaiwi, M. 2016 Acrthritis Care | 68(6) Not 845- | https://dx | Did not report
Compared to Acetaminophen in K.; Sari, I.; and Research availabl | 852 .doi.org/ | AE
Chronic Nonspecific Low Back Wallis, D.; e 10.1002/
Pain: Results of a Randomized O'Shea, F. D.; acr.2275
Controlled Trial Salonen, D.; 3

Haroon, N.;

Omar, A.;

Inman, R. D.
Clinical relevance of C-reactive Benhamou, 2010 Rheumatolog | Vol.49 | 3 536- | https://do | Wrong outcomes;
protein in ankylosing spondylitis | M.; Gossec, y (Oxford, 541p | i.org/10.
and evaluation of the L.; Dougados, England) 1093/rhe
NSAIDs/coxibs' treatment effect | M. umatolog
on C-reactive protein y/kep393
A multi-center, randomized, Bennett, A.; 2019 Neurology. 92 15 Not Not Wrong
placebo-controlled, double-blind, | Munjal, S. Conference: Supple | availa | available | publication type
crossover study evaluating DFN- 71st Annual ment1 | ble (e.g. conference
15, a liquid celecoxib formulation, Meeting of paper)
for the acute treatment of the American
migraine with or without aura in Academy of
adults Neurology,

AAN

Treatment of osteoarthritis with Bensen, W. G.; | 1999 Mayo Clinic | 74(11) | Not 1095- | https://dx | Wrong timeframe
celecoxib, a cyclooxygenase-2 Fiechtner, J. J.; Proceedings availabl | 1105 | .doi.org/
inhibitor: A randomized McMiillen, J. e 10.4065/
controlled trial I.; Zhao, W. 74.11.10

W;Yu,S. S, 95

Woods, E. M.;

Hubbard, R.

C.; Isakson, P.

C.; Verburg, K.
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Appendix 5. Characteristics of the included studies

Study ID Condition Trial design if crossover, Total Mean age in Females
wash up period sample years
(days) size (*median)
1. Alanoglu 2005 Hiatus hernia repair by laparoscopic Parallel group NA 60 425 40%
Nissen fundoplication (LNF)
2. Argoff 2016 Bunionectomy surgery Parallel group NA 428 39.7 87%
3. Bianchi 2004 Knee OA Crossover 3 30 69 93%
4. Cheung 2007 Third molar extraction Parallel group NA 171 21.6 55%
5. Ekenel 2003 Healthy individuals Crossover 7 25 27.1 0%
6. Fricke 2008 Third molar extraction Parallel group NA 364 23.2 62%
7. Gimbel 2001 Orthopaedic surgery Parallel group NA 418 455 61%
8. Hassan 2016 Hysteroscopy Parallel group NA 210 29.8 100%
9. Isola 2019 Third molar extraction Parallel group NA 98 28.9 51%
10. | Kahlenberg 2017 Hip arthroscopy surgery for Parallel group NA 98 35 56%
femoroacetabular
impingement
11. | Kato 2017 Retrograde Parallel group NA 170 70* 41%
cholangiopancreatography pancreatitis
12. | Kellstein 2004 Third molar extraction Parallel group NA 355 22.2 68%
13. | Kheirabadi 2020 Postorthopedic surgery pain of the lower | Parallel group NA 100 41 20%
extremity
14. | Langford 2022 Abdominal Parallel group NA 1138 48.4 100%
hysterectomy
15. | Latif 2021 Mediolateral episiotomy repair in obese Parallel group NA 200 50.2 100%
primigravidae undergoing spontaneous
vaginal delivery.
16. | Li 2023 Post-total knee arthroplasty Parallel group NA 106 67.75 73%
17. | Lim 2008 Post-perineal repair analgesia Parallel group NA 329 26.75 100%
after spontaneous vaginal birth




Study ID Condition Trial design if crossover, Total Mean age in Females
wash up period sample years
(days) size (*median)
18. | Malmstrom 1999 Third molar extraction Parallel group NA 272 23 64%
19. | Malmstrom 2002 Third molar extraction Parallel group NA 482 22.1 74%
20. | Manvelian 2012 Acute dental pain after third molar Parallel group NA 202 22.42 57%
extraction
21. | Manvelian 2014 Third molar extraction Parallel group NA 203 22.1 65%
22. | Mehta 2013 Microsurgical testicular sperm extraction | Parallel group NA 35 37 0%
23. | Moberly 2007 Third molar extraction Parallel group NA 304 22.6 64%
24. | Munjal 2017 Migraine Crossover 4 60 43.6 75%
25. | Nadarajah 2006 Ankle sprain Parallel group NA 370 63.3 34%
26. | Ng 2017 Tonsillectomy or adenotonsillectomy, Parallel group NA 80 73%
27. | Onda 2016 Second-look procedure in conjunction Parallel group NA 160 34.1 31%
with removal of internal fixation
secondary to anterior cruciate
ligament reconstruction or arthroscopic
meniscal repairs
28. | Parsa 2005 Aesthetic subpectoral breast Parallel group NA 695 34.4 100%
augmentation
29. | Pelliccia 2006 Stable angina pectoris Parallel group NA 50 64.5 22%
30. | Petrella 2004 Acute ankle sprain Parallel group NA 397 30 33%
31. | Pilatti 2006 Mucoperiosteal flap Crossover 30 20 36 11%
surgery (oral, nasal surgery)
32. | Salo 2003 Acute musculoskeletal injury to Parallel group NA 105 29.6* 62%
the extremity
33. | Schaffler 2017 Healthy individuals Crossover 7 25 35.8 9%




Study ID Condition Trial design if crossover, Total Mean age in Females
wash up period sample years
(days) size (*median)
34. | Sekiguchi 2015 Spinal surgery Parallel group NA 141 62.2 31%
35. | Singla 2022 Elective bilateral mandibular third molar Parallel group NA 120 19.8 50%
extraction
36. | Steffens 2011 Parallel group NA 56 38 30%
Open-flap debridement periodontal
surgery
37. | Suhrabi 2013 Perineal pain caused by episiotomy Parallel group NA 170 25 100%
38. | Tang 2017 Simple lumbar discectomy Parallel group NA 96 50.1 43%
39. | Tintara 2018 Pain relief and antipyresis in second Parallel group NA 56 26 100%
trimester medical abortions
40. | Trudeau 2015 Osteoarthritis of the knee Crossover 7 a7
41. | Viscusi 2024a Popliteal sciatic Parallel group NA 637 45.8 86%
block cessation after a primary unilateral
first metatar-
sal osteotomy, with internal fixation but
no additional
collateral procedure
42. | Watcha 2003 Otolaryngologic surgery Parallel group NA 240 435 53%
43. | Weckx 2002 Acute viral pharyngitis Parallel group NA 313 31.6 66%
44. | White 2007 Laparoscopic surgery Parallel group NA 77 37 86%
45. | White 2011 Superficial (honcavitary) Parallel group NA 180 48.6 41%
surgical procedures (e.g., hernia repair,
partial mastectomy,
or joint arthroscopy)
46. | Wittenberg 2006 Osteoarthritis of the knee Parallel group NA 364 64.9 58%
47. | Xu 2018 Hallux valgus surgery Parallel group NA 920 52.1 91%
48. | Zamiri 2009 Third Parallel group NA 41 251 66%

Molar extraction




Study ID Condition Trial design if crossover, Total Mean age in Females
wash up period sample years
(days) size (*median)
49. | Zhang 2023 Total Parallel group NA 156 68.7 48%
hip arthroplasty
50. | Zhou 2023 Total knee arthroplasty Parallel group NA 149 63 7%




Appendix 6. Characteristics of the interventions of the included studies

Study ID Interventions Dose NSAID Single dose Intervention Surgical
classification Celecoxib? duration (days) intervention
indication
Alanoglu 2005 | Celecoxib 200mg Yes 1 Preoperative
Diclofenac potassium 75mg Nonselective
Rofecoxib 50mg COX2
Placebo .
Argoff 2016 Celecoxib 400mg No Postoperative
Solumatrix diclofenac 35mg 18mg or 35mg Nonselective
Placebo .
Bianchi 2004 Celecoxib 200mg No 7 NA
Nimesulide 100mg COX2
Rofecoxib 25mg COX2
Cheung 2007 Celecoxib 400mg Yes 1 Postoperative
Ibuprofen 400mg Nonselective
Placebo .
Ekenel 2003 Celecoxib 100mg No 7 NA
Ibuprofen 600mg Nonselective
Placebo .
Fricke 2008 Celecoxib 400mg Yes 1 Postoperative
Placebo .
Lumiracoxib 400mg COX2
Gimbel 2001 Celecoxib 200mg Yes 1 Postoperative
Placebo .
Hydrocodone/acetaminophen 10mg/1000mg
Hassan 2016 Celecoxib 200mg Yes 1 Preoperative
Tramadol 100mg
Placebo .
Isola 2019 Celecoxib 200mg No 5 Postoperative
Ibuprofen 400mg Nonselective
Placebo .
Kahlenberg Celecoxib 400mg Yes 1 Preoperative
2017 Placebo -
Kato 2017 Celecoxib 400mg Yes 1 Preoperative
Placebo .
Kellstein 2004 Celecoxib 200 mg Yes 1 Postoperative
Lumiracoxib 400 mg COX2
Rofecoxib 50 mg COX2
Placebo .
Kheirabadi Celecoxib 200mg Yes 1 Preoperative
2020 Placebo




Study ID Interventions Dose NSAID Single dose Intervention Surgical
classification Celecoxib? duration (days) intervention
indication
Langford 2022 | Celecoxib 100mg No 5 Postoperative
Tramadol 100mg
Placebo .
Latif 2021 Celecoxib 200mg Yes 1 Postoperative
Tramadol 100mg
Li 2023 Celecoxib 200mg No 3 Postoperative
Oxycodone-acetaminophen 5 mg/325 mg
Lim 2008 Celecoxib 200mg No 1 Postoperative
Diclofenac 100mg Nonselective
Malmstrom Celecoxib 200mg Yes 1 Postoperative
1999 Ibuprofen 400mg Nonselective
Rofecoxib 50mg COX2
Placebo .
Malmstrom Celecoxib 400mg/200mg Yes 1 Postoperative
2002 Placebo .
Rofecoxib 50mg COX2
Ibuprofen 400mg Nonselective
Manvelian Celecoxib 400 mg Yes 1 Postoperative
2012 nano formulated diclofenac 18 mg 18mg Nonselective
nano formulated diclofenac 35 mg 35mg Nonselective
Placebo .
Manvelian Celecoxib 400mg Yes 1 Postoperative
2014 Indomethacin Submicron 20mg 20mg Nonselective
Indomethacin Submicron 40mg 40mg Nonselective
Placebo .
Mehta 2013 Celecoxib 200mg 7 Mixed
Placebo .
Moberly 2007 Celecoxib 400mg Yes 1 Postoperative
CS-706 10 mg 10 COX2
CS-706 100 mg 100 COX2
CS-706 200 mg 200 COX2
CS-706 50 mg 50 COX2
Placebo .
Munjal 2017 Celecoxib 240mg Yes 1 NA
Placebo .
Nadarajah Celecoxib 200mg No 7 NA
2006 Diclofenac SR 75mg Nonselective
Ng 2017 Celecoxib 200mg No 7 Postoperative
Placebo .
Onda 2016 Celecoxib 400mg No 2 Postoperative




Study ID Interventions Dose NSAID Single dose Intervention Surgical
classification Celecoxib? duration (days) intervention
indication

Loxoprofen 60mg Nonselective

Parsa 2005 Celecoxib 400mg Yes 1 Preoperative
Placebo .

Pelliccia 2006 Celecoxib 200mg No 7 Preoperative
Placebo .

Petrella 2004 Celecoxib 200mg No 7 NA
Naproxen 500mg Nonselective

Pilatti 2006 Celecoxib 200mg No 1 Mixed
Dexamethasone 4mg COX2
Placebo .

Salo 2003 Celecoxib 400mg Yes 1 NA
Celecoxib 200mg
Ibuprofen 600mg Nonselective

Schaffler 2017 | Celecoxib 200mg Yes 1 NA
Placebo .

Sekiguchi Celecoxib 200mg No 7 Postoperative

2015 Loxoprofen 180mg Nonselective

Singla 2022 Celecoxib 250mg Yes 1 Postoperative
Placebo .

Steffens 2011 Celecoxib 200mg No 1 Mixed
Etoricoxib 120mg COX2
Placebo .

Suhrabi 2013 Ibuprofen 400 mg Nonselective Yes Postoperative
Celecoxib 100 mg

Tang 2017 Celecoxib 200mg No 7 Mixed
Parecoxib 40mg Nonselective
Buprenorphine 5mg

Tintara 2018 Celecoxib 400mg Yes 1 NA
Placebo .

Trudeau 2015 Celecoxib 100mg No 7 NA
Placebo . Non selective

Viscusi 2024a Celecoxib 100mg No 2 Postoperative
Tramadol 50mg
Placebo .

Watcha 2003 Celecoxib 200mg No 2 Mixed
Rofecoxib 50mg COX2
Placebo .

Weckx 2002 Celecoxib twice daily 200 mg No 5 NA
Celecoxib once daily 200mg

Diclofenac

75mg

Nonselective




Study ID Interventions Dose NSAID Single dose Intervention Surgical
classification Celecoxib? duration (days) intervention
indication

White 2007 Celecoxib 400mg No 4 Postoperative
Placebo .

White 2011 Celecoxib 400mg No 4 Postoperative
Ibuprofen 400mg Nonselective
Placebo NA

Wittenberg Celecoxib 200mg No 7 NA

2006 Lumiracoxib 400mg COX2
Placebo .

Xu 2018 Celecoxib 200mg No 5 Mixed
Flurbiprofen axetil intravenous injection 50mg Nonselective
Buprenorphine transdermal delivery
system 10mg

Zamiri 2009 Celecoxib 200mg No 1 Preoperative
Ibuprofen 600mg Nonselective
Tramadol 100mg

Zhang 2023 Celecoxib 200mg No 7 Postoperative
Imrecoxib 200mg COX2

Zhou 2023 Celecoxib 200mg No 1 Preoperative

Placebo
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Appendix 7. Cochrane risk of bias 2 crossover trials
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Appendix 8. GRADE summary of findings

Certainty assessment Summary of findings
Study event rates (%) Anticipated absolute effects

Parnupants Risk of . . . Publication O"?ra”
(studies) - Inconsistency Indirectness Imprecision . certainty of
bias bias .
Follow-up evidence

With Relative effect | Risk with
placebo, With (95% ClI) placebo, | Risk difference
NSAIDS or | Celecoxib NSAIDS or | with Celecoxib

opioids opioids

Celecoxib vs Placebo on severe adverse events (follow-up: range 1 days to 7 days; assessed with: Self-reported adverse events)

680 serious?® not serious not serious serious® publication bias | @OQOO 4/242 2/438 RR 0.44 4/242 9 fewer per
(3 RCTs) strongly Very low?? (1.7%) (0.5%) (0.07 to 2.61) (1.7%) 1,000
suspected® (from 15 fewer
to 27 more)

Celecoxib vs placebo on cardiovascular adverse events (follow-up: range 1 days to 7 days; assessed with: Self-reported adverse events)

292 serious® not serious not serious serious? publication bias o000 5/146 4/146 RR 0.84 5/146 5 fewer per
(3 RCTs) strongly Very low??¢ (3.4%) (2.7%) (0.24 t0 2.92) (3.4%) 1,000
suspected® (from 26 fewer
to 66 more)

Celecoxib vs NSAIDS on respiratory adverse events (follow-up: range 1 days to 7 days; assessed with: Self-reported adverse events)

1049 serious® not serious not serious serious? publication bias | @ OO0 3/513 5/536 RR 1.23 3/513 1 more per
(4 RCTs) strongly Very low??¢ | (0.6%) (0.9%) (0.29 to 5.26) (0.6%) 1,000
suspected® (from 4 fewer to
25 more)

Celecoxib vs placebo on gastrointestinal adverse events (follow-up: range 1 day to 7 days; assessed with: Self-reported adverse events)

3714 serious® not serious not serious serious? publication bias | @OOO 95/1522 129/2192 RR 0.96 95/1522 2 fewer per
(23 RCTs) strongly Very low??¢ (6.2%) (5.9%) (0.64 to 1.43) (6.2%) 1,000
suspected® (from 22 fewer
to 27 more)

Celecoxib vs NSAIDS on gastrointestinal adverse events (follow-up: range 1 day to 7 days; assessed with: Self-reported adverse events)



Certainty assessment Summary of findings
Study event rates (%) Anticipated absolute effects

Participants n ; < Publication ngrall With Relative effect | Risk with
F(ztlluodv:fji) IECITEHEIE e (TEEEss Ll CE e IES cz\r/tizlgr?égf placebo, With (95% ClI) placebo, | Risk difference
NSAIDS or | Celecoxib NSAIDS or | with Celecoxib
opioids opioids
4266 serious® not serious not serious serious! none a0 124/2286 90/1980 RR 0.89 124/2286 6 fewer per
(21 RCTs) Low®d (5.4%) (4.5%) (0.681t0 1.17) (5.4%) 1,000
(from 17 fewer
to 9 more)

Celecoxib vs opioids on gastrointestinal adverse events (follow-up: range 1 day to 7 days; assessed with: Self-reported adverse events)

1375 not serious® not serious serious? publication bias | &@OOO 96/689 26/686 RR 0.34 96/689 92 fewer per
(8 RCTs) serious strongly Very low?Pe (13.9%) (3.8%) (0.14 to 0.86) (13.9%) 1,000
suspected® (from 120 fewer

to 20 fewer)

Cl: confidence interval; RR: risk ratio
Explanations

a. Fewer than 2000 patients were included

b. Funnel plot shows an asymmetrical form

c. More than 25% of the participants from studies with a high risk of bias

d. 95% Cl includes no effect

e. Test of heterogeneity was significant (P=0.005) and 12 substantial (P=0.005)



Appendix 8. Continued: Inconsistency of results. Summary of similarity of point estimates, the extent of overlap of confidence intervals,
test of heterogeneity (Cochran Q test), and 12 test

Outcome

Differences in point
estimates

Confidence intervals
overlapping?

(Poor overlap indicates
heterogeneity)

Test of heterogeneity (Cochran Q
test)

(lower values <0.05 or <0.1 indicate
heterogeneity depending on the
number of studies)

12
(40% to 60%: moderate
60% to 75% substantial

75% to 100% considerable)

GRADE
rating

opioids on
gastrointestinal adverse
events

side (unlikely
heterogeneity)

heterogeneity)

Celecoxib versus Point estimates on both|Yes (unlikely P=0.36 (not significant) 0% (low) 0
placebo on severe sides (potential heterogeneity)

adverse events heterogeneity)

Celecoxib versus Point estimates on both|Yes (unlikely P=0.84 (not significant) 0% (low) 0
placebo on sides (potential heterogeneity)

cardiovascular adverse |heterogeneity)

events

Celecoxib versus Point estimates on both|Yes (unlikely P=0.55 (not significant) 0% (low) 0
placebo on respiratory [sides (potential heterogeneity)

adverse events heterogeneity)

Celecoxib versus wide variations on Yes (unlikely P=0.08 (not significant) 33% (not significant) 0
placebo on both sides (potential |heterogeneity)

gastrointestinal adverse |heterogeneity)

events

Celecoxib versus wide variations on Yes (unlikely P=0.56 (not significant) 0% (low) 0
NSAIDS on both sides (potential  |heterogeneity)

gastrointestinal adverse |heterogeneity)

events

Celecoxib versus Point estimates on one |Yes (unlikely P=0.005 (significant) 68% (substantial) -1




Appendix 8. Continued: Publication bias

Publication bias is strongly suspected if the funnel plot shows an asymmetrical form with a gap at the bottom corner of the graph
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Celecoxib versus placebo on
respiratory adverse events:
Publication bias is strongly
suspected
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Celecoxib versus placebo on
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Celecoxib versus NSAIDS on
gastrointestinal adverse events:
None

Celecoxib versus opioids on
gastrointestinal adverse events:
Publication bias is strongly
suspected




Appendix 9. Forest plot of celecoxib on secondary outcomes

Supplementary Figure 1. Celecoxib versus placebo on withdrawals

Supplementary Figure 2. Celecoxib versus NSAIDS on withdrawals




Supplementary Figure 3. Celecoxib versus opioids on withdrawals

Supplementary Figure 4. Celecoxib versus placebo on any adverse events

Supplementary Figure 5. Celecoxib versus NSAIDS on any adverse events




Supplementary Figure 6. Celecoxib versus placebo on constipation adverse events

Supplementary Figure 7. Celecoxib versus NSAIDS on constipation adverse events




Supplementary Figure 8. Celecoxib versus opioids on constipation adverse events

Supplementary Figure 9. Celecoxib versus placebo on diarrhea adverse events

Supplementary Figure 10. Celecoxib versus NSAIDS on diarrhea adverse events




Supplementary Figure 11. Celecoxib versus placebo on epigastric pain adverse events

Supplementary Figure 12. Celecoxib versus NSAIDS on epigastric pain adverse events

Supplementary Figure 13. Celecoxib versus placebo on headache adverse events




Supplementary Figure 14. Celecoxib versus NSAIDS on headache adverse events

Supplementary Figure 15. Celecoxib versus placebo on nausea adverse events




Supplementary Figure 16. Celecoxib versus NSAIDS on nausea adverse events

Supplementary Figure 17. Celecoxib versus opioids on nausea adverse events

Supplementary Figure 19. Celecoxib versus placebo on Skin symptoms adverse events

Supplementary Figure 20. Celecoxib versus NSAIDS on Skin symptoms adverse events




Supplementary Figure 21. Celecoxib versus opioids on Skin symptoms adverse events

Supplementary Figure 22. Celecoxib versus placebo on vomiting adverse events

Supplementary Figure 23. Celecoxib versus NSAIDS on vomiting adverse events




Supplementary Figure 24. Celecoxib versus opioids on vomiting adverse events




Appendix 10. Comparison of the results between statistical methods: Risk Ratio vs Peto Odds

Ratio

Outcome

Current method (Risk ratio)

Peto odds ratio

Celecoxib versus placebo
on severe adverse events

RR 0.44 (95%CI 0.10 to 2.03)

OR 0.44 (95%CI 0.08 to 2.27)

Celecoxib versus placebo
on cardiovascular
adverse events

RR 0.84 (95%CI 0.24 to 2.92)

OR 0.79 (95%Cl1 0.21 t0 2.98

Celecoxib versus placebo
on respiratory adverse
events.

RR 1.23 (95%CI 0.29 to 5.26)

OR 1.27 (95%CI 0.31 to 5.23)

Celecoxib versus placebo
on gastrointestinal
adverse events

RR 0.96 (95%CI 0.64 to 1.43)

OR 1.00 (95%CI 0.75 to 1.34)

Celecoxib versus
NSAIDS on
gastrointestinal adverse
events

RR 0.89 (95% CI1 0.68 to 1.17)

OR 0.89 (95%CI 0.67 to 1.18)

Celecoxib vs opioids on
gastrointestinal adverse
events

RR 0.34 (95% CI 0.14 to 0.86)

OR 0.27 (95%CI 0.19 to 0.40)




