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Bone Morphogenetic Protein and Fractures:

A Meta-Analysis

Introduction

Bone morphogenetic protein-2 and -7 are
FDA-approved for use in acute open tibia
fractures and nonunions, respectively. However,
off-label use of these agents is common and
there continues to be much debate regarding
their effectiveness. The aim of this study was
to systematically review, for acute fractures and
nonunions, the association between BMPs and
bone healing (nonunion, healing times), the
need for secondary intervention, and infections.

Methods

Computerized literature databases and
manual search of bibliographies were performed.
Randomized controlled trials and cohort studies
(retrospective and prospective) evaluating
the association between BMPs and long bone
healing, need for secondary intervention,
and infection were included. Descriptive and
quantitative data were extracted.A meta-analysis
was performed using a random effects model for
union, secondary intervention, and infections
in BMP and non-BMP treated groups. Time to
healing was evaluated using frequency-weighted
means, and group weighted standard deviations.
Sensitivity analyses were performed to evaluate
the effects of BMP type (BMP-2 vs. 7), control
group type (autograft vs. “standard-of-care”),
tibia fractures, open fractures, level of evidence,
and author/funding conflict of interest. Study
heterogeneity, criteria of methodological quality
and publication bias-adjusted for using trim and
fill analysis-were also evaluated.

Results

Initial search identified 1652 references. Of
the 307 articles further inspected by abstract,
19 were included (10 RCT (1,3-7,10,12,14,17),
6 prospective cohort (2,8,9,11,13,15) and 3
retrospective cohort (16,18,19).In acute fractures
alone, union rates were similar for BMP-treated
and non-BMP treated groups for all acute fractures,
acute fractures treated with BMP-2,and acute open
fractures treated with BMP-2 (p=0.07). Healing
times were not different between the groups for
acute fractures (BMP 32.2 wks vs. non-BMP 34.0
wks, p=0.70). In the nonunion groups, union
rates were similar for BMP-treated and non-BMP

treated groups (p=0.14); however, for the FDA-
approved indication (tibial nonunions treated
with BMP-7), there was a significantly higher
rate of union in the BMP-treated group (OR 2.5,
CI: 1.1, 6.0, p=0.04). For study level of evidence,
there was a trend towards significance in lower
level of evidence studies (p=0.06), compared to
level 1 studies (p=0.21) for bony union.In level 1
studies, union rates were comparable to autograft
(p=0.07),and there was a significantly higher rate
of union (p=0.04) when compared to “standard
of care” protocols. No difference was found in
reported union rates for studies with documented
conflict of interest (p=0.42) compared to those
reporting no conflict of interest (p=0.07).There
was a decreased overall need for secondary
intervention in the BMP-treated groups for both
acute fractures and nonunions (p=0.002). There
were similar rates of infection in the BMP and
non-BMP treated groups (OR 1.0, 95% CI: 0.7,
1.4, p=0.95). There was publication bias noted
in the infection and nonunion groups, with small
studies showing a larger effect size than larger
studies. Trim and fill analysis was performed
which resulted in similar results to the original
meta-analysis.

Discussion

BMP was not found to improve union rate
or healing times in any subset analysis of acute
fractures. For nonunions, BMP-7 was found to
have higher union rates for the FDA-approved
indication compared to controls. Due to the
variation in effectiveness noted in the sensitivity
analyses, we would encourage further well-
designed studies to identify the precise fracture
population, timing, and delivery mechanism that
BMP can be used to optimize bony healing.

Significance

This study provides a comprehensive review
of the effects of BMP on healing of acute
fractures and nonunions. Our results suggest
that outcomes are highly variable according
to indication, implying that more rigorous
prospective studies are needed to precisely
identify the fracture population, timing, and
delivery mechanism that BMP can be used to
optimize bony healing.

UNIVERSITY OF PENNSYLVANIA ORTHOPAEDIC JOURNAL



BONE MORPHOGENETIC PROTEIN AND FRACTURES:A META-ANALYSIS 137

References

Aro HT, et al. Recombinant Human Bone Morphogenetic Protein-2: A Randomized Trial in Open
Tibial Fractures Treated with Reamed Nail Fixation. JBJS 2011; 93:801-8

Bong MR, et al. Osteogenic protein-1 (bone morphogenic protein-7) combined with various
adjuncts in the treatment of humeral diaphyseal nonunions. Bull Hosp Joint Dis 2005; 63: 20-23.
Calori GM, et al. Application of rhBMP-7 and platelet-rich plasma in the treatment of long bone
non-unions A prospective randomised clinical study on 120 patients. Injury 2008; 39: 1391-1402.
Cook SD. Preclinical and clinical evaluation os osteogenic protein-1 (BMP-7) in bony sites.
Orthopedics 1999; 22(7):669-71.

Friedlaender GE, et al. Osteogenic Protein-1 (Bone Morphogenetic Protein-7) in the Treatment
of Tibial Nonunions: A Prospective, Randomized Clinical Trial Comparing rhOP-1 with Fresh Bone
Autograft. JBJS2001; 83-A Suppl 1 (pt 2): S151-8.

Govender S, et al. Recombinant Human Bone Morphogenetic Protein-2 for Treatment of Open
Tibial Fractures: A prospective, controlled, randomized study of four hundred and fifty patients.
JBJS 2002; 84(12):2123-34.

Jones AL, et al. Recombinant Human BMP-2 and Allograft Compared with Autogenous Bone Graft
for Reconstruction of Diaphyseal Tibial Fractures with Cortical Defects: A Randomized, Controlled
Trial. JBJS 2006; 88(7): 1431-41.

Kanakaris NK, et al. Application of BMP-7 to tibial non-unions: A 3-year multicenter experience.
Injury 2008: 3952, $83-90.

Kanakaris NK; et al. Application of bone morphogenetic proteins to femoral non-unions: A 4-year
multicentre experience. Injury 2009; S3: S54-61.

Maniscalco P, et al. Healing of fresh tibial fractures with OP-1. A preliminary report. Acta
Biomedica 2002; 1(2): 27-33.

McKee MD, et al. The Treatment of Long Bone Nonunion with rhBMP: Results of a Prospective
Pilot Study. AAQS 2004.

McKee MD, et al. The Effect of Human Recombinant Bone Morphogenic Protein (RHBMP-7) on
the Healing of Open Tibial Shaft Fractures: Results of a Multi-Center, Prospective, Randomized
Clinical Trial. OTA 2002.

Moghaddam A, et al. Clinical application of BMP 7 in long bone non-unions. Arc Orthop Trauma
Surg 2010; 130: 71-76.

Perry CR, et al. Osteogenic Protein (OP-1) vs Autograft in the Management of Tibial Nonunions.
0TA 1997.

Riedel GE. Clinical evaluation of rhBMP-2/ACS in orthopedic trauma: a progress report.
Orthopedics 1999; 22(7): 663-5.

Ristiniemi J, et al. RhBIVIP-7 accelerates the healing in distal tibial fractures treated by external
fixation. JBJS-Br2007; 89: 265-72.

Swiontkowski MF, et al. Recombinant Human Bone Morphogenetic Protein-2 in Open Tibial
Fractures: A subgroup analysis of data combined from two prospective randomized studies. JBJS
2006; 88(6): 1258-65.

Tressler MA, et al. Bone morphogenetic protein-2 compared to autologous iliac crest bone graft
in the treatment of long bone nonunion. Orthapedics 2011; 34(12):6877-84.

Zimmermann G, et al. Treatment of tibial shaft non-unions: bone morphogenetic proteins versus
autologous bone graft. Injury 2009; 40: S50-53.

VOLUME 24, JUNE 2014



