Appendix 2: Forest plots of summary estimates of outcomes (total blood loss, red blood cell transfusion and
number of patients receiving transfusions) from randomized controlled trials of the off-label prophylactic use of
recombinant factor VIla (rFVIla) in patients without hemophilia

Total blood loss, mL

rFvlla Control Mean Difference Mean Difference
Study or Subgroup  Mean %D Total Mean SD Total Weight I, Random, 95% CI I¥, Random, 95% CI
Friederich 2003 (1) 1,138 285 24 2688 1,376 12 27% -1550.00[-2336.84, -TE316] +—
Ciprose 20045 () 438 344 1m 770 G334 10 B.9% -332.00 [-7F9.07,115.07] —
Lodge 20054 1,222 1149 122 1422 127 63 9.0% -200.00 [-474.26,174.26] —
Lodge 20058h {3 8,009 9847 99 8,552 10,658 44 0.1% -543.00[-4241.62, 315562] 4 *
Ma 2006 246 42 11 381 512 11 284% -135.00 18274, -87 .26 &
Essam 2007 435 94 15  B20 108 15 27.2% -185.00 267 46, -112.54] -
Sachs 2007 {4 1,680 1,285 36 22F70  2BA4 13 0.8%  -590.00[-209514, 91514] 4
Pugliese 2007 a0 1A 10 1,140 112 10 24.9% -400.00 [-506.82, -293.18] &
Total {(95% Cl) 327 178 100.0% -275.82 [-110.51, 141.14] <
Heterogeneity: Taur=16011.52; Chi*=32.07, df=7 (P = 0.0001); F=78%
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Test for overall effect: £=4.01 (P = 0.0001) Favaurs rFVila  Favaurs contral

(11 Friederich 2003 = Data converted from medianfQR provided in the publication

(21 Diprose 2005 = Additional data obtained from author

(31 Lodoe 20058k = Additional data obtained from author

(41 Sachs 2007 = Unadjusted analysis used as data provided as meaniSD. Adjusted analysis favoured rFYlla group.
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Red blood cell transfusion, mL

rFvlla Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Random, 95% Cl I, Random, 95% Cl
Friederich 2003 G0 a0 24 450 120 12 27.0% -390.00 [[460.78,-319.22) =
Ciprose 2004 (1) 234 BAY 10 7a0  BO3 10 B.5% -516.00 [1041.92, 9.92] 4
Lodge 20054 1,195 947 122 1,024 1,001 63 13.6% 171.00 [[127.89, 469.849) B B —
Lodge 20058h {2 3,450 4350 118 3,840 4,620 61 1.4% -390.00 [1790.06,1010.06] * +
Planinsic 2005 (3 3,300 3,689 63 3,330 2250 149 1.2%  -30.00[-1391.38,1331.38]) 4 +
Ma 2006 1,050  BEBO 11 1,890 &30 11 4.3% -840.00[1513.92, -166.08) ——
Essam 2007 My 334 18 817 176 158 19.7% -200.00 [-391.06, -8.94) —
Johansson 2007 ¢4y 2,760 1,170 9 5820 3630 ] 0.4% -3060.00[5551.70,-568.30) +—
Pugliese 2007 o 133 1m &a70 111 1M 251% -2V0.00 [F3FF.AT, -162.63) —a—
Sachs 2007 (%) 910  BO7 36 1,421 24045 13 1.2%  -511.00[-1881.69, 8559 69]) 4
Total {(95% Cl) 118 223 100.0% 280072 [-132.62, -128.82] <4
Heterogeneity: Tau?= 2095817, Chi*=24.08, df=9 (P = 0.004); F=E3% 000 -500 g =00 1000

Test for overall effect: £= 362 (P =0.0003) Favaurs rFVila  Favaurs contral

(11 Diprose 2005 = Additional data obtained from author

(21 Lodoe 20058k = Additional data obtained from author

(31 Planinsic 2002 = Data converted from medianf 2R provided inthe publication

(41 Johansson 2007 = Additional data obtained from author

(51 Sachs 2007 = Unadjusted analysis used as data provided as meaniS0D. Adjusted analysis favoured rFYlla group.
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Number of patients receiving transfusions

rFvlla Control Odds Ratio Odds Ratio
Study or Subgroup  BEvents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Friederich 2003 3 24 7 12 104% 0.10[0.02, 054
Ciprose 2004 3 10 a 10 1% 011 [0.01,0.84]
Lodge 20054 41 122 23 63 25.5% 0.88 [0.47, 1.6R] e
Lodge 20050 108 118 61 1 9.0% 0.08[0.00,1.48] #
Faobaikady 2004 11 24 16 24 11.0% 0.42[0.13,1.36] —
Ekert 2006 an 40 24 15 89.7% 0.72[0.24, 216 B
Shao 2006 B3 145 24 TE 27.3% 1.26 [0.71, 2.20) =
Total {(95% Cl) 483 282 100.0% 0.71 [0.50, 0.99] &
Total events 2549 173
Heterogeneity: Chif=15487 di=6(P=002);F=61% ID 01 Dl1 1ID 1EIII|=

Test for overall effect: £= 2.00 {F =0.09) Favaurs rFVila Favaurs contral
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