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General items

1. Summary statement of the proposal for inclusion, change or deletion.
This report updates a previous application evaluating platinum-based chemotherapy for the
list of WHO Essential Medicine as treatment for early- and advanced-stage head and neck

cancers.

Head and neck cancers encompasses many site-specific tumours, including oral cavity and
oropharyngeal cancers. Together, they account for a significant number of new cases and
deaths every year. Their incidence shows a significant geographical variation, with a higher
incidence in South Asia and a lower incidence in Western Sub-Saharan Africa and Andean
Latin America. Overall, the 5-year survival is around 67%. Although it largely depends on the
location of the cancer and its stage.

We found no new trial since the last application assessing the effect of standard
chemotherapy (without monoclonal antibodies) plus radiotherapy versus radiotherapy alone.
However, we summarized the data regarding the use of platinum-based chemotherapy.

In our analysis, we found that the addition of cisplatin or carboplatin to radiotherapy may
increase overall survival in 2 months (HR 0.95, 95% Cl 0.80-1.12; low certainty evidence).
However, use of platinum-based chemotherapy was associated with an increment in adverse
events, mainly mucositis and skin toxicity (52 more patients with adverse events per 1000

treated; RR 1.16, 95% Cl 1.01-1.34; low certainty evidence).



2. Relevant WHO technical department and focal point.
Department of Health Products Policy and Standards, World Health Organization, Geneva,

Switzerland

3. Name of organization(s) consulted and/or supporting the application.

Department of Health Research Methods, Evidence, and Impact, McMaster University,

Hamilton, Ontario, Canada

WHO Collaborating Center for Evidence Informed Policy, McMaster University, Hamilton,

Ontario, Canada

4. International Nonproprietary Name (INN) and Anatomical Therapeutic Chemical (ATC)

code of the medicine.

International Nonproprietary Name (INN) | Anatomical Therapeutic Chemical (ATC) code

Cisplatin LO1XA01

Carboplatin LO1XA02

5. Dose forms(s) and strength(s) proposed for inclusion; including adult and age-appropriate

paediatric dose forms/strengths (if appropriate).
The current scheme listed is: Cisplatin 100 mg/m2 IV every 3 weeks x 3 cycles

Both, cisplatin and carboplatin can cause dose-related and cumulative renal toxicity. Also, can

cause fetal harm when administered to a pregnant woman.

Safety and effectiveness in pediatric patients have not been established.


https://www.whocc.no/atc_ddd_index/?code=L01XA02

6. Whether listing is requested as an individual medicine or as representative of a

pharmacological class.

As individual medicine

Treatment details, public health relevance and evidence appraisal and synthesis

7. Treatment details

The current scheme listed is: Cisplatin 100 mg/m2 IV every 3 weeks (on days 1, 22, 43) x 3
cycles, which is the most frequent approach. In one trial, however, cisplatin was used in a
lower dose (20 mg/m?2) for 5 consecutive days during weeks 1 and 5, in attempt to reduce the

toxicity and increase the tolerability of concomitant chemotherapy and radiation.

8. Information supporting the public health relevance.

Head and neck cancers encompasses many site-specific tumours, including oral cavity and
oropharyngeal cancers. However, about 90% of all head and neck cancers are squamous cell
carcinomas.! This group of cancers account for 890,000 new cases and 450,000 deaths
annually, being the sixth most common cancer worldwide.?

Although the incidence for nasopharyngeal cancers have decreased over the last twenty years,
the incidence of oro/hypopharyngeal cancers and lip/oral cavity cancers have increased.?
There is a marked geographical variation on the incidence of head and neck cancer as well,
being noticeably more frequent in South Asia and less frequent in Western Sub-Saharan Africa
and Andean Latin America.>*

Prognosis of head and neck cancers depends largely on the location of the tumour and its
stage. Overall, the 5-year survival is 66.9%. However, localized stages have a 5-year survival
ranging from 62 to 96% depending of the anatomic site, while metastatic disease has a 5-year

survival in the range of 20-40%.°



9. Review of benefits: summary of evidence of comparative effectiveness.

Methods

We searched for systematic reviews up to March 2021 on MEDLINE, EMBASE and the
Cochrane Library, from date of inception and without language limits (see appendix). We
used the systematic reviews as a way to identify relevant studies but conducted our own

meta-analysis.

We used the following inclusion criteria:

1. Study design: Randomized trial

2. Population: Individuals with head and neck cancer

3. Intervention: Any chemotherapy (in addition to radiotherapy)

4. Comparison: Radiotherapy only

We assessed the risk of bias using the Cochrane Collaboration Risk of Bias Tool. We also made
judgments about precision, consistency, directness, and likelihood of publication bias

following the GRADE approach.

We meta-analysed the data using the Mantel-Haenszel method, random effect model. We
assessed heterogeneity with the Chi-square test and with the 12 statistic. Meta-analyses were
conducted using RevMan (Version 5.3 Copenhagen: The Nordic Cochrane Centre, The
Cochrane Collaboration, 2014) or STATA (StataCorp. 2017. Stata Statistical Software: Release

15. College Station, TX: StataCorp LLC.).

Results

We identified 17 systematic reviews.®?> We found no new trial since the last application.
However, we summarized the data regarding the use of platinum-based chemotherapy.
Eight trials, in seven publications, provided data to estimate the effect of cisplatin or

23-27 while two

carboplatin in overall survival. Six trials assessed the effect of cisplatin,
evaluated carboplatin.?® 2° In almost all of the trials, platinum was used as single
chemotherapy agent; only in one trial, it as used associated with another drug (fluorouracil).?®

Most of the trials were conducted in individuals with locally advanced disease.



Our analysis showed that the addition of cisplatin or carboplatin to radiotherapy may increase

overall survival in 2 months (HR 0.95, 95% Cl 0.80-1.12; low certainty evidence).

Summary of Potential Benefits

Relative Effect

Anticipated absolute effect

Certainty of the

Outcomes (Cl 95%) WITH WITHOUT Difference Evidence
Chemotherapy | Chemotherapy (C195%) (GRADE)
Overall survival 2 b,c
8 RCT< HR 0.95 34 32 months more DDOO>
(n=2,235) (0.80-1.12) months months? (From 4 less to 8 Low

more)

Abbreviations: HR: Hazard ratio; Cl: Confidence interval

a. The anticipated absolute effect was estimated from the median survival observed in controls groups
and the hazard ratio.
b. We rated down the certainty of the evidence due to risk of bias. Most of the studies were unblinded.
Additionally, two studies report incomplete data.
c. We rated down the certainty of the evidence due to imprecision. The confidence interval around the
absolute effect probably crosses decision thresholds.

10. Review of harms and toxicity: summary of evidence of safety.

From the systematic reviews identified (see previous section), we found 26 trials that

reported data on adverse effects. We observed that the addition cisplatin or carboplatin to

radiotherapy may result in 52 more patients with adverse events per 1000 treated (RR 1.16,

95% Cl 1.01-1.34; low certainty evidence). The most common adverse events were mucositis,

skin toxicity, dysphagia and stomatitis.




Summary of Potential Harms

Anticipated absolute effect
Relative Effect certa'.r:y SfE2

Outcomes (Cl 95%) WITH WITHOUT Difference Evidence

Doxorubicin Doxorubicin (C195%) (GRADE)
Adverse events
grade 3 or more RR 1.16 376 324 52 more SPO0O*
26 RCTs (1.01-1.34) per 1000 per 1000 (3 to 110 more) LOW
(n=5,086)

Abbreviations: RR: Risk ratio; Cl: Confidence interval
a. We rated down the certainty of the evidence due to risk of bias. Most of the studies were unblinded.
Additionally, two studies report incomplete data.
b. We rated down the certainty of the evidence due to inconsistency. We observed a substantial
heterogeneity on the meta-analysis (1>=79%)

11. Summary of available data on comparative cost and cost-effectiveness of the medicine.

Methods

We searched for economic evaluations up to March 2021 on MEDLINE, EMBASE and the
Cochrane library (see appendix). Additionally, we hand-searched the websites of the following
agencies and organizations: The National Institute of Health Research, The Center of Review
and Dissemination, The Canadian Agency for Drugs and Technologies in Health (CADTH), The
National Institute for Health and Care Excellence (NICE), Pharmaceutical Benefits Advisory
Committee (PBAC) and The International Network of Agencies for Health Technology
Assessment (INHATA).

Inclusion/exclusion

Inclusion

We included full economic evaluations (studies comparing costs and health consequences of
alternative courses of action: cost—utility, cost-effectiveness, cost-benefit and cost-
consequence analyses) and comparative costing studies that addressed the review question

in the relevant population.




Exclusion
We excluded studies that only reported cost per hospital (not per patient), or only reported
average cost-effectiveness without disaggregated costs and effects. Also, we excluded

abstracts, posters, reviews, letters/editorials, and unpublished studies

Results
We identified no new economic evaluation addressing the use of standard chemotherapy

regimens in addition to radiotherapy in individuals with head or neck cancers.

12. Summary of regulatory status and market availability of the medicine.

US Food and Drug Administration: Approved

European Medicines Agency: Approved

Australian Government: Approved

Japanese Pharmaceuticals and Medical Devices Agency: Approved

Health Canada: Approved

13. Availability of pharmacopoeial standards

Cisplatin and carboplatin
International Pharmacopoeia: No
British Pharmacopoeia: No
European Pharmacopoeia: No

United States Pharmacopoeia: No



References

10.

11.

12.

13.

14.

15.

Johnson DE, Burtness B, Leemans CR, Lui VWY, Bauman JE, Grandis JR. Head and neck
squamous cell carcinoma. Nature Reviews Disease Primers. 2020/11/26 2020;6(1):92.
do0i:10.1038/s41572-020-00224-3

Bray F, Ferlay J, Soerjomataram |, Siegel RL, Torre LA, Jemal A. Global cancer statistics 2018:
GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers in 185 countries. CA
Cancer J Clin. Nov 2018;68(6):394-424. doi:10.3322/caac.21492

Aupérin A. Epidemiology of head and neck cancers: an update. Current Opinion in Oncology.
2020;32(3):178-186. doi:10.1097/cco.0000000000000629

Global Burden of Disease Cancer C, Fitzmaurice C, Abate D, et al. Global, Regional, and National
Cancer Incidence, Mortality, Years of Life Lost, Years Lived With Disability, and Disability-
Adjusted Life-Years for 29 Cancer Groups, 1990 to 2017: A Systematic Analysis for the Global
Burden of Disease Study. JAMA Oncol. 2019;5(12):1749-1768.
do0i:10.1001/jamaoncol.2019.2996

NIH. National Cancer Institute. Surveillance, Epidemiology, and End Results (SEER) program.
Available at www.cancer.gov (accessed January 2021). 2020;

Dauzier E, Lacas B, Blanchard P, et al. Role of chemotherapy in 5000 patients with head and
neck cancer treated by curative surgery: A subgroup analysis of the meta-analysis of
chemotherapy in head and neck cancer. Oral Oncology. 2019/08/01/ 2019;95:106-114.
doi:https://doi.org/10.1016/j.oraloncology.2019.06.001

Suton P, Skelin M, Rakusic Z, Dokuzovic S, Luksic I. Cisplatin-based chemoradiotherapy vs.
cetuximab-based bioradiotherapy for p16-positive oropharyngeal cancer: an updated meta-
analysis including trials RTOG 1016 and De-ESCALaTE. European Archives of Oto-Rhino-
Laryngology. 2019/05/01 2019;276(5):1275-1281. doi:10.1007/s00405-019-05387-8
Haussmann J, Tamaskovics B, Bolke E, et al. Addition of chemotherapy to hyperfractionated
radiotherapy in advanced head and neck cancer—a meta-analysis. Strahlentherapie und
Onkologie. 2019/12/01 2019;195(12):1041-1049. doi:10.1007/s00066-019-01511-z

Xu B, Zeng M, Zeng J, Feng J, Yu L. Meta-analysis of clinical trials comparing the efficacy and
safety of liposomal cisplatin versus conventional nonliposomal cisplatin in nonsmall cell lung
cancer (NSCLC) and squamous cell carcinoma of the head and neck (SCCHN). Medicine.
2018;97(46):€13169. doi:10.1097/md.0000000000013169

Gao P, Gong L, Wang X. Induction chemotherapy in patients with resectable laryngeal cancer: A
meta-analysis. Mol Clin Oncol. 2018/08/01 2018;9(2):155-162. d0i:10.3892/mc0.2018.1645
Winquist E, Agbassi C, Meyers BM, et al. Systemic therapy in the curative treatment of head and
neck squamous cell cancer: a systematic review. Journal of Otolaryngology - Head & Neck
Surgery. 2017/04/04 2017;46(1):29. doi:10.1186/s40463-017-0199-x

Jerzak KJ, Delos Santos K, Saluja R, Lien K, Lee J, Chan KKW. A network meta-analysis of the
sequencing and types of systemic therapies with definitive radiotherapy in locally advanced
squamous cell carcinoma of the head and neck (LASCCHN)Yx. Oral Oncology. 2017/08/01/
2017;71:1-10. doi:https://doi.org/10.1016/j.oraloncology.2017.05.011

Lacas B, Bourhis J, Overgaard J, et al. Role of radiotherapy fractionation in head and neck
cancers (MARCH): an updated meta-analysis. Lancet Oncol. Sep 2017;18(9):1221-1237.
doi:10.1016/s1470-2045(17)30458-8

Vidal L, Ben Aharon I, Limon D, Cohen E, Popovtzer A. Role of Induction Chemotherapy Prior to
Chemoradiation in Head and Neck Squamous Cell Cancer—Systematic Review and Meta-
analysis. The Cancer Journal. 2017;23(2):79-83. doi:10.1097/pp0.0000000000000253

Jr PNA, Tadokoro H, Silva GFd, et al. Definitive chemoradiotherapy for squamous head and neck
cancer: cisplatin versus carboplatin? A meta-analysis. Future Oncology. 2016;12(23):2755-2764.
doi:10.2217/fon-2016-0068



www.cancer.gov
https://doi.org/10.1016/j.oraloncology.2019.06.001
https://doi.org/10.1016/j.oraloncology.2017.05.011

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Guan J, Zhang, Li Q, et al. A meta-analysis of weekly cisplatin versus three weekly cisplatin
chemotherapy plus concurrent radiotherapy (CRT) for advanced head and neck cancer (HNC).
Oncotarget. Oct 25 2016;7(43):70185-70193. doi:10.18632/oncotarget.11824

Gupta T, Kannan S, Ghosh-Laskar S, Agarwal JP. Systematic Review and Meta-analysis of
Conventionally Fractionated Concurrent Chemoradiotherapy versus Altered Fractionation
Radiotherapy Alone in the Definitive Management of Locoregionally Advanced Head and Neck
Squamous Cell Carcinoma. Clin Oncol (R Coll Radiol). Jan 2016;28(1):50-61.
do0i:10.1016/j.clon.2015.09.002

Budach W, Bolke E, Kammers K, et al. Induction chemotherapy followed by concurrent radio-
chemotherapy versus concurrent radio-chemotherapy alone as treatment of locally advanced
squamous cell carcinoma of the head and neck (HNSCC): A meta-analysis of randomized trials.
Radiother Oncol. Feb 2016;118(2):238-43. doi:10.1016/j.radonc.2015.10.014

Strojan P, Vermorken JB, Beitler JJ, et al. Cumulative cisplatin dose in concurrent
chemoradiotherapy for head and neck cancer: A systematic review. Head & Neck.
2016;38(S1):E2151-E2158. doi:https://doi.org/10.1002/hed.24026

Kim R, Hahn S, Shin J, et al. The Effect of Induction Chemotherapy Using Docetaxel, Cisplatin,
and Fluorouracil on Survival in Locally Advanced Head and Neck Squamous Cell Carcinoma: A
Meta-Analysis. Cancer Res Treat. 7 2016;48(3):907-916. doi:10.4143/crt.2015.359

Gupta T, Kannan S, Ghosh—Laskar S, Agarwal JP. Concomitant chemoradiotherapy versus altered
fractionation radiotherapy in the radiotherapeutic management of locoregionally advanced
head and neck squamous cell carcinoma: An adjusted indirect comparison meta-analysis. Head
& Neck. 2015;37(5):670-676. doi:https://doi.org/10.1002/hed.23661

Qian X, Ma C, Hoffmann TK, Kaufmann AM, Albers AE. Taxane-cisplatin-fluorouracil as induction
chemotherapy for advanced head and neck cancer: a meta-analysis of the 5-year efficacy and
safety. SpringerPlus. 2015/05/01 2015;4(1):208. doi:10.1186/s40064-015-0988-5

Bernier J, Cooper JS, Pajak TF, et al. Defining risk levels in locally advanced head and neck
cancers: A comparative analysis of concurrent postoperative radiation plus chemotherapy trials
of the EORTC (#22931) and RTOG (# 9501). Head & Neck. 2005;27(10):843-850.
doi:https://doi.org/10.1002/hed.20279

Cooper JS, Zhang Q, Pajak TF, et al. Long-term follow-up of the RTOG 9501/intergroup phase llI
trial: postoperative concurrent radiation therapy and chemotherapy in high-risk squamous cell
carcinoma of the head and neck. Int J Radiat Oncol Biol Phys. Dec 1 2012;84(5):1198-205.
doi:10.1016/].ijrobp.2012.05.008

Forastiere AA, Zhang Q, Weber RS, et al. Long-term results of RTOG 91-11: a comparison of
three nonsurgical treatment strategies to preserve the larynx in patients with locally advanced
larynx cancer. J Clin Oncol. Mar 1 2013;31(7):845-52. d0i:10.1200/jco0.2012.43.6097

Rishi A, Ghoshal S, Verma R, et al. Comparison of concomitant boost radiotherapy against
concurrent chemoradiation in locally advanced oropharyngeal cancers: a phase lll randomised
trial. Radiother Oncol. Jun 2013;107(3):317-24. doi:10.1016/j.radonc.2013.05.016

Ghadjar P, Simcock M, Studer G, et al. Concomitant cisplatin and hyperfractionated
radiotherapy in locally advanced head and neck cancer: 10-year follow-up of a randomized
phase Il trial (SAKK 10/94). Int J Radiat Oncol Biol Phys. Feb 1 2012;82(2):524-31.
do0i:10.1016/].ijrobp.2010.11.067

Racadot S, Mercier M, Dussart S, et al. Randomized clinical trial of post-operative radiotherapy
versus concomitant carboplatin and radiotherapy for head and neck cancers with lymph node
involvement. Radiother Oncol. May 2008;87(2):164-72. doi:10.1016/j.radonc.2007.12.021
Bourhis J, Sire C, Graff P, et al. Concomitant chemoradiotherapy versus acceleration of
radiotherapy with or without concomitant chemotherapy in locally advanced head and neck
carcinoma (GORTEC 99-02): an open-label phase 3 randomised trial. Lancet Oncol. Feb
2012;13(2):145-53. d0i:10.1016/s1470-2045(11)70346-1



https://doi.org/10.1002/hed.24026
https://doi.org/10.1002/hed.23661
https://doi.org/10.1002/hed.20279

Appendix

Appendix 1: Search strategies
Search strategy for systematic reviews in MEDLINE and EMBASE (via OVID)

DATE: March 2021

1. (head and neck squamous cell carcinoma).mp. [mp=ti, ab, hw, tn, ot, dm, mf, dv, kw, fx, dq, nm, kf, ox, px,
rx, an, ui, syl

2. (head and neck neoplasm).mp. [mp=ti, ab, hw, tn, ot, dm, mf, dv, kw, fx, dg, nm, kf, ox, px, rx, an, ui, sy]
3. (head and neck cancer).mp. [mp=ti, ab, hw, tn, ot, dm, mf, dv, kw, fx, dq, nm, kf, ox, px, rx, an, ui, sy]
.lor2or3

. chemotherapy.mp. [mp=ti, ab, hw, tn, ot, dm, mf, dv, kw, fx, dg, nm, kf, ox, px, rx, an, ui, sy]

. cisplatin.mp. [mp=ti, ab, hw, tn, ot, dm, mf, dv, kw, fx, dq, nm, kf, ox, px, rx, an, ui, sy]

5o0r6

. systematic review/

. meta-analysis/

10. (meta analy* or metanaly* or metaanaly*).ti,ab.

11. ((systematic or evidence) adj2 (review* or overview?*)).ti,ab.

12. (reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

13. (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or
science citation index or bids or cancerlit).ab.

14. cochrane.jw.

15.80r9o0r10o0r1llorl12or13orl4

16.4 and 7 and 15

RN NN ST N

Search strategy for economic evaluations in MEDLINE (via OVID)
DATE: March 2021

((adjuvant chemotherapy[MeSH Terms]) OR ("chemotherapy, adjuvant/pharmacology"[MeSH Terms]) OR
(chemotherapy OR chemothera*)) AND (("squamous cell carcinoma of head and neck"[MeSH Terms] OR
squamous cell carcinoma)) AND (Economics[Mesh:NoExp] OR "Cost-Benefit Analysis"[Mesh] OR "Costs and Cost
Analysis"[mh] OR Economics, Nursing[mh] OR Economics, Medical[mh] OR Economics, Pharmaceutical[mh] OR
Economics, Hospital[mh] OR Economics, Dental[mh] OR "Fees and Charges"[mh] OR Budgetsimh] OR
budget*[tiab] OR economic*[tiab] OR cost[tiab] OR costs[tiab] OR costly[tiab] OR costing[tiab] OR price[tiab] OR
prices[tiab] OR pricing[tiab] OR pharmacoeconomic*[tiab] OR pharmaco-economic*[tiab] OR expenditure[tiab]
OR expenditures[tiab] OR expense[tiab] OR expenses[tiab] OR financial[tiab] OR finance[tiab] OR finances[tiab]
OR financed[tiab] OR value for money[tiab] OR monetary value*[tiab] OR models, economic[mh] OR economic
model*[tiab] OR markov chains[mh] OR markov[tiab] OR monte carlo method[mh] OR monte carlo[tiab] OR
Decision Theory[mh] OR decision tree*[tiab] OR decision analy*[tiab] OR decision model*[tiab] OR “Single

Technology Appraisal”OR “HTA” OR “Technology Appraisal”)



Search strategy for economic evaluations in EMBASE (via OVID)

DATE: March 2021

(induction chemotherapy.tw OR induc$ chemotherapy.tw OR neoadjuvant chemotherapy.tw OR preoperative
chemotherapy.tw OR sequential chemotherapy.tw OR adjuvant chemotherapy.tw OR primary chemotherapy.tw
OR initial chemotherapy.tw) AND (squamous cell carcinoma/ OR Squamous cell can*.tw) AND (Cost-
effectiveness.mp. or "cost utility analysis"/ or "cost benefit analysis"/ or "cost minimization analysis"/ or "cost"/
or "cost effectiveness analysis"/ or QALY.mp. or quality adjusted life year/ or health technology assessment.mp.
or biomedical technology assessment/ or economics/ or willingness to pay.mp. or "health care cost"/ or life
years gained.mp. or disability-adjusted life years.mp. or disability-adjusted life year/ or Statistical Model/ or
economic model*.ab,ti. or Probability/ or markov.ti,ab,kw. or monte carlo method/ or monte carlo.ti,ab. or

Decision Theory/ or Decision Tree/ or health technology assessment.mp.)

Appendix 2: Forest plots

Chemotherapy in addition to radiotherapy in individuals with head and neck cancers -

Overall survival.

Overall Survivall

Hazard %

Study Ratio (95% CI) Weight
Ghadjar 2012 || —— 1.60 (1.10, 2.50) 10.65
Racadot 2008 S 1.05 (0.69, 1.60) 10.34
Cooper 2012 _‘:"_ 0.89 (0.70,1.12) 18.33
Forastiere 2013 —%--0— 1.08 (0.85, 1.32) 19.16

I
Bemier 2004 —_— 0.70 (0.52, 0.95) 14.95
Bourhis 2012 —0—3- 0.87 (0.72,1.06) 20.68
Rishi 2013 —"—vj-— 0.73 (0.34,1.18) 589
Overall (-squared = 55.1%, p = 0.037) <> 0.95 (0.80,1.12) 100.00

T
NOTE: Weights are from random effects analysis

T T T T

2 5 1 2 5



Chemotherapy in addition to radiotherapy in individuals with head and neck cancers —

Adverse events

Chemoradiotherapy  Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Adelstein 2003 43 95 32 a8 4.4% 1.39[0.97, 1.99] —
Bachaud 1996 [ a0 4 26 1.2% 1.30[0.41, 4.11] e I—
Benzadoun 2006 B7 a1 a7 8z 5.8% 1.19[1.00,1.42] ™
Bernier 2004 73 167 38 167 4.6% 2.00[1.48 293 i
Bourhis 2012 208 280 226 281 6.2% 0.91 [0.83, 1.00] 1
Brizel 1998 44 56 45 &0 5.6% 1.05[0.86, 1.29] T
Chitapanarux 2013 20 48 248 a7 4.1% 0.62[0.41,097] I
Cooper 2012 23 193 19 2058 0% 1.20[0.72,2.29] T
Corvd 2001 21 63 kil 64 3.9% 0.69 [0.45, 1.06] 7
Fallai 2006 7 a9 4 36 1.2% 1.62 [0.52, 5.06] —
Forastiere 20132 81 157 68 158 5.1% 0.90[0.69,1.19] -
Fountzilas 2004 12 40 14 44 2.8% 0.88[0.47,1.65] b
Ghadjar 2012 eli} ag 34 106 4.1% 0.95[0.64, 1.43] -
Ghosh 2016 23 69 12 a7 29% 1.68 [0.92, 3.06] _
Haddad 1596 7 28 g 28 1.8% 0.88 [0.37, 2.09] . —
Huguenin 2004 B5 112 68 112 5.59% 096 [0.77,1.19] -
Jeremic 2000 4 1068 7 a3 2.3% 2.931.41,6.09
Qlmi 2003 24 G4 g 63 2.3% 2.95[1.44,68.07]
Quon 2011 27 149 32 159 3T% 0.90[0.57,1.43] -
Racadot 2008 10 52 18 51 26% 0.54 [0.28, 1.06] I
Rishi 2013 B0 106 &0 110 5.3% 1.04[0.82,1.32] T
Ruo Redda 2010 10 an 7 7 1.7% 1.38[0.95,3.43] T
Semrau 2006 82 113 101 127 5.9% 0.91 [0.73, 1.08] =
Sharma 2012 30 7 14 76 32% 212[1.22,3.66] —_—
Staar 2001 7 113 13 127 5.8% 1.31[1.06, 1.62] —
VWendt 1998 92 130 41 140 5.0% 2420183, 3.200 -
Total (95% CI) 2542 2544 100.0% 1.16 [1.01, 1.34] 3
Total events 1180 1037

. a_ 2 _ - I , + |

Heterogeneity: Tau®= 0.08; Chi*= 122 58, df = 25 (P = 0.00001); I*= 80% o o & o0

Testfor overall effect Z= 215 (P =0.03) Favours [CR Therapy] Favours [R Therapy]



