Appendix 1 (as supplied by the authors): Forest plots for various analyses of
benefits, harms and sensitivity analyses

Forest plot (standardized mean difference) of percentage change from baseline in
weekly incontinence episodes

Duloxetine 80mg Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI|
SAMW -15.57 24834 119 -17.05 10718 128 143% 0.01 [-0.24, 0.26]
SBAT -4.88 22843 212 -1145 9525 242 26.2% 0.04 [-0.15,0.22) —
SBAV -3431 7828 286 -917 9334 322 348% -0.29-0.45,-0.13] —
SBAX -41.27 5311 200 -31.94 5953 229 247% -0.16 [-0.35, 0.03) e E
Total (95% CI) 817 921 100.0%  -0.13[-0.22,-0.04] o

the - . - e, CR= - - - -
Heterogeneity. Chi*= 8.34, df= 3 (P = 0.04), F= 64% 05 025 055 05

Testfor overall effect Z= 2.70 (P = 0.007)

Favours duloxetine 80mg

Favours placebo

Forest plot (standardized mean difference) of sensitivity analysis of percentage

change from baseline in weekly incontinence episodes

Duloxetine 80mg Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
SAMN -1557 24834 119 -17.05 10718 128 21.9% 0.01 [-0.24, 0.26] e
SBAT -4.88 22843 212 -1145 9525 242 40.2% 0.04 [-0.15,0.22] L —
SBAV -34.31 7828 286 -917 9334 322 0.0% -2514[38.79,-11.49
SBAX -41.27 5341 200 -31.94 5953 229 37.9% -0.16 [-0.35, 0.03] —_— T
Total (95% CI) 531 599 100.0% -0.05[-0.16, 0.07] *

Heterogeneity. Chi*= 2,48, df= 2 (P=0.29), F=19%
Test for overall effect: Z= 0.76 (P = 0.45)

Forest plot (standardized mean

weekly incontinence episodes

-0.5 -0.25

0 0.25 05

Favours duloxetine 80mg Favours placebo

difference) of numerical change from baseline in

Duloxetine 80mg Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
SAAW -412 1036 119 -248 761 128 14.3% -0.18[-0.43, 0.07] =
SBAT -7.02 1239 212 -368 1016 242 261% -0.30 [-0.48,-0.11) ——
SBAV -84 1139 286 -422 1303 322 2348% -0.34 [-0.50,-0.18) —
SBAX -8.49 1245 200 -6.79 1071 229 248% -0.15-0.34, 0.04) —
Total (95% Cl) 817 921 100.0% -0.26 [-0.35, -0.16] g3
Heterageneity: Chi*= 2.84, df= 3 (P=042), F= 0% 1 -0:5 0:5 1

Test for overall effect Z= 5.34 (P < 0.00001)

Favours duloxetine 80mg

Favours placebo
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Forest plot (standardized mean difference) of change in Incontinence Quality of

Life total score

Duloxetine 80mg Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup _ Mean __ SD _Total Mean _ SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
SAAW 93 1148 130 584 999 132 14.0% 0.32[0.08, 0.56]
SBAT 554 1397 240 407 125 245 26.2% 0.11 [0.07, 0.29] - -—
SBAV 11.01 1479 333 68 1338 332 356% 0.30(0.15, 0.45] —a
SBAX 10.34 1599 220 642 17.03 220 241% 0.24[0.05,0.42] —
Total (95% CI) 923 938 100.0% 0.24[0.15, 0.33] -
Heterogeneity: Chi*= 3.00, df= 3 (P = 0.39); F= 0% " o 1

Testfor overall effect. Z= 510 (P < 0.00001)

Favours placebo Favours duloxetine 80mg

Forest plot (risk ratio) of Patient Global Impression of Improvement (PGI-I)
responses of “much better or very much better”.

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAAW 57 130 36 132 13.2% 1.61[1.14,2.26] —_—
SBAT 85 240 69 243 25.3% 1.25[0.96, 1.62] =
SBAV 128 334 75 333 21.7% 1.70[1.34,217)] —
SBAX 97 220 94 229 339% 1.07 [0.87,1.33] N
Total (95% Cl) 924 937 100.0% 1.36 [1.20, 1.55]) -
Total events 367 274
Heterogeneity: Chi*= 9.30, df= 3 (P = 0.03), F= 68% 012 0:5 2 i

Test for overall effect: Z= 4.76 (P < 0.00001)

Favours placebo Favours duloxetine 80mg

Forest plot (risk ratio) of sensitivity analysis 1 of PGI-I responses of “much
better or very much better”.

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAAW 57 130 36 132 18.2% 1.61[1.14,2.26) ——
SBAT 85 240 69 243 349% 1.25[0.96,1.62) T
SBAV 128 334 75 333 0.0% 1.70[1.34,217]
SBAX 97 220 94 229 46.9% 1.07 [0.87,1.33] — i
Total (95% ClI) 590 604 100.0%  1.23[1.06,1.43] =
Total events 239 199
Heterogeneity. Chi*=3.93,df=2 (P=0.14), F= 49% 055 2 5

Test for overall effect: Z= 2.73 (P = 0.006)

Favours placebo Favours duloxetine 80mg




Forest plot (risk ratio) of sensitivity analysis 2 of PGI-I responses of “much
better or very much better”.

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SARW 57 130 36 132 199% 1.61[1.14, 2.26) G
SBAT 85 240 69 243 38.2% 1.25[0.96, 1.62] B
SBAY 128 334 75 333 419% 1.70(1.34,217) ——
SBAX 97 220 94 229 0.0% 1.07 [0.87,1.33]
Total (95% CI) 704 708 100.0%  1.51[1.29,1.77] <
Total events 270 180
Heterogeneity: Chi*= 3.10, df= 2 (P = 0.21), F= 36% 012 0"5 2 5
Test for overall effect Z= 5.13 (P < 0.00001) Favours placebo Favours duloxetine 80mg

Forest plot (risk difference) of sensitivity analysis 2 of PGI-I responses of
“much better or very much better”.

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMW 57 130 36 132 186% 0.17 [0.05,0.28] ——
SBAT 85 240 69 243 342% 0.07 [0.01,015] -
SBAV 128 334 75 333 47.2%  0.16(0.09,0.23] &
SBAX a7 220 94 229 00% 003[F0.06012
Total (95% Cl) 704 708 100.0% 0.13 [0.08, 0.18] .
Total events 270 180
Heterogeneity. Chi*= 3.01, df= 2 (P = 0.22); F= 34% 1 05 3 055 15
Testfor averall effect: Z= 5.28 (P < 0.00001) Favours placebo Favours duloienne 80mg

Forest plot (risk difference) of experiencing at least one treatment emergent
adverse event

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
SAMN 101 140 84 138 145% 0.11[0.00,0.22) ——
SBAT 198 247 158 247 258% 0.16[0.08, 0.24] —
Seav 255 344 169 339 357% 0.24[0.17,0.31) ——
SBAX 173 227 137 231 23.9% 0.17 [0.08, 0.25] —_—
Total (95% CI) 958 955 100.0%  0.19 [0.14,0.23] k-
Total events 727 548
Heterogeneity. Chi*= 4.70, df= 3 (P = 0.19), F=36% 05 0.5 ) 095 05

Testfor overall effect Z= 8.81 (P < 0.00001) Favours duloxetine 80mg Favours placebo



Forest plot (risk ratio) of sensitivity analysis of experiencing at least one
treatment emergent adverse event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAAW 101 140 84 138 224% 1.19(1.00,1.40] —
SBAT 198 247 158 247 418% 1.25[1.12,1.40) —i—
SBAV 255 344 169 339 00% 1.49[1.31,1.68)
SBAX 173 227 137 231 359% 1.29[1.13,1.48] ——
Total (95% Cl) 614 616 100.0%  1.25[1.16,1.35] =
Total events 472 379
Heterogeneity. Chi*= 0.56, df= 2 (P = 0.76), F= 0% 05 07 s 3

Test for overall effect Z=5.75 (P < 0.00001)

Favours duloxetine 80mg Favours placebo

Forest plot (risk difference) of sensitivity analysis of experiencing at least
one treatment emergent adverse event

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAAW 101 140 84 138 2286% 0.11[000,0.22] —
SBAT 198 247 158 247 40.2% 016 (008, 0.24] ——
SBAY 255 344 169 339 0.0% 1.49[1.31,1.68]
SBAX 173 227 137 231 37.2% 0.17[0.08, 0.25] ——
Total (95% CI) 614 616 100.0% 0.15[0.10,0.20] 4
Total events 472 378
Heterogeneity. Chi#= 0.70, df= 2 (P = 0.70); F= 0% + t t t
e -0.5 -0.25 0 0.25 05
Testfor overall effect Z=5.92 (P < 0.00001) Favours duloxetine 80mg Favours placebo
Forest plot (risk difference) of discontinuing because of adverse events
Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAMN 20 140 6 138 145% 0.10[0.03,017] ——
SBAT 51 247 12 247 258% 0.16[0.10,0.22] —
SBAV 81 344 11 339 357%  0.20[0.15,0.25) ——
SBAX 38 227 4 231 239% 015[010,0.20) —
Total (95% CI) 958 955 100.0% 0.16 [0.14,0.19] L3
Total events 190 33
Heterogeneity. Chi*= 6.33, df=3 (P = 0.10), F=53% e 025 ) 055 05

Test for overall effect: Z= 11.59 (P < 0.00001)

Favours duloxetine 80mg Favours placebo



Forest plot (risk ratio) of experiencing at least one non-fatal serious adverse
event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMN 1 140 1 138 111% 0.99(0.06, 15.60]
SBAT 3 247 1 247 11.1% 3.00[0.31, 28.64]
SBAV 6 344 6 339 668%  0.99[0.32 3.03) ——
SBAX B 227 1 231 11.0% 6.11[0.74,50.31]
Total (95% Cl) 958 955 100.0% 1.77 [0.79, 3.98] .‘.
Total events 16 9
Heterogeneity Chi*= 2.75, df=3 (P = 0.43), F=0% o 51 0:.1 150 160
Testfor overall effect: Z=1.38 (P = 0.17) Favours duloxetine 80mg Favours placebo

Forest plot (risk difference) of experiencing at least one core or potential
activation event

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAMN 19 140 5 138 145% 0.10[0.03,0.16) —
SBAT 47 247 10 247 258% 0.15[0.10,0.20] -
SBAV 70 344 13 339 357% 017[0.12,0.21) -
SBAX 51 227 14 231 23.9% 0.16(0.10,0.23] —
Total (95% Cl) 958 955 100.0% 0.15[0.12,0.18] &
Total events 187 42
Heterogeneity. Chi*= 2.96, df= 3 (P = 0.40); F= 0% 05 _0125 5 0.:25 0?5
Testfor overall effect: Z=10.52 (P < 0.00001) Favours duloxetine 80mg Favours placebo

Forest plot (risk ratio) of experiencing at least one core or potential
activation event, excluding patients who experienced solely sleep disorder or
poor quality sleep

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
SAMN 16 140 3 138 B89% 526(1.57,17.64)
SBAT 40 247 7 247 208% 5.71([261,1251) r—r—
SBAV 68 344 13 338 385% 515(2.90,9.15) —
SBAX 45 227 11 231 321% 416[2.21,7.84) —
Total (95% CI) 958 955 100.0%  4.96 [3.47,7.09] -
Total events 169 34
Heterogeneity. Chi*= 045, df=3 (P=0.93), F=0% 002 o1 10 50

Testfor overall effect Z= 8.79 (P < 0.00001) Favours duloxetine 80mg Favours placebo



Forest plot (risk ratio) of experiencing at least
(including initial and middle insomnia)

one event of insomnia

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAAW 10 140 1 138 53% 9.86[1.28 75.97)
SBAT 29 247 3 247 158% 9.67(2.98, 31.32) ——
SEAY 49 344 9 339 477% 5.37([2.68,10.75) =
SBAX 32 227 6 231 313% 543[23,1273) —
Total (95% CI) 958 955 100.0% 6.30[3.92,10.13] R
Total events 120 19
Heterogeneity. Chi*=1.02, df= 3 (P = 0.80), F= 0% b 01 011 1:0 1 00:

Test for overall effect: Z=7.60 (P < 0.00001)

Favours duloxetine Favours placebo

Forest plot (risk difference) of experiencing at least one event of insomnia

(including initial and middle insomnia)

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAAW 10 140 1 138 145% 0.06 [0.02,0.11] ——
SBAT 29 247 3 247 258% 0.11 [0.06, 0.15) —_—
SEAY 49 344 9 339 357% 0.12[0.08,0.16] —
SBAX 32 227 6 231 239% 0.11 [0.07, 0.16] -_—
Total (95% ClI) 958 955 100.0%  0.11[0.08,0.13] i
Total events 120 19
Heterogeneity. Chi*= 3,63, df=3 (P=0.30), F=17% 02 -0:1 ) 0=1 0:2

Test for overall effect: Z= 9.10 (P < 0.00001)

Favours duloxetine Favours placebo

Forest plot (risk ratio) of experiencing at least one core activation event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAMN 8 140 2 138 134% 3.94(0.85,18.24] -
SBAT 10 247 4 247 266%  2.50[0.79,7.86) -
SBAV 2 344 5 339 335% 4.14[1.58,10.85) —
SBAX 15 227 4 231 264% 3.82[1.29,11.32 T
Total (95% CI) 958 955 100.0%  3.59[2.04,6.32] o
Total events 54 15
Heterogeneity: Chi*= 0.49, df= 3 (P = 0.92); F=0% 0_505 u.:z 5 250

Test for overall effect Z=4.43 (P < 0.00001)

Favours duloxetine 80mg Favours placebo



Forest plot (risk difference) of experiencing at least

one core activation event

Test for overall effect Z=8.50 (P < 0.00001)

Favours duloxetine 80mg Favours placebo

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAAVY 8 140 2 138 145% 0.04[-0.00, 0.09]
SBAT 10 247 4 247 258% 0.02[-000 005 T
SBAV 21 344 5 338 357% 0.05[002 007 —a—
SBAX 15 227 4 231 239%  0.05[0.01,009] —
Total (95% CI) 958 955 100.0%  0.04 [0.02, 0.06] E -3
Total events 54 15
o o T

sEeT s Favours duloxetine 80mg Favours placebo
Forest plot (risk ratio) of experiencing at least one FDA defined activation
event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAMN 16 140 5 138 129%  3.15[1.19,8.37 —
SBAT 40 247 9 247 231%  4.44[2.20,8.96) —_—
Seav 64 344 12 339 31.0%  5.26(2.89 9.56] ——
SBAX 48 227 13 231 330%  3.76[2.09,6.74] —
Total (95% CI) 958 955 100.0% 4.30 [3.07,6.02) ’
Total events 168 39
Heterogeneity. Chi*=1.03, df=3 (P=0.79), F=0% 005 02 5 20

Forest plot (risk ratio) of experiencing at least one FDA defined activation

event, excluding patients who experienced solely sleep disorder or poor quality
sleep

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SARWY 13 140 3 138 9.7% 4.27[1.24,14.66] ————
SBAT 32 247 6 247 193% 5.33[2.27,12.53] ——
SBAV 61 344 12 339 39.0% 501275913 —.
SBAX 42 227 10 231 32.0% 4.27[2.20,8.31] —
Total (95% Cl) 958 955 100.0%  4.77[3.27,6.94) e
Total events 148 N
Heterogeneity Chi*= 0.23, df=3 (P = 0.97), F=0% 0.05 02 : 20

Testfor averall effect: Z=8.14 (P < 0.00001) Favours duloxetine 80mg Favours placebo



Forest plot (risk difference) of experiencing at least one event of emotional
disturbance

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMN 3 140 0 138 145% 0.02[-001,005 T
SBAT 5 247 0 247 258% 0.02 [0.00, 0.04] -
SBAV 6 344 2 339 357% 0.01[-0.00,003] T
SBAX 4 227 1 231 239% 0.01[-0.01,003] T
Total (95% CI) 958 955 100.0%  0.02[0.01, 0.03] <
Total events 18 3
Heterogeneity Chi*= 0.70, df=3 (P = 0.87); F=0% t t t t
-0.1 -0.05 0 0.05 0.1
Testfor overall effect: Z= 3.15 (P = 0.002) Favours duloxetine 80mg Favours placebo

Forest plot (risk difference) of experiencing at least one core or potential
psychotic event

Duloxetine 80mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMN 5 140 0 138 145%  0.04[0.00,0.07] ——
SBAT 4 247 2 247 258% 0.01[-001,003] —r—
SBAV T 344 5 339 357% 0.01[0.01,0.03] —TE—
SBAX 5 227 2 231 239% 0.01[-001, 004 -
Total (95% CI) 958 955 100.0%  0.01 [0.00, 0.02] 3
Total events 21 ]
Heterogeneity. Chi*= 2.52, df= 3 (P = 0.47), F=0% -I]I'.1 -0.:05 ) 0_65 I]i‘l
Testfor overall effect Z= 217 (P = 0.03) Favours duloxetine 80mg Favours placebo

Forest plot (risk ratio) of experiencing at least one core psychotic event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMN 1 140 0 138 125% 2.96(0.12,71.98)
SBAT 2 247 1 247 249% 2.00([0.18,21.91]
SBAV 4 344 2 339 50.2% 1.97(0.36,10.69] — T
SBAX 2 227 0 231 123% 5.09[0.25, 105.39]
Total (95% CI) 958 955 100.0% 2.49[0.78,7.89] B
Total events 9 3
Heterogeneity, Chi*= 0.33, df= 3 (P= 0.95), F= 0% 0:.01 IJ?‘: 1:IJ 10:0

Testfor overall effect Z=1.55 (P = 0.12) Favours duloxetine 80mg Favours placebo



Forest (risk ratio) of experiencing at least one core or potential depression
related event

Duloxetine 80mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
SAMN 0 140 3 138 305% 0.14[0.01,2.70] d
SBAT 3 247 1 247 8.7% 3.00[0.31, 28.64) —
SBAV 5 344 5 339 436%  0.99[0.29 3.37)] ——
SBAX B 227 2 231 17.2% 3.05(0.62,14.97] I . Ta—
Total (95% CI) 958 955 100.0%  1.26 [0.58, 2.71] <l
Total events 14 11
Heterogeneity. Chi* = 4.03, df= 3 (P = 0.26); F= 26% 0:.005 0.:1 1:0

Testfor overall effect: Z= 0.58 (P = 0.56) Favours duloxetine 80mg Favours placebo



