Appendix 2 (as supplied by the authors): Results of updated meta-analysis of
granulocyte colony-stimulating factor after myocardial infarction

Ince et al. 2005 G-CSF 10 pg/kg for 6 days Echo at 4 47.0+5.0 48.0+4.0 43.0+5.0 54.0+8.0
Initiated 89 + 35 minutes of PCI months (25) (25)
Valgimigliet 2005 G-CSF 10 pg/kg for 6 days SPECTat6 42.0+7.0 41+£10.0 48.0+9.0 50.0+15.0
al.? Initiated 37 + 66 hours of PCI months (10) (10)
Ripa et al. 2006 G-CSF 10 pg/kg for 6 days Echo at 6 55.7+9.8 512+154 53.1+£11.8 556=+11.2
Initiated within 48 hours of PCI months (24) (29)
Zohlnhofer 2006 G-CSF 10 pg/kg for 5 days MRI at 6 492+£8.7 513+154 512+9.0 51.8+7.7
etal? Initiated within 5 days of PCI months 47 (49)
Engelmann 2006 G-CSF 10 pg/kg for 5 days MRI at 3 44.0£9.0 41.0+£12.0 495+12.0 47.0+12.0
etal’ Initiated within 48 hours of PCI months (19) (18)

Ellis et al. ¢ 2006 G-CSF 5 or 10 pg/kg for 5 days. Echo at 30 337+ 1.6 5ug/kg 41.7+£8.2 5 ng/kg

Initiated within 48 hours of PCI days 36.8+7.5 6) 41.3+10.3
10 ug/kg 10 pg/kg
33.5+4.38 38.7+7.3
(6)
Kang et al.” 2006 G-CSF 10 pg/kg for 4 days Echo at 2 444+92 53.0+14.3 513+94  53.1+12.8
Initiated within 14 days of PCI years (10) (10)
Takano et 2006 G-CSF 2.5 pg/kg for 4 days SPECTat6 45.6+9.7 472+106 49.0+14.1 51.8+10.8
al® Initiated within 24 hours of PCI months (19) (16)
Leoneetal’ 2007 G-CSF 10 pg/kg for 5 days Echo at 5 38.0£6.0 40.0 +6.0 38.0+8.0 45.0+6.0
Initiated 5 days after PCI months 27) (13)
Suarez de 2007 G-CSF 10 pg/kg for 10 days Invasive 39.0£6.0 37.0£5.0 45.0+8.0 420+ 14
Lezo et al.' Initiated 5 days after PCI LV-gram at (10) (10)
3 months
Achilli et 2010 G-CSF 5 pg/kg BID for 5 days MRI at 6 39.6 7.0 394+£6.0 45.6+10.7 452+11.2
al.!! Initiated within 12 hours of PCI months (24) (25)
Guoetal”? 2010  G-CSF 10 pg/kg for 7 days Echo at 6 409+54  422+72  479+65  512+6.0
Initiated between 3 and 5 days of ~ months (16) a7
PCI
Karimabad 2011 G-CSF 10 pg/kg for 5 days Echo at 6 37.1+64 36.5+6.4 383+5.5 42.6£6.7
etal.® Initiated 24 hours after PCI months ) ®)
Hibbertetal. 2013 G-CSF 10 pg/kg for 4 days LVRNA at 364+9.0 348+72 46.0+106 40.8+11.3
(current Initiated 3-4 days after PCI 6 months 41) 39

study)
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Excluded n=501
(not relevant after abstract reviewed)

Excluded n=39
« substudy or preliminary report (n=9)
= protocol paper (n=1)

* non-randomized or non-blinded
(n=3)

* review paper (n=11)

= wrong treatment or patient
population (n=9)

« animal studies (n=4)

* non-english (n=2)

Supplemental Figure 1. Flow diagram of included studies for the meta-analysis.



A — Cumulative Meta-Analysis
G-CSF Placebo

Ince et al.[1] 25/54/8 25/43/5 — 10.0 11.0 (7.3-14.7)
Valgimigli et al.[2] 10/50/15 10/48/9 4.0 2.0 (-8.8-12.8)
Ripa et al.[3] 29/56/11 24/53/12 7.0 2.6 (-3.7-8.8)
Zohlinhofler et al.[4] 49/52/8 47/51.2/9 P 10.0 0.6 (-2.8-4.0)
Engelmann et al.[5] 19/47/12 18/50/12 = 6.0 -2.5(-10.2-5.2)
Ellis et al.[6] 12/40/9 6/42/8 = 6.0 -1.7 (-9.9-6.5)
Kang et al.[7] 10/53/13 10/51/9 5.0 1.8 (-8.0-11.6)
Takano et al.[8] 16/52/11 19/49/14 o 6.0 2.8 (-5.5-11.1)
Leone etal.[9] 13/45/6 27/38/8 s 9.0 7 (2.6-11.4)
Suarez de Lezo et al.[10] 10/42/14 10/45/8 - 5.0 -3 (-13.0-7.0)
Achilli et al.[11] 25/45/11 24/45.6/11 7.0 -0.4 (-6.5-5.7)
Guo et al.[12] 17/51/6 16/48/7 = 9.0 3.3(-1.0-7.6)
Karimibad et al.[13] 8/43/7 7/38/6 S 7.0 4.32 (-1.9-10.5)
Hibbert et al. (current)  39/40/11 41/46/11 . 9.0 -5.7 (-10.5- -0.9)
META-ANALYSIS:

yég% ;8? 2 %ecr{) enelt¥ pt 011871 = 100.0 2.0 (-0.9t0 4.8)

-20 -10 0 10 20
Mean Difference

B —Meta-Analysis of trials EF<45%
G-CSF Placebo

Stud Weight (% 9
y nEF/SD  n/EF/SD ght (%) MD (95% CI)
Valgimigli et al.[2] 10/50/15 10/48/9 6.00 2.0 (-8.9-12.8)
En_gelmann et al.[5] 19/47/12 18/50/12 = 10.00 -2.5(-10.2-5.2)
Ellis et al.[6] 12/40/9 6/42/8 = 9.00 -1.7 (-9.9-6.5)
Leone et al.[9] 13/45/6 27/38/8 —— 15.00 7.0 (2.6-11.4)
Suarez de Lezo et al.[10] 10/42/14 10/45/8 : 7.00 -3.0 (-13.0-7.0)
Achilli et al.[11] 25/45/11 24/46/11 12.00 -0.4 (-6.5-5.7)
Guo et al.[12] 17/51/6 16/48/7 15.00 3.3(-1.0-7.6)
Karimibad et al.[13] 8/43/7 7/38/6 | — 12.00 4.3 (-1.9-10.5)
Hibbert et al. (current) 39/40/11 41/46/11 e 14.00 -5.7 (-10.5- -0.9)
META-ANALYSIS'
T g LRSI 58

<? 100% 0.7 (-2.5-4.0)

-20 -10 O 10 20
Mean Difference

Supplemental Figure 2. Meta-analysis of randomized trials comparing G-CSF to placebo. A — Cumulative
meta-analysis of the effect of G-CSF on follow-up left ventricular ejection fraction (LVEF). B — Effect of G-CSF
on follow-up LVEF in patients with baseline EF of <45%. All analyses performed using random effects models.
n — number of patients; EF — ejection fraction; SD — standard deviation; MD — mean difference.



Exposed Control Weight Association measure

Study ID Year n[e](E=1)/n[e] n[c](E=1)/n[c] (%) with 95% CI
Ince et al.” 3/25 4125 — 4.00% | 0.75(0.19 to 3.01)
Valgimigli et al.” 1/10 1/10 S 1.00% | 1(0.07 to 13.87)
Ripaetal’ 7139 9139 . 11.00% [l 0.78 (0.32 to 1.88)
Zohinhofer etal." 17/56 19/58 I 29.00% il 0.93(0.54 to 159)
Engelmann et al.5 10/23 10/21 20.00% ||| 0.91(0.48 to 1.74)
Ellis et al.” 3/12 2/6 Studies ——e 4.00% | 0.75 (0.17 to 3.35)
Kang et al.’ 5/10 3/10 - 7.00% | 1.67 (0.54 to 5.17)
Takano etal.” 2/18 1/22 RN 2.00% | 2.44(0.24 to 24.83)
Leone etal.” 3/13 7121 R — 6.00% | 0.89 (0.27 to 2.9)
Achill et al.” 6/29 37 N 500% | 1.86(0.52 to 6.72)
Guoetal” 117 2/16 I R 2.00% | 0.47 (0.05 to 4.7)
Hibbert et al. (current study) 8/42 8/42 - 11.00% |I| 1(0.41 to 2.42)
META-ANALYSIS: 66/294 69/303 100%  (IINIIIIINGNG7 (0.73 to 1.3)
0.01 0.1 1 10 100

RR (log scale)

Supplemental Figure 3. Meta-analysis of major adverse cardiac events (MACE) in randomized
trials of G-CSF to placebo.




References

1.

Ince H, Petzsch M, Kleine HD, et al. Preservation from left ventricular
remodeling by front-integrated revascularization and stem cell liberation in
evolving acute myocardial infarction by use of granulocyte-colony-stimulating
factor (FIRSTLINE-AMI). Circulation 2005;112:3097-106.

Valgimigli M, Rigolin GM, Cittanti C, et al. Use of granulocyte-colony
stimulating factor during acute myocardial infarction to enhance bone marrow
stem cell mobilization in humans: clinical and angiographic safety profile. Eur
Heart J2005;26:1838-45.

Ripa RS, Jorgensen E, Wang Y, et al. Stem cell mobilization induced by
subcutaneous granulocyte-colony stimulating factor to improve cardiac
regeneration after acute ST-elevation myocardial infarction: result of the
double-blind, randomized, placebo-controlled stem cells in myocardial
infarction (STEMMI) trial. Circulation 2006;113:1983-92.

Zohlnhofer D, Ott I, Mehilli J, et al. Stem cell mobilization by granulocyte
colony-stimulating factor in patients with acute myocardial infarction: a
randomized controlled trial. JAMA 2006;295:1003-10.

Engelmann MG, Theiss HD, Hennig-Theiss C, et al. Autologous bone marrow
stem cell mobilization induced by granulocyte colony-stimulating factor after
subacute ST-segment elevation myocardial infarction undergoing late
revascularization: final results from the G-CSF-STEMI (Granulocyte Colony-
Stimulating Factor ST-Segment Elevation Myocardial Infarction) trial. J Am
Coll Cardiol 2006;48:1712-21.

Ellis SG, Penn MS, Bolwell B, et al. Granulocyte colony stimulating factor in
patients with large acute myocardial infarction: results of a pilot dose-escalation
randomized trial. Am Heart J 2006;152:1051 €9-14.

Kang HJ, Kim HS, Koo BK, et al. Intracoronary infusion of the mobilized
peripheral blood stem cell by G-CSF is better than mobilization alone by G-
CSF for improvement of cardiac function and remodeling: 2-year follow-up
results of the Myocardial Regeneration and Angiogenesis in Myocardial
Infarction with G-CSF and Intra-Coronary Stem Cell Infusion (MAGIC Cell) 1
trial. AmHeart J 2007;153:237 el-8.

Takano H, Hasegawa H, Kuwabara Y, et al. Feasibility and safety of
granulocyte colony-stimulating factor treatment in patients with acute
myocardial infarction. Int J Cardiol 2007;122:41-7.

Leone AM, Galiuto L, Garramone B, et al. Usefulness of granulocyte colony-
stimulating factor in patients with a large anterior wall acute myocardial
infarction to prevent left ventricular remodeling (the rigenera study). AmJ
Cardiol 2007;100:397-403.



10.

11.

12.

13.

Suarez de Lezo J, Herrera C, Pan M, et al. Regenerative therapy in patients with
a revascularized acute anterior myocardial infarction and depressed ventricular
function [article in Spanish]. Rev Esp Cardiol 2007;60:357-65.

Achilli F, Malafronte C, Lenatti L, et al. Granulocyte colony-stimulating factor
attenuates left ventricular remodelling after acute anterior STEMI: results of the
single-blind, randomized, placebo-controlled multicentre STem cEll
Mobilization in Acute Myocardial Infarction (STEM-AMI) Trial. Eur J Heart
Fail 2010;12:1111-21.

Guo SZ, Wang NF, Zhou L, et al. Influence of granulocyte colony-stimulating
factor on cardiac function in patients with acute myocardial infarction and
leukopenia after revascularization. Chin Med J (Engl) 2010;123:1827-32.

Karimabad HM, Shabestari M, Baharvand H, et al. Lack of beneficial effects of
granulocyte colony-stimulating factor in patients with subacute myocardial
infarction undergoing late revascularization: a double-blind, randomized,
placebo-controlled clinical trial. Acta Cardiol 2011;66:219-24.



