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Supplement 1. Search Strategies
Cochrane Library

#1

#2

#3

#4

#5

#6

#7

#8

#9

#10
#11
#12
#13
#14
#15
#16
#17
#18
#19
#20
#21
#22
#23
#24
#25
#26
#27
#28
#29
#30
#31
#32
#33
#34
#35
#36
#37
#38
#39
#40
#41
#42

MeSH descriptor: [Glaucoma, Open-Angle] explode all trees
MeSH descriptor: [Ocular Hypertension] explode all trees

(open near/2 angle near/2 glaucoma¥*)

(POAG or OHT)

(((increas* or elevat* or high*) near/3 (ocular or intra-ocular)) and pressure)
{or #1-#5}

MeSH descriptor: [Adrenergic beta-Antagonists] explode all trees
MeSH descriptor: [Timolol] explode all trees

Timolol*

MeSH descriptor: [Metipranolol] explode all trees

Metipranolol*

MeSH descriptor: [Carteolol] explode all trees

Carteolol*

MeSH descriptor: [Levobunolol] explode all trees

Levobunolol*

MeSH descriptor: [Betaxolol] explode all trees

Betaxolol*

MeSH descriptor: [Carbonic Anhydrase Inhibitors] explode all trees
(Carbonic near/2 Anhydrase near/2 Inhibitor*)

MeSH descriptor: [Acetazolamide] explode all trees

Acetazolam*

Brinzolamide*

Dorzolamide*

MeSH descriptor: [Prostaglandins, Synthetic] explode all trees
latanoprost*

travoprost*

bimatoprost*

unoprostone*

tafluprost*

MeSH descriptor: [Antihypertensive Agents] explode all trees
MeSH descriptor: [Pilocarpine] explode all trees

Pilocarpin*

MeSH descriptor: [Epinephrine] explode all trees

epinephrine*

dipivefrin*

MeSH descriptor: [Adrenergic alpha-2 Receptor Agonists] explode all trees
(adrenergic near/2 alpha* near/3 agonist*)

apraclonidin*

brimonidine*

(drug* or medic* or pharmacologic*) near/3 (treat* or therap* or intervent*)
{or #7-#40}

#6 and #41

MEDLINE (OVID)

1. exp clinical trial/ [publication type]
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2. (randomized or randomised).ab,ti.

3. placebo.ab,ti.

4. dt.fs.

5. randomly.ab,ti.

6. trial.ab,ti.

7. groups.ab,ti.

8.or/1-7

9. exp animals/

10. exp humans/

11.9 not (9 and 10)

12.8 not 11

13. exp glaucoma open angle/

14. exp ocular hypertension/

15. (open adj2 angle adj2 glaucomas).tw.
16. (POAG or OHT).tw.

17. (((increasS or elevat$ or high$S) adj3 (ocular or intra-ocular)) and pressure).tw.
18. or/13-17

19. exp adrenergic beta antagonists/

20. exp timolol/

21. timololS.tw.

22. exp metipranolol/

23. metipranolol$.tw.

24. exp carteolol/

25. carteolol$.tw.

26. exp levobunolol/

27. levobunolol$.tw.

28. exp betaxolol/

29. betaxolol$.tw.

30. exp carbonic anhydrase inhibitors/
31. (carbonic adj2 anhydrase adj2 inhibitorS).tw.
32. exp Acetazolamide/

33. acetazolamideS.tw.

34. brinzolamideS.tw.

35. dorzolamideS.tw.

36. exp Prostaglandins, Synthetic/

37. latanoprostS.tw.

38. travoprostS.tw.

39. bimatoprostS.tw.

40. unoprostones.tw.

41. brimonidineS.tw.

42. exp antihypertensive agents/

43, exp pilocarpine/

44, pilocarpin$.tw.

45. exp epinephrine/

46. epinephrinS$.tw.

47. dipivefrinS.tw.

48. exp Adrenergic alpha-2 Receptor Agonists/
49, ((adrenergic adj2 alpha$ adj2 receptorS) or (adrenergic adj2 alpha$ adj2 agonistS)).tw.
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50. apraclonidin$.tw.

51. tafluprostS.tw.

52. ((drug$ or medicS or pharmacologic$) adj3 (treat$ or therap$ or intervent$)).tw.
53. 0r/19-52

54.18 and 53

55.12 and 54

Embase.com

#1 'randomized controlled trial'/exp
#2 'randomization'/exp
#3 'double blind procedure'/exp
#4 'single blind procedure'/exp
#5 random*:ab,ti
#6 #1 OR #2 OR #3 OR #4 OR #5
#7 'animal'/exp OR 'animal experiment'/exp
#8 'human'/exp
#9 #7 AND #8
#10 #7 NOT #9
#11 #6 NOT #10
#12 ‘clinical trial'/exp
#13 (clin* NEAR/3 trial*):ab,ti
#14 ((singl* OR doubl* OR trebl* OR tripl*) NEAR/3 (blind* OR mask*)):ab,ti
#15 'placebo'/exp
#16 placebo*:ab,ti
#17 random*:ab,ti
#18 'experimental design'/exp
#19 'crossover procedure'/exp
#20 'control group'/exp
#21 'latin square design'/exp
#22 #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21
#23 #22 NOT #10
#24 #23 NOT #11
#25 'comparative study'/exp
#26 'evaluation'/exp
#27 'prospective study'/exp
#28 control*:ab,ti OR prospectiv*:ab,ti OR volunteer*:ab,ti
#29 #25 OR #26 OR #27 OR #28
#30 #29 NOT #10
#31 #30 NOT (#11 OR #23)
#32 #11 OR #24 OR #31
#33 'open angle glaucoma'/exp
#34 'intraocular hypertension'/exp
#35 (open NEAR/2 angle):ab,ti AND (angle NEAR/2 glaucoma*):ab,ti
#36 poag:ab,ti OR oht:ab,ti
#37 ((increas* OR elevat* OR high*) NEAR/3 (ocular OR 'intra ocular')):ab,ti AND pressure:ab,ti
#38 #33 OR #34 OR #35 OR #36 OR #37
#39 'beta adrenergic receptor blocking agent'/exp
#40 'timolol'/exp
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#a1 timolol*:ab,ti

#42 'metipranolol'/exp

#43 metipranolol*:ab,ti

HA4 'carteolol'/exp

#45 carteolol*:ab,ti

#46 'levobunolol'/exp

#47 levobunolol*:ab,ti

#48 'betaxolol'/exp

#49 betaxolol*:ab,ti

#50 'carbonate dehydratase inhibitor'/exp

#51 (carbonic NEAR/2 anhydrase):ab,ti AND (anhydrase NEAR/2 inhibitor*):ab,ti
#52 'acetazolamide'/exp

#53 acetazolamide*:ab,ti

#54 brinzolamide*:ab,ti

#55 dorzolamide*:ab,ti

#56 'latanoprost'/exp

#57 latanoprost*:ab,ti

#58 'travoprost'/exp

#59 travoprost*:ab,ti

#60 'bimatoprost'/exp

#o1 bimatoprost*:ab,ti

#62 'unoprostone isopropyl ester'/exp

#63 unoprostone*:ab,ti

#64 'brimonidine'/exp

#65 brimonidine*:ab,ti

#66 'antihypertensive agent'/exp

#67 'pilocarpine'/exp

#68 pilocarpin*:ab,ti

#69 'adrenalin'/exp

#70 epinephrin*:ab,ti

#71 dipivefrin*:ab,ti

#72 'alpha 2 adrenergic receptor stimulating agent'/exp

#73 (adrenergic NEAR/2 alpha*):ab,ti AND (alpha* NEAR/2 agonist*):ab,ti
#74 apraclonidin*:ab,ti

#75 'tafluprost'/exp

#76 tafluprost*:ab,ti

#77 ((drug* OR medic* OR pharmacologic*) NEAR/3 (treat* OR therap* OR intervent*)):ab,ti
#78 #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR #49 OR #50 OR

#51 OR #52 OR #53 OR #54 OR #55 OR #56 OR #57 OR #58 OR #59 OR #60 OR #61 OR #62
OR #63 OR #64 OR #65 OR #66 OR #67 OR #68 OR #69 OR #70 OR #71 OR #72 OR #73 OR
#74 OR #75 OR #76 OR #77

#79 #38 AND #78

#80 #32 AND #79

PubMed

#1 ((randomized controlled trial[pt]) OR (controlled clinical trial[pt]) OR (randomised[tiab] OR

randomized[tiab]) OR (placeboltiab]) OR (drug therapy[sh]) OR (randomly[tiab]) OR (trial[tiab]) OR
(groups[tiab])) NOT (animals[mh] NOT humans[mh])
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#2
#3
#4

#5

#6

#7

#8

#9

#10
#11
#12
#13
#14
#15
#16
#17
#18
#19
#20
#21
#22
#23

#24
#25
#26
#27

#28
#29

Annals of Internal Medicine

(open[tw] AND angle[tw] AND glaucoma*[tw]) NOT Medline[sb]

(POAG[tw] OR OHT[tw]) NOT Medline[sb]

(((increase*[tw] OR elevat*[tw] OR high*[tw]) AND (ocular[tw] OR intra-ocular[tw])) AND
pressure[tw]) NOT Medline[sb]

#2 OR#3 OR #4

timolol*[tw] NOT Medline[sb]

metipranolol*[tw] NOT Medline[sb]

carteolol*[tw] NOT Medline[sb]

levobunolol*[tw] NOT Medline[sb]

betaxolol*[tw] NOT Medline[sb]

(carbonic[tw] AND anhydrase[tw] AND inhibitor*[tw]) NOT Medline[sb]
acetazolamide*[tw] NOT Medline[sb]

brinzolamide*[tw] NOT Medline[sb]

dorzolamide*[tw] NOT Medline[sb]

latanoprost*[tw] NOT Medline[sb]

travoprost*[tw] NOT Medline[sb]

bimatoprost*[tw] NOT Medline[sb]

unoprostone*[tw] NOT Medline[sb]

brimonidine*[tw] NOT Medline[sb]

pilocarpin*[tw] NOT Medline[sb]

epinephrin*[tw] NOT Medline[sb]

dipivefrin®* NOT Medline[sb]

((adrenergic[tw] AND alpha*[tw] AND receptor*[tw]) OR (adrenergic[tw] AND alpha*[tw]
AND agonist*[tw])) NOT Medline[sb]

apraclonidin*[tw] NOT Medline[sb]

tafluprost*[tw] NOT Medline[sb]

((drug*[tw] OR medic*[tw] OR pharmacologic*[tw]) AND (treat*[tw] OR therap*[tw] OR
intervent*[tw])) NOT Medline[sb]

#6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18

OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26
#5 AND #27
#1 AND #28

Downloaded From: http://annals.org/ by a Welch Medical Library JHU User on 09/30/2016

© 2016 American College of Physicians



Supplement 2. Network Meta-Analysis Statistical Methods

For the Bayesian random-effects network meta-analysis models, we applied non-informative, yet
proper, priors so that the data dominate the posterior distribution. We drew samples of the parameters
of interest from the full posterior distribution using Markov Chain Monte Carlo algorithms. We used 2
chains and obtained 50,000 samples (after a 20,000 sample burn-in period). Our models assumed that
variance was homogeneous at both the drug and the class level.

A valid network meta-analysis requires the assumption that there are no systematic differences
between included comparisons other than the treatments themselves (5). In other words, in a
hypothetical RCT consisting of all the treatments included in the network, participants could be
randomized to any of the treatments (5). We examined this assumption based on the distribution of
participant characteristics, interventions, and design characteristics among trials. We further considered
the statistical disagreement between direct and indirect comparisons, or inconsistency, present among
studies. To assess inconsistency, we used the loop-specific approach with inconsistency models. For the
loop-specific approach, each independent closed triangular or quadratic loop (set of three or four
treatments connected by direct comparisons) in the network is evaluated for inconsistency and
incorporated as separate parameters (i.e. inconsistency factors) in the model (30, 54). This analysis was
conducted in STATA 13° (30,55,56).

Up to 2009, the loop-specific approach to inconsistency indicated evidence of inconsistency in 5 of 30
triangular loops (17%). We could not find any qualitative reasons to explain inconsistency among studies
included in the inconsistent loops.
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Legends for Supplement Figures

Figure 1. Selection of studies. POAG = primary open-angle glaucoma; RCT = randomized,
controlled trial.

Figure 2. Network graphs. A. 1991. B. 1995. C. 1999. D. 2004. E. 2009. Each node represents
1 drug or class, color-coded by class. The size of the node is proportional to the number of
participants randomly assigned to that drug/class. The edges represent direct comparisons (that
is, when a line connects 2 drugs, the 2 drugs have been compared directly to each other). The
width of the edge is proportional to the number of trials.

Figure 3. Summary estimates for intraocular pressure at 3 months, derived from direct
comparisons for treatments and classes at each analysis year.

Figure 4. Summary estimates for intraocular pressure at 3 months derived from network meta-
analysis. Drugs: A. 1991. B. 1995. C. 1999. D. 2004. E. 2009. Classes: F. 1991. H. 1999. 1.
2004. J. 2009.

Figure 5. Cumulative ranking probabilities.
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Supplement Figure 1. Summary of evidence search and selection.

PubMed Search; n = 13626
The Cochrane Library search; n = 5903
EMBASE search; n=8119

Duplicates excluded; n = 16712

Unique records identified; n = 10936

Excluded:
Not RCTs/ not human study; n = 4467
Not medical interventions; n = 2311
Not POAG patients; n=1758
Other; n =485

\4

Full text articles reviewed; n = 1915

Excluded:
”|  Not POAG patients, medical
interventions, or other; n = 1810

A\ 4

Studies eligible for analysis; n = 105
Analysis of studies up to 1991; n =18
Analysis of studies up to 1995; n = 29
Analysis of studies up to 1999; n = 48
Analysis of studies up to 2004; n =76
Analysis of studies up to 2009; n =91
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Supplement Figure 2. Network graphs
a. 1991 Network graphs

Drugs Classes

Betaxolol

Beta blockers

Levobunolol
Placebo
Placebo
Timolol # of trials = 18
# of participants contributing to this network = 1161
b. 1995 Network graphs
Drugs Classes
Betaxolol .
Alpha agonists
Carteolol
Beta blockers
Apraclonidine
Placebo Placebo
Unoprostone  carhonic anhydrase inhibitors
Dorzolamide .
Latanoprost Prostaglandins
# of trials = 29 (1 three-arm trial)
# of participants contributing to this network = 2641
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c. 1999 Network graphs

Drugs Classes

Betaxolol .
Brimonidine Alpha agonists

Carteolol
Apraclonidine

Levobunolol

Placebo Placebo

Timolol

Unoprostone

. . Carbonic anhydrase inhibitors
Brinzolamide

Latanoprost

# of trials = 48 (2 three-arm trials)
# of participants contributing to this network = 5960

Dorzolamide Prostaglandins

d. 2004 Network graphs

Drugs Classes

Betaxolol

Carteolol

Brimonidine Alpha agonists

Beta blockers

Apraclonidine

B Placebo Placebo

Unoprostone

Carbonic anhydrase inhib

' Travoprost
Prostaglandins
Latanoprost # of trials = 76 (7 three-arm trials)

# of participants contributing to this network = 10717
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e. 2009 Network graphs

Drugs Classes

Carteolol Betaxolol Alpha agonists

Brimonidine

Levobunolol Beta blockers

Placebo

Brinzolamide

Dorzolamide Carbonic anhydrase inhibito

Travoprost
Bimatoprost

Latanoprost # of trials = 91 (11 three-arm trials) Prostaglandins
# of participants contributing to this network = 13870

Legend:
Eaih node represent one drug or class, color-coded by class. The size of the node is proportional to the number
of participants randomized to that drug/class.
The edges represent direct comparisons, that is, when there is a line connecting two drugs, the two drugs have
been compared directly to each other. The width of the edge is proportional to the number of trials.
Gray  Placebo/vehicle/no treatment
Orange Alpha-2 adrenergic agonist
Beta-blocker
Carbonic anhydrase inhibitor
Prostaglandin analog
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Supplement Figure 3. S y estimates for intraocular pressure at 3 months derived from direct comparisons for treatments and classes at each analysis year
a. Drug direct comparisons

Analysis year 1991
Comparison-specific heterogeneity
Column 1 Column 2 Num. of studies Mean difference* 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs

Brimonidine - - - - - -
Betaxolol 1 -3.90 -5.29 -2.52 NA NA
Levobunolol 1 -6.98 -9.12 -4.84 NA NA
Timolol 3

-3.52 -4.65 -2.39 0.45 45%
Brinzolamide - - - - - -
Dorzolamide - - - - - -
Bimatoprost - - - - - -
Unoprostone - - - - - -

Apraclonidine vs
Timolol - - - - - -

Brimonidine vs
Betaxolol - - B - - -
Timolol - - - - - -
Brinzolamide - - - - - -
Latanoprost - - - - - -
Travoprost - - - - - -

Levobunolol 1 -2.37 -3.85 -0.90 0.00 0%
Timolol 4 -1.39 -2.19 -0.58 NA NA
Dorzolamide - - - - - -
Latanoprost - - - - - -
Unoprostone - - - - - -

Levobunolol - - - - - -
Timolol - - - - - -

Timolol 8 0.01 -0.70 0.71 031 32%

Brinzolamide - - - - - -
Dorzolamide - - - - - -
Bimatoprost - - - - - -
Latanoprost - - - - - -
Travoprost - - - - - _
Tafluprost - - - - _ _
Unoprostone - - - - - -

Dorzolamide - - - - - -
Latanoprost - - - - - -

Latanoprost - - - - - -
Travoprost - - - - - -

Travoprost - - - - - -
Tafluprost - - - - - -
Unoprostone - - - - - -
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Analysis year 1995

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference* 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs

Brimonidine - - - - - -
Betaxolol 1 -3.90 -5.29 -2.52 NA NA
Levobunolol 2 -7.52 -8.53 -6.50 0.00 0%
Timolol 4 -3.91 -5.12 -2.69 0.85 57%
Brinzolamide - - - - - -
Dorzolamide 1 -2.90 -5.23 -0.57 NA NA
Bimatoprost - - - - - -
Unoprostone - - - - - -

Apraclonidine vs
Timolol 1 0.80 -1.31 291 NA NA

Brimonidine vs
Betaxolol - - B - - -
Timolol - - - - - -
Brinzolamide - - - - - -
Latanoprost - - - - - -
Travoprost - - - - - -

Levobunolol 1 -2.37 -3.85 -0.90 NA NA
Timolol 5 -1.52 -2.18 -0.86 0.00 0%
Dorzolamide 1 -0.60 -1.70 0.50 NA NA
Latanoprost - - -

Unoprostone - - - - - -

Levobunolol 1 -2.90 -4.59 -1.22 NA NA
Timolol 1 -0.70 -2.26 0.86 NA NA

Timolol 9 -0.03 -0.60 0.55 0.16 22%

Brinzolamide - - - - - -
Dorzolamide 2 0.65 -0.43 173 0.41 68%
Bimatoprost - - - -
Latanoprost 1 -0.90 -1.73 -0.07 NA NA
Travoprost - - - - - -
Tafluprost - - - -
Unoprostone 1 0.20 -0.63 1.03 NA NA

Dorzolamide - - - - - -
Latanoprost - - - - - -

Latanoprost - - - - - -
Travoprost - - - - - -

Travoprost - - - - N -
Tafluprost - - - - - -
Unoprostone - - - - - -
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Analysis year 1999

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs
Brimonidine 1 -2.30 -3.99 -0.61 NA NA
Betaxolol 1 -3.90 -5.29 -2.52 NA NA
Levobunolol 2 -7.52 -8.53 -6.50 0.00 0%
Timolol 4 -3.91 -5.12 -2.69 0.85 57%
Brinzolamide 1 -2.10 -3.44 -0.76 NA NA
Dorzolamide 1 -2.90 -5.23 -0.57 NA NA
Bimatoprost - - - - - -
Unoprostone - - - - - -
Apraclonidine vs
Timolol 2 -0.84 -3.75 2.08 3.73 84%
Brimonidine vs
Betaxolol 1 1.94 0.84 3.04 NA NA
Timolol 2 0.69 0.28 1.10 0.00 0%
Brinzolamide - - - - - -
Latanoprost 3 -1.04 -2.22 0.14 0.83 77%
Travoprost - - - - - -
Levobunolol 1 -2.37 -3.85 -0.90 NA NA
Timolol 6 -1.57 -2.17 -0.98 0.00 0%
Dorzolamide 2 -0.30 -0.96 0.36 0.00 0%
Latanoprost - - - - - -
Unoprostone 1 0.6 0.09 1.11 NA NA
Levobunolol 1 -2.90 -4.59 -1.22 NA NA
Timolol 4 0.03 -0.61 0.68 0.11 24%
Timolol 10 -0.03 -0.48 0.43 0.06 12%
Brinzolamide 1 0.90 -0.17 197 NA NA
Dorzolamide 5 0.76 0.13 1.39 0.24 47%
Bimatoprost - - - - - -
Latanoprost 6 -1.4 -2.17 -0.64 0.43 58%
Travoprost 2 -2.04 -4.19 0.11 214 88%
Tafluprost - - - - - -
Unoprostone 1 0.2 -0.63 1.03 NA NA
Dorzolamide 1 -0.50 -1.23 0.23 NA NA
Latanoprost 1 -2.90 -3.7 -2.10 NA NA
Latanoprost - - - - - -
Travoprost - - - - - -
Travoprost 1 -1.40 -2.4 -0.40 NA NA
Tafluprost - - - - - -
Unoprostone 6 3.07 2.51 3.63 0.01 2%
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Analysis year 2004

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs
Brimonidine 1 -2.3 -3.99 -0.61 NA NA
Betaxolol 2 -2.9 -4.65 -1.15 1.30 81%
Levobunolol 2 -7.52 -8.53 -6.50 0.00 0%
Timolol 4 -3.91 -5.12 -2.69 0.85 57%
Brinzolamide 1 -2.1 -3.44 -0.76 NA NA
Dorzolamide 3 -2.59 -3.67 -1.51 0.00 0%
Bimatoprost - - - -
Unoprostone 1 -0.2 -1.56 1.16 NA NA
Apraclonidine vs
Timolol 2 -0.84 -3.75 2.08 3.73 84%
Brimonidine vs
Betaxolol 1 1.94 0.84 3.04 NA NA
Timolol 2 0.69 0.28 1.10 0.00 0%
Brinzolamide - - - - - -
Latanoprost 4 -1.04 -1.86 -0.22 0.46 67%
Travoprost - - - - - -
Levobunolol 1 -2.37 -3.85 -0.90 NA NA
Timolol 7 -1.29 -1.71 -0.87 0.00 0%
Dorzolamide 2 -0.3 -0.96 0.36 0.00 0%
Latanoprost 1 -0.2 -2.20 1.80 NA NA
Unoprostone 1 0.6 0.09 1.11 NA NA
Levobunolol 1 -2.9 -4.59 -1.22 NA NA
Timolol 4 0.03 -0.61 0.68 0.11 24%
Timolol 10 -0.03 -0.48 0.43 0.06 12%
Brinzolamide 2 0.67 -0.51 1.85 0.12 7%
Dorzolamide 5 0.76 0.13 1.39 0.24 47%
Bimatoprost 2 -2.17 -2.89 -1.45 0.00 0%
Latanoprost 12 -1.4 -1.91 -0.89 0.44 64%
Travoprost 2 -2.04 -4.19 0.11 214 88%
Tafluprost - - - - - -
Unoprostone 2 -0.58 -1.15 0.00 0.85 87%
Dorzolamide 2 -0.58 -1.15 0.00 0.00 0%
Latanoprost 1 -2.9 -3.70 -2.10 NA NA
Latanoprost 2 0.59 -0.36 1.54 0.17 28%
Travoprost 1 0.6 -0.16 1.36 NA NA
Travoprost 3 -0.35 -1.52 0.83 0.76 73%
Tafluprost - - - - - -
Unoprostone 6 3.07 2.51 3.63 0.01 2%
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Analysis year 2009

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference* 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs
Brimonidine 1 -2.30 -3.99 -0.61 NA NA
Betaxolol 2 -2.90 -4.65 -1.15 1.30 81%
Levobunolol 2 -7.52 -8.53 -6.50 0.00 0%
Timolol 4 -3.91 -5.12 -2.69 0.85 57%
Brinzolamide 1 -2.10 -3.44 -0.76 NA NA
Dorzolamide 4 -1.91 -2.92 -0.90 0.51 51%
Bimatoprost - - - - - -
Unoprostone 1 3.07 2.51 3.63 NA NA
Apraclonidine vs
Timolol 2 -0.84 -3.75 2.08 3.73 84%
Brimonidine vs
Betaxolol 1 1.94 0.84 3.04 NA NA
Timolol 3 0.66 0.25 1.06 0.00 0%
Brinzolamide - - - - - -
Latanoprost 5 -1.36 -2.21 -0.50 0.73 78%
Travoprost 1 -1.20 -3.77 1.37 NA NA
Levobunolol 2 -4.73 -10.01 0.55 12.25 83%
Timolol 8 -1.58 -2.29 -0.87 0.43 48%
Dorzolamide 2 -0.30 -0.96 0.36 0.00 0%
Latanoprost 2 -1.06 -2.62 0.51 0.33 25%
Unoprostone 1 0.60 0.09 1.11 NA NA
Levobunolol 1 -2.90 -4.59 -1.22 NA NA
Timolol 4 0.03 -0.61 0.68 0.11 24%
Timolol 11 -0.03 -0.44 0.39 0.01 3%
Brinzolamide 3 1.10 0.50 1.70 0.00 0%
Dorzolamide 5 0.76 0.13 1.39 0.24 47%
Bimatoprost 5 -2.07 -2.64 -1.49 0.15 35%
Latanoprost 12 -1.40 -1.91 -0.89 0.44 64%
Travoprost 5 -1.22 -2.20 -0.24 0.79 67%
Tafluprost - - - - - -
Unoprostone 2 0.94 -0.43 231 0.85 87%
Dorzolamide 2 -0.58 -1.15 0.00 0.00 0%
Latanoprost 1 -2.90 -3.70 -2.10 NA NA
Latanoprost 5 0.98 0.02 1.93 0.90 80%
Travoprost 4 0.62 -0.80 2.05 1.82 87%
Travoprost 5 -0.32 -1.01 0.37 0.30 50%
Tafluprost - - - -
Unoprostone 6 3.07 2.51 3.63 0.01 2%
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b. Class direct comparisons

Analysis year 1991
Comparison-specific heterogeneity
Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs
Alpha agonists - - - - - -
Beta blockers 5 411 -5.31 -2.91 1.22 67%

Carbonic anhydrase inhibitors - - - R R R
Prostaglandins - - R R R R

Alpha agonists vs
Beta blockers - - - _ _ _
Carbonic anhydrase inhibitors - - - R R _
Prostaglandins - - - _ _ _

Carbonic anhydrase inhibitors - - - - - R
Prostaglandins - - - - - R

Prostaglandins - - - - - R
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Analysis year 1995

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs
Alpha agonists - - - - - -
Beta blockers 7 -4.91 -6.43 -3.38 3.53 86%
Carbonic anhydrase inhibitors 1 -2.90 -5.23 -0.57 NA NA

Prostaglandins - - - R R R

Alpha agonists vs
Beta blockers 1 0.80 -1.31 291 NA NA
Carbonic anhydrase inhibitors - - - R R R
Prostaglandins - - - _ _ ~

Carbonic anhydrase inhibitors 3 0.27 -0.73 1.28 0.56 71%
Prostaglandins 2 -0.35 -1.43 0.73 0.43 70%

Prostaglandins - - - _ _ _
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Analysis year 1999

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs

Alpha agonists 1 -2.3 -3.99 -0.61 NA NA
Beta blockers 7 -4.91 -6.43 -3.38 3.53 86%
Carbonic anhydrase inhibitors 1 -2.9 -5.23 -0.57 NA NA
Prostaglandins - - - - - -

Alpha agonists vs
Beta blockers 5 0.39 -0.73 1.51 1.32 87%
Carbonic anhydrase inhibitors - - - - - -
Prostaglandins 3 -1.04 -2.22 0.14 0.83 77%
Carbonic anhydrase inhibitors 8 0.49 -0.04 1.02 0.31 54%
Prostaglandins 7 -1.14 -1.95 -0.33 0.72 72%
Prostaglandins 1 -2.9 -3.7 -2.10 NA NA
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Analysis year 2004

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs

Alpha agonists 1 -2.3 -3.99 -0.61 NA NA
Beta blockers 8 -4.52 -6.11 -2.93 4.66 91%
Carbonic anhydrase inhibitors 4 -2.4 -3.24 -1.55 0.00 0%
Prostaglandins 1 -0.2 -1.56 1.16 NA NA

Alpha agonists vs
Beta blockers 5 0.39 -0.73 1.51 1.32 87%
Carbonic anhydrase inhibitors - - - - - -
Prostaglandins 4 -1.04 -1.86 -0.22 0.46 67%
Carbonic anhydrase inhibitors 9 0.46 -0.06 0.97 0.29 50%
Prostaglandins 20 -1.19 -1.84 -0.54 1.78 90%
Prostaglandins 1 -2.9 -3.70 -2.10 NA NA
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Analysis year 2009

Comparison-specific heterogeneity

Column 1 Column 2 Num. of studies Mean difference 95% Cl, lower 95% Cl, upper Tau-squared I-squared
Placebo vs

Alpha agonists 1 -2.30 -3.99 -0.61 NA NA
Beta blockers 8 -4.52 -6.11 -2.93 4.66 91%
Carbonic anhydrase inhibitors 5 -1.89 -2.66 -1.12 0.31 43%
Prostaglandins 1 -0.20 -1.56 1.16 NA NA

Alpha agonists vs
Beta blockers 6 0.29 -0.76 1.34 1.26 84%
Carbonic anhydrase inhibitors - - - - - -
Prostaglandins 6 -1.35 -2.14 -0.55 0.65 72%
Carbonic anhydrase inhibitors 10 0.57 0.08 1.06 0.33 55%
Prostaglandins 27 -1.25 -1.79 -0.72 1.58 88%
Prostaglandins 1 -2.90 -3.70 -2.10 NA NA

*Mean difference is calcuated using the intraocular pressure of the drug in column 2 - column 1.
Glaucoma drugs are expected to lower intraocular pressure, therefore, mean difference > 0 favors the drug in column 1; mean difference < 0 favors the drug in column 2.

Color coding

Gray Placebo/vehicle/no treatment
Orange Alpha-2 adrenergic agonist
Beta-blocker
Carbonic anhydrase inhibitor
Prostaglandin analog
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Supplement Figure 4. Summary estimates for intraocular pressure at 3 months derived from network meta-analysis

a. 1991 Network - Drugs

Placebo
- Apraclonidine
- - Brimonidine
3.27 - -
(1.97;4.69) - -
4.53 - - 1.26
(3.31;5.79) - - (-0.02;2.50)
4.26 - - 0.99 -0.27
(3.19;5.34) - - (-0.08;2.05) - (-1.05;0.44)
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b. 1995 Network - Drugs

Placebo

5.63 Apraclonidine

(2.56;8.64)

- - Brimonidine

3.61 -2.02 -

(2.43;4.82) (-5.02;1.02) -

3.75 -1.89 - 0.13

(2.02;5.49) (-5.12;1.4) - (-1.53;1.78)

5.36 -0.27 - 1.75 1.62

(4.30;6.41)  (-3.23;2.70) - (0.66;2.81)  (0.08;3.17)

4.83 -0.80 - 1.22 1.09 -0.53

(3.88;5.78)  (-3.67;2.07) - (0.28;2.13)  (-0.43;2.60) (-1.24;0.19)

4.03 -1.60 - 0.42 0.29 -1.33 -0.80

(2.54;5.5)  (-4.76;1.55) - (-1.07;1.85) (-1.70;2.24) (-2.77;0.11) (-2.12;0.49)

5.49 -0.15 - 1.87 1.74 0.12 0.66 - 1.45

(3.40;7.54)  (-3.55;3.27) - (-0.23;3.93) (-0.67;4.13) (-1.85;2.09) (-1.19;2.50) - (-0.78;3.71)

4.88 -0.75 - 1.27 1.14 -0.48 0.05 - 0.85 - -0.61 -

(2.83;6.97) (-4.12,27) - (-0.77;3.32) (-1.21;3.50) (-2.44;1.53) (-1.77;1.92) - (-1.36;3.15) - (-2.75;1.52) -
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c. 1999 Network - Drugs

Placebo

3.84 Apraclonidine

(2.18;5.44)

4.65 0.81 Brimonidine

(3.44;5.81) (-0.69;2.46)

3.39 -0.45 -1.26

(2.35;4.47) (-1.97;1.07) (-2.4;-0.04)

4.28 0.44 -0.37 0.89

(3.09;5.45) (-1.21;2.12) (-1.66;0.92) (-0.19;2.01)

5.09 1.24 0.43 1.69 0.81

(4.11;6.04) (-0.33;2.87) (-0.67;1.59) (0.65;2.65) (-0.17;1.83)

4.57 0.73 -0.09 1.18 0.29 -0.52

(3.72;5.41) (-0.68;2.19) (-1.04;0.91) (0.38;1.93) (-0.57;1.16) (-1.15;0.11)

3.52 -0.32 -1.13 0.13 -0.76 -1.56 -1.04
(1.83;5.17)  (-2.32;1.72) (-2.89;0.62) (-1.42;1.72) (-2.46;0.94) (-3.2;0.01)  (-2.54;0.41)
3.73 -0.12 -0.93 0.33 -0.55 -1.36 -0.84 0.20

(2.62;4.82) (-1.72;1.51) (-2.14;0.32) (-0.65;1.28) (-1.71;0.61) (-2.37;-0.34) (-1.64;-0.04) (-1.15;1.60)

5.89 2.05 1.24 2.50 1.61 0.80 1.32 2.36 2.16
(4.66;7.14)  (0.35;3.78) (-0.06;2.59) (1.28;3.70) (0.37;2.87) (-0.28;1.90) (0.42;2.23) (0.67;4.13)  (0.94;3.39)

4.97 1.13 0.32 1.58 0.69 -0.11 0.41 1.45 1.25 - -0.91 -
(3.12;6.76)  (-0.94;3.16) (-1.64;2.23) (-0.14;3.26) (-1.19;2.48) (-1.96;1.63) (-1.27;1.98) (-0.74;3.57) (-0.57;3.02) - (-2.74:0.65) -
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d. 2004 Network - Drugs

Placebo

2.98
(1.43;4.56)
4.20
(3.3;5.09)
2.76
(2.02;3.52)
3.63
(2.55;4.71)
4.59
(3.79;5.40)
3.90
(3.24;4.55)
2.69
(1.51;3.89)
2.96
(2.15;3.77)
5.87
(4.67;7.06)
5.24
(4.49;5.99)
5.44
(4.34;6.54)
2.45
(1.55;3.36)

Apraclonidine

1.22
(-0.34;2.78)
-0.22
(-1.76;1.32)
0.65
(-1.05;2.34)
1.61
(0.04;3.17)
0.92
(-0.53;2.36)
-0.29
(-2.11;1.51)
-0.02
(-1.61;1.55)
2.89
(1.09;4.67)
2.26
(0.75;3.76)
2.46
(0.74;4.16)
-0.53
(-2.13;1.04)

Brimonidine

-1.44
(-2.27;-0.57)
-0.57
(-1.68;0.54)
0.40
(-0.49;1.3)
-0.30
(-0.99;0.41)
-1.51
(-2.79;-0.21)
-1.24
(-2.15;-0.32)
1.67
(0.49;2.84)
1.04
(0.36;1.74)
1.24
(0.17;2.33)
-1.75
(-2.67;-0.78)

0.87
(-0.18;1.91)
1.83
(1.04;2.61)
1.14
(0.54;1.72)
-0.07
(-1.27;1.13)
0.20
(-0.59;0.96)
3.10
(1.92;4.26)
2.48
(1.78;3.16)
2.68
(1.61;3.74)
-0.32
(-1.17;0.54)

0.96
(-0.03;1.97)
0.27
(-0.60;1.15)
-0.94
(-2.34;0.49)
-0.67
(-1.75;0.42)
2.24
(0.90;3.58)
1.61
(0.63;2.59)
1.81
(0.57;3.07)
-1.18
(-2.30;-0.03)

-0.69
(-1.28;-0.11)
-1.90
(-3.13;-0.66)
-1.64
(-2.49;-0.78)
1.27
(0.11;2.43)
0.65
(-0.09;1.38)
0.85
(-0.22;1.91)
-2.15
(-3.08;-1.20)

-1.21
(-2.31;-0.09)
-0.94
(-1.58;-0.29)
1.97
(0.95;2.97)
1.34
(0.89;1.80)
1.54
(0.64;2.44)
-1.45
(-2.18;-0.7)

0.27
(-0.8;1.32)
3.18
(1.66;4.66)
2.55
(1.37;3.72)
2.75
(1.32;4.16)
-0.24
(-1.55;1.05)

2.91
(1.71;4.09)
2.28
(1.53;3.02)
2.48
(1.4;3.57)
-0.51
(-1.44;0.44)

-0.63
(-1.63;0.39)
-0.42 0.20
(-1.57;0.72) (-0.68;1.09)
-3.42 -2.79 -2.99
(-4.63;-2.18) (-3.49;-2.07) (-4.10;-1.87)
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e. 2009 Network - Drugs

Placebo

2.88 Apraclonidine

(1.26;4.52)

3.84 0.96 Brimonidine

(2.95;4.73)  (-0.64;2.56)

2,51 -0.38 -1.33

(1.75;3.27) (-1.97;1.21) (-2.16;-0.49)

3.53 0.65 -0.30 1.03

(2.42;4.66)  (-1.10;2.39)  (-1.44;0.84)  (-0.04;2.1)

4.57 1.69 0.74 2.07 1.04

(3.75;5.4) (0.08;3.32) (-0.16;1.64) (1.27;2.87) (0.01;2.08)

3.80 0.92 -0.04 1.29 0.27 -0.77

(3.14;4.47)  (-0.58;2.41)  (-0.71;0.65)  (0.70;1.89)  (-0.65;1.18)  (-1.39;-0.16)

2.51 -0.38 -1.33 0.00 -1.03 -2.07 -1.29

(1.42;3.61) (-2.15;1.41) (-2.5;-0.15) (-1.09;1.11) (-2.36;0.31) (-3.21;-0.93) (-2.27;-0.31)

2.65 -0.23 -1.19 0.14 -0.89 -1.92 -1.15 0.14

(1.88;3.42)  (-1.87;1.39)  (-2.08;-0.29) (-0.63;0.91)  (-2.00;0.23)  (-2.79;-1.07) (-1.8;-0.50)  (-0.85;1.14)

5.87 2.99 2.03 3.36 2.33 1.29 2.07 3.36 3.22

(4.96;6.77) (1.36;4.63) (1.16;2.91) (2.49;4.22) (1.21;3.45) (0.41;2.18) (1.42;2.72) (2.19;4.53) (2.32;4.12)

5.05 217 1.22 2.55 1.52 0.48 1.25 2.55 241 -0.81

(4.3;5.81) (0.63;3.72)  (0.56;1.88)  (1.86;3.22)  (0.51;2.53)  (-0.27;1.22)  (0.81;1.70)  (1.49;3.60)  (1.66;3.15)  (-1.47;-0.15)
5.10 2,22 1.26 2.60 1.57 0.53 1.30 2.60 2.45 -0.77 0.05
(4.18;6.03) (0.59;3.85) (0.39;2.15) (1.72;3.47) (0.44;2.70) (-0.37;1.42) (0.63;1.96) (1.42;3.77) (1.54;3.37) (-1.51;-0.02) (-0.63;0.72)
231 -0.57 -1.53 -0.20 -1.22 -2.26 -1.49 -0.20 -0.34 -3.56 -2.75 -2.79

(1.38;3.25)  (-2.23;1.07)  (-2.48;-0.56) (-1.07,0.68)  (-2.41;-0.04) (-3.24;-1.28) (-2.26;-0.72) (-1.40;1.02)  (-1.29;0.63)  (-4.51;-2.58) (-3.48;-2.00) (-3.75;-1.83)
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f. 1991 Network - Classes

Placebo

4.01
(0.48;7.43)

Alpha agonists

g. 1995 Network - Classes

Placebo

5.64
(1.73;9.50)
4.39
(2.8;5.96)
4.03
(1.18;6.89)
5.18
(2.72;7.65)

Alpha agonists

-1.24
(-5.26;2.75)
-1.60
(-6.26;3.04)
-0.46
(-4.86;3.96)

-0.36
(-3.4;2.69)
0.79
(-1.83;3.44)

1.15
(-2.42;4.76)
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h. 1999 Network - Classes

Placebo

4.25
(2.30;6.11)
4.33
(2.97;5.7)
3.63
(1.67;5.54)
5.43
(3.38;7.38)

Alpha agonists

0.08
(-1.97;2.23)
-0.62
(-3.11;1.91)
1.18
(-1.35;3.67)

-0.71
(-2.83;1.38)
1.10

(-1.12;3.15)

1.80
(-0.77;4.29)

i. 2004 Network - Classes

Placebo

3.59
(1.27;5.90)
3.72
(2.11;5.35)
2.83
(0.59;5.09)
4.75
(3.11;6.44)

Alpha agonists

0.13
(-2.55;2.84)
-0.76
(-3.88;2.38)
1.16
(-1.5;3.9)

-0.89
(-3.59;1.77)
1.03

(-1.13;3.23)

1.92
(-0.76;4.64)
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j. 2009 Network - Classes

Placebo

3.36 Alpha agonists

(0.99;5.7)

3.60 0.24

(1.98;5.23) (-2.48;2.99)

2.58 -0.78 -1.02

(0.34;4.80) (-3.89;2.38) (-3.67;1.65)

4.58 1.23 0.99 2.00
(2.94;6.24) (-1.46;3.98) (-1.15;3.14) (-0.65;4.67)

-: Not available because drugs were not yet studied in trials included in the network

Reported posterior means and 95% Bayesian credible intervals

Positive numbers favor the drug in the row

Negative numbers favor the drug in the column

Reported numbers are calculated by column - row under the Lu and Ades homogeneous andom-effects model assuming consistency
Bolded font indicates difference is statistically significant

Color coding

Gray Placebo/vehicle/no treatment
Orange Alpha-2 adrenergic agonist
Beta-blocker
Carbonic anhydrase inhibitor
Prostaglandin analog
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Supplement Figure 5. Cumulative ranking probabilities

Cumulative Ranking Probabilities for Drugs in 1991 Network

Betaxolol Levobunolol

@ @

O O
" < < -
0
E o N -
=
T O - o
-8 T T T T T T T T
E 1 2 3 4 1 2 3 4
.g Placebo Timolol
® - -
g = -
3 @ @ -

< <

N N

O H o H

T T T T T T T T
1 2 3 4 1 2 3 4
Rank

Graphs by Treatment

Cumulative Ranking Probabilities for Drugs in 1995 Network

Apraclonidine

Betaxolol

Carteolol

® ] @ | @
@:—/ Co:— CO:—
< 4 < <
NE N N
O o H o -
7)) T T T T T T T T T T T T T T T T T T T T T T T T T T T
o 12345673829 123456789 1234567829
% Dorzolamide Latanoprost Levobunolol
o « - p—_ —
O © -
© 4 © ©
% q{_ v_/ v_ﬁ
Q i o - o -
= O O A o+
(_U T T T T T T T T T T T T T T T T T T T T T T T T T T T
g 12345673829 1234567 89 1234567829
8 Placebo Timolol Unoprostone
@ © ] © ]
© | © © |
< < <
(\‘:_ (\i_ N_/
O o H o H
T T T T T T T T T T T T T T T T T T T T T T T T T T T
1234567289 123456789 1234567289

Graphs by Treatment

Annals of Internal Medicine

Downloaded From: http://annals.org/ by a Welch Medical Library JHU User on 09/30/2016

© 2016 American College of Physicians



Cumulative Ranking Probabilities for Drugs in 1999 Network
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Cumulative Ranking Probabilities for Drugs in 2004 Network
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Cumulative Ranking Probabilities for Drugs in 2009 Network
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Cumulative Ranking Probabilities for Classes in 1991 Network
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Cumulative Ranking Probabilities for Classes in 1995 Network
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Cumulative Ranking Probabilities for Classes in 2004 Network
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Cumulative Ranking Probabilities for Classes in 2009 Network
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Table 1. Recommendations from the American Academy of Ophthalmology Preferred Practice Pattern Guidelines for Primary

Open-Angle
Years of literature | Recommendations* relevant to Does recommendation Interpretation of Guideline rating for

Guideline(s) | searched first-line topical medical treatment | concern a specific recommendation strength of evidence

medical treatment?

1989, 1990, None specified "While the choice of initial therapy No Recommendation for None

1992 depends on numerous medical treatment as
considerations, in most instances initial therapy
one begins with topical
medications."

1989, 1990, None specified "To determine the effectiveness of No Recommendation for None

1992 topical therapy, it is necessary to monitoring the effects
distinguish between the of intervention on IOP
therapeutic impact of an agent on
IOP and ordinary background
fluctuations of IOP."

1996 "Since 1985" "The choice of initial therapy No Recommendation for 1l
depends on numerous considerations in
considerations, and discussion of choosing initial care
treatment should include all
options."

1996 "Since 1985" "In most instances, topical No Recommendation for 1l
medications are initial therapy." medical treatment as

initial therapy

1996 "Since 1985" "To determine the effectiveness of No Recommendation for None
topical therapy, it is necessary to monitoring the effects
distinguish between the of intervention on IOP
therapeutic impact of an agent on
IOP and ordinary background
fluctuations of I0P."

2000, 2003 1995-1999 "The choice of initial therapy No Recommendation for 1l
depends on numerous considerations in
considerations, and discussion of choosing initial care
treatment should include all
options."
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2000, 2003 1995-1999 "In most instances, topical No Recommendation for 1]
medications constitute initial medical treatment as
therapy." initial therapy

2000, 2003 1995-1999 "To determine the effectiveness of No Recommendation for None
topical therapy, it is necessary to monitoring the effects
distinguish between the of intervention on IOP
therapeutic impact of an agent on
IOP and ordinary background
fluctuations of IOP."

2005, 2006 1999-2004 "The choice of initial therapy No Recommendation for [}
depends on numerous considerations in
considerations, and discussion of choosing initial care
treatment with the patient should
include appropriate options."

2005, 2006 1999-2004 "In many instances, topical No Recommendation for None
medication constitute effective medical treatment as
initial therapy. " initial therapy

2005, 2006 1999-2004 "To determine the effectiveness of No Recommendation for None
topical therapy, it is necessary to monitoring the effects
distinguish between the of intervention on IOP
therapeutic impact of an agent on
IOP and ordinary background
fluctuations of IOP."

2010 2004-2009 "The choice of initial therapy No Recommendation for 1l
depends on numerous considerations in
considerations, and discussion of choosing initial care
treatment with the patient should
include the relative risks and
benefits of the three options."

2010 2004-2009 To determine the effectiveness of No Recommendation for None
topical therapy, it is necessary to monitoring the effects
distinguish between the of intervention on IOP
therapeutic impact of an agent on
IOP and ordinary background
fluctuations of I0P."
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2010

2004-2009

"Prostaglandin analogs are the
most effective drugs at lowering
IOP and can be considered as initial
therapy unless other considerations
such as cost, side effects,
intolerance, or patient refusal
preclude this."

Yes

Recommendation for It
prostaglandin class as
initial medical therapy

IOP: Intraocular Pressure
* Any statement which uses "recommend," "should," "appropriate,
such as prescribing a medication is considered a recommendation

necessary,

must", or words suggesting a particular practice

t Stewart WC, Konstas AG, Nelson LA, Kruft B. Meta-analysis of 24-hour intraocular pressure studies evaluating the efficacy of
glaucoma medicines.
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Table 2. Characteristics and risk of bias of networks

Analysis year

Annals of Internal Medicine

Downloaded From: http://annals.org/ by a Welch Medical Library JHU User on 09/30/2016

Characteristics of the Trial Network 1991 1995 1999 2004 2009
Trials, n 18 29 48 76 91
Total participants, n 1,161 2,641 5,960 10,717 13,870
Trial sample size, median (IQR) | 69 (28 to 85) | 72 (42to0137) | 76 (41to 159) | 91 (43to 195) | 90 (47 to 213)
Reported as multicenter, n (%) 7 (39) 16 (55) 33(69) 49 (64) 56 (62)
Trial length, median months (IQR) 6 (3 to 15) 6(3to12) 3(3to12) 3(3to6) 3(3to6)
Reported region of
recruitment
Yes, n (%) 8 (44) 14 (48) 30 (63) 51 (67) 62 (68)
North America, n (%)*,t 5(63) 8 (57) 17 (57) 27 (53) 32 (52)
Latin America, n (%)*,T 0(0) 1(7) 1(3) 2 (4) 3(5)
Europe, n (%)*,t 0(0) 2 (14) 7 (23) 14 (27) 15 (24)
Africa, n (%)*,T 0(0) 0(0) 0(0) 0 (0) 0 (0)
Asia, n (%)*,t 1(13) 4 (29) 7 (23) 11 (22) 14 (23)
Oceania, n (%)*,T 0(0) 1(7) 1(3) 1(2) 2 (3)
No, n (%) 10 (56) 15 (52) 18 (38) 25 (33) 29 (32)
Risk of Bias
Random sequence
generation
Low, n (%) 2 (11) 6 (21) 14 (29) 28 (37) 37 (41)
Unclear, n (%) 16 (89) 23 (79) 34 (71) 48 (63) 54 (59)
High, n (%) 0(0) 0(0) 0(0) 0 (0) 0 (0)
Allocation concealment
Low, n (%) 3(17) 5(17) 8 (17) 17 (22) 24 (26)
Unclear, n (%) 15 (83) 24 (83) 40 (83) 59 (78 67 (74)
High, n (%) 0(0) 0(0) 0(0) 0(0) 0(0)
Masking of participants
Low, n (%) 6 (33) 12 (41) 20 (42) 30 (39) 36 (40)
Unclear, n (%) 10 (56) 14 (48) 24 (50) 31 (41) 39 (43)

© 2016 American College of Physicians




High, n (%) 2 (11) 3(10) 4 (8) 15 (20) 16 (18)
Masking of outcome
assessor for IOP

Low, n (%) 3(17) 4 (14) 6 (13) 14 (18) 19 (21)

Unclear, n (%) 15 (83) 25 (86) 42 (88) 57 (75) 65 (71)

High, n (%) 0(0) 0(0) 0(0) 5(7) 7 (8)
Reported funding
source

Yes, n (%) 6 (33) 11 (38) 21 (44) 42 (55) 50 (55)

Industry funding, n (%)*,* 6 (100) 11 (100) 21 (100) 41 (98) 48 (96)

Government funding, n (%)*,# 2 (33) 3(27) 3(27) 5(12) 6(12)

No, n (%) 12 (67) 18 (62) 27 (56) 34 (45) 41 (45)
Reported author
financial conflicts of
interest

Yes, n (%) 6 (33) 12 (41) 22 (56) 33 (44) 38 (42)

Conflict of interest for at least

one author, n (%)* 6 (100) 12 (100) 18 (82) 24 (73) 28 (74)

No conflicts of interest, n (%)* 0(0) 0(0) 4 (18) 9(27) 10 (26)

No, n (%) 12 (67) 17 (59) 26 (54) 43 (56) 53 (58)

IQR: Interquartile range

* % denominator is n for "Yes"

t Trials could report more than one region of recruitment
¥ Trials could report more than one funding source
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Table 3. Characteristics of comparisons identified in published pairwise systematic reviews

Pairwise systematic Literature | Participants | Intervention | Comparison | Outcome | Time point | Narrative Mean Number of
review search findings difference studies used in
year mmHg (95% | comparison
confidence (number of
interval) participants)
Li et al., 2006 2005 Patients Travoprost Timolol IOP value | Pooled Travoprost -0.81(-1.16 | 4(1354)
with OHT or over is more to -0.45)
POAG treatment | effective
visits than timolol
(value at in lowering
last visitif | IOP
pooled
data not
available)
Li et al., 2006 2005 Patients Travoprost Bimatoprost | IOP value | Pooled Travoprost -0.08 (-0.62 | 5(402)
with OHT or over seems to 0.79)
POAG treatment | equivalent
visits to
(value at bimatoprost
last visitif | in lowering
pooled IOP
data not
available)
Li et al., 2006 2005 Patients Travoprost Latanoprost | IOP value | Pooled Travoprost -0.57 (-1.18 | 6(912)
with OHT or over seems to 0.04)
POAG treatment | equivalent
visits to
(value at latanoprost
last visitif | in lowering
pooled IOP
data not
available)
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Fung et al., 2007 2006 Patients Latanoprost | Brimonidine | |IOP Trial Latanoprost | -1.10(-1.63 | 14 (1725)
with OHT, reduction | endpoint is more to -0.57)
POAG, or effective
NTG than
brimonidine
in lowering
IOP
Aptel et al., 2008 2006 Patients Bimatoprost | Latanoprost | |IOP 3 months Bimatoprost | -0.50 (-0.99 | 5(893)
with OHT or reduction | (or is more to -0.01)
POAG between 1 | effective
and 6 than
months if latanoprost
not in lowering
available) [o]
(Morning
IOP)
Aptel et al., 2008 2006 Patients Bimatoprost | Travoprost IOP 3 months Bimatoprost | -1.02(-1.72 | 3 (458)
with OHT or reduction | (or is more to -0.32)
POAG between 1 | effective
and 6 than
months if travoprost
not in lowering
available) I0P
(Morning
IOP)
Aptel et al., 2008 2006 Patients Latanoprost | Travoprost I0P 3 months Latanoprost | -0.40(-1.29 | 3 (458)
with OHT or reduction | (or seems to 0.40)
POAG between 1 | equivalent
and 6 to
months if travoprost
not in lowering
available) I0P
(Morning
|OP)
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Hodge et al., 2007 2006 Patients Latanoprost | Brimonidine | |IOP 3 months Latanoprost | -1.04 (-3.01 | 3 (451)
with OHT or reduction seems to 0.91)
glaucoma equivalent
to
brimonidine
in lowering
IOP
Hodge et al., 2007 2006 Patients Latanoprost | Dorzolamide | IOP 3 months Latanoprost | -2.64 (-3.25 | 3(328)
with OHT or reduction is more to -2.04)
glaucoma effective
than
dorzolamide
in lowering
IOP

POAG: Primary open-angle glaucoma

OHT: Ocular hypertension

IOP: Intraocular pressure
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