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ABSTRACT

Background: Muscle, ligament, bone, cartilage, blood, and adult stem-cell production all respond to elec-
tric and electromagnetic fields, and these biophysical field agents can be applied in therapeutic contexts. Pos-
tulated mechanisms at the cellular, subcellular, and molecular level are discussed. Electric and electromagnetic
field stimulation enhance the repair of bone through the mediation of three areas at the cellular level: (1) the
complex interplay of the physical environment; (2) growth factors; and (3) the signal transduction cascade.
Studies of electric and electromagnetic fields suggest that an intermediary mechanism of action may be an in-
crease in morphogenetic bone proteins, transforming growth factor–beta, and the insulin-like growth factor II,
which results in an increase of the extracellular matrix of cartilage and bone. Investigations have begun to clar-
ify how cells respond to biophysical stimuli by means of transmembrane signaling and gene expression for
structural and signaling proteins.

Methods: Review of meta-analysis trials of electrical stimulation of all types.
Conclusions: Further research in the form of methodologically sound, randomized, controlled studies are

needed. Inter alia, resolutions are needed for the significant disparities between clinical targets, types of elec-
trical stimulation, and clinical outcomes.
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INTRODUCTION AND BACKGROUND

The use of electric and magnetic forces to treat disease
has fascinated the general public and scientists alike

since antiquity. Interest in these treatment modalities, both
scientific and public, persists today; and, in an era of ex-
panding research in bioelectromagnetics, perhaps it is time
the paradigm was reexamined. It has been known for many
years that endogenous electrical potentials and currents are
generated in wounded tissues and terminate when healing is
complete.1–4

Despite a growing understanding of the intricate bio-

electrical properties of many tissues, few have researched
whether these properties can be manipulated to enhance the
healing process. Widespread acceptance and use of this
treatment has not followed, probably because of the dearth
of objective data. In an exhaustive meta-analysis of the im-
pact of electrical field stimulation on health, Akai and
Hayashi5 concluded that, although definitive judgment was
difficult, it was still more difficult to ignore the statistically
significant supportive data from the few investigators who
have published in this field—mainly scientists who have not
been restricted by considerations that weigh against publi-
cation before commercialization.

1San Jose Orthopedic Medical Group, San Jose, CA.
2The Natural Energy Institute, Inc., Sloatsburg, NY.
3The Research Institute of Global Physiology, Behavior and Treatment, Inc., New York, NY.



CURRENT ELECTROMEDICINE RESEARCH

Existing research strongly points to evidence that the bi-
ological effectiveness of electric and electromagnetic field
devices depends on their ability to excite transmembrane re-
ceptors of cells to act as sites of amplification. This is be-
cause the induced electric fields of these devices are con-
siderably weaker than the levels required to depolarize cell
membranes.6–10

In addition, at the cellular level, electrical stimulation has
been shown in experiments to have an effect on three areas:
(1) the complex interplay of the physical environment; (2)
growth factors; and (3) the signal transduction cascade. With
regard to the physical environment, early research by
Brighton11 suggested that PO2 is lowered and pH is elevated
at the level of the cathode, thereby assisting in the forma-
tion of bone.

Correlation studies are not straightforward because of the
apparent coexistence and inseparable interplay of pulsed elec-
tric and magnetic fields, now simply called PEMF energy.
This interplay requires attention because Coulomb* and
Gauss† fields can produce different biologic effects.‡ The rate
of change of each field is also known to couple and therefore
enable electromagnetic Field (EMF) effects. For example, the
extremely low frequency or static Gauss field cannot produce
the displacement current clinically reported (with an ex-
tremely low frequency or static Coulomb field). However, the
static Gauss field produced by a permanent magnet can be
made to induce low-frequency EMF effects via the addition
of mechanical vibration. Goodman and Shirley-Henderson
were perhaps the first to recognize and report this frequency
dependent PEMF synergy, with their in vitro study of the tran-
scription and translation of cells exposed to an extremely low
frequency PEMF field.12 Here, the frequency-dependent
Gauss rate of change was simply too weak to drive a useful
current through high tissue impedance. Rather than vibrate a
magnet to induce its frequency-dependent Coulomb field,
their apparatus utilized electrode capacity and a variable volt-
age to induce the required negative (current of injury) elec-
tronic displacement current.§

In this review, the authors have reported evidence from
numerous clinical investigations of accelerated bone and
cartilage repair using capacity coupled electrophoresis,¶ uti-

lizing pulsed Coulombic (PC), pulsed Gaussian (PG) and
pulsed electromagnetic fields (PEMF). They have also ex-
amined studies of signal transduction at the membrane level
and on the stimulation of growth factor synthesis, which may
be an intermediary mechanism of action, and possibly a
mechanism of amplification, of the PC, PG, and PEMF
fields.

CLINICAL EFFECTS ON CARTILAGE 
AND BONE

Many hypotheses and postulates have been developed in
an attempt to explain the therapeutic or biological effects of
electric and magnetic fields on musculoskeletal tissues, par-
ticularly those of cartilage and bone.

In 1982, Fukada hypothesized that the growth of bone is
regulated to best resist external force, and the controlling
signal seems to be the electric potential generated by shear
piezoelectricity in collagen fibers and/or steaming potential
in canaliculae.13 He also demonstrated that application of a
small direct current or of piezoelectric polymer film stimu-
lates bone formation and that PEMF energy enhances the
proliferation of cell culture. More recently, it has been
demonstrated that polarized hydroxyapetite ceramics in-
crease bone formation in vivo in the early phase of healing
and regeneration relative to controls. In 1950, Yasuda14 con-
ducted experiments to explain the piezoelectric effect in
bone. He reported that when bone was under compression,
an electronegative potential was induced. Conversely, an
electropositive potential was produced by bone under ten-
sion.

There exist various techniques through which electrical
current may be administered to assist bone healing. The two
most popular techniques employed in the orthopedic com-
munity have been (1) direct current contact and (2) capaci-
tive coupling. In the first case, current is delivered to the
bone through insulated electrodes, which are placed on the
skin so current may be induced in bone tissue with pulsed
electric fields. Direct current electrodes can be either im-
planted or applied percutaneously.15 Implantable devices
have the advantages of providing constant stimulation of
bone directly at the desired body site, with increased patient
compliance, so that optimization of the position of the elec-
trodes is possible over time. Disadvantages include the risk
of an infection, the potential for a painful implant, which
might necessitate early removal, and in the case of a high-
risk patient, the usual stress of any operative procedure.

Electrical field stimulation has been applied with dra-
matic beneficial effect in the treatment of nonunions in bone.
Numerous authors have reported remarkable success in
treating these chronic conditions,16–19 stress fractures,20 os-
teotomies,21–22 spinal fusions,23–25 and acquired and con-
genital pseudoarthroses26 with various forms of electrical
stimulation. Unfortunately, the heterogeneity of trial design,
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*Coulomb, Charles A. (1736–1806). In 1777, Coulomb identi-
fied the inverse-square force of electronic charge.

†Gauss, Karl F. (1777–1855). In 1839, Gauss published his gen-
eral treatment of inverse-square magnetic force.

‡A static Gauss field can induce electron-spin precession in liv-
ing tissue, a more complex effect than the induced electron dis-
placement in living tissue produced by a static Coulomb field—an
important area to explore, but beyond the scope of this paper.

§A static Coulomb field can induce electron displacement-cur-
rent in living tissue.

¶Electrophoresis is the movement of an electrically charged sub-
stance under the influence of an electric field. See wikipedia.org/
wiki/electrophoresis.



dosage, and method of delivery throughout this group has
failed to lead to the establishment of electrical field stimu-
lation as an everyday treatment modality. Notwithstanding
these shortcomings, a consistent finding among the studies
is the osteogenic impact of electrical stimulation on the early
phase of bone healing. Schubert et al. postulated that this
early effect is caused by the restitution of normal, or near
normal, piezoelectric properties by the exogenous electric
field, which otherwise is lost after fracture and interruption
of the Haversian canalicular network.27 The normal 2-week
lag seen in unstimulated bone healing is obviated and heal-
ing begins at an accelerated rate. This theory of enhanced
reorganization is borne out by observations of improved cal-
lus realignment in bone and collagen orientation in skin.28

Electrical field stimulation is also beneficial in tendon and
ligament repair. It has been demonstrated to reduce adhe-
sion formation, increase hydroxyprolene content, and bene-
ficially affect breaking strength by altering collagen types.29

It is likely that these effects are the result of the pronounced
modulation of fibroblast function induced by electrical
fields.

With respect to growth factors, preclinical studies have
shown that PEMF energy stimulation increases the expres-
sion of bone morphogenetic proteins (BMP) 2 and 4, trans-
forming growth factor–�, and an insulin-like growth factor
II.30–34 Bodamyali reported that PEMF energy simultane-
ously induced osteogenesis and unregulated transcription of
BMP 2 and 4 in osteoblasts of rats.35 Aaron et al.,36 using
Coulomb and Gauss fields, increased both insulin-like
growth factor II (IGF-II) mRNA and protein levels in rat
callus after exposing them to a PC and PG stimulus.

One mechanism suggested for the independent actions of
PC and PG field stimuli is their effects on charged trans-
membrane molecules, such as receptors. For example, al-
teration in chondrocyte receptor activation by a parathyroid
hormone and transforming of the growth factor �-1 (TGF-
�1) with PC fields have been demonstrated by Goodman et
al. and Aaron et al.37 These authors discovered that an in-
crease in TGF-�1 causes multipotent mesenchymal cells to
express a phenotype and committed osteochondral cells to
proliferate and differentiate, which then causes an increase
in the extracellular matrix mass of cartilage and thereby pro-
vides a greater surface to serve as a scaffold for bone for-
mation. The effect on cell proliferation and extracellular ma-
trix production was determined by thymidine and sulfate
uptake. Zhuang et al.38 reported that electrical stimulation
increased the level of TGF-�1 mRNA content in osteoblas-
tic cells by 39% compared with unstimulated cultures by a
mechanism involving calcium/calmodulin pathway. In an-
other study examining the response of nonunion cells to
PEMF, observations supported the central role of TGF-�1
in the cascade of regulatory events initiated by PEMF.39

PEMF exposure of cells isolated from hypertrophic and at-
rophic nonunions resulted in a time-dependent increase in
TGF-�1 levels of the hypertrophic nonunion cells by day 2

and of the atrophic nonunion cells by day 4. In an in vivo
model of enchondral bone formation, PEMF unregulated
TGF-�1 protein synthesis and mRNA expression coincident
with increases in extracellular matrix protein synthesis. In
terms of both amplitude and duration of exposure, regula-
tion of protein synthesis occurred in a dose-dependent man-
ner. TGF-�1 mRNA levels increased 68%, the active pro-
tein 25%, and number of immunopositive cells 119%
compared with control tissues. The pattern of TGF-�1 ex-
pression was preserved throughout the developmental se-
quence, suggesting that PEMF treatment enhances chon-
drogenesis, endochondral calcification, and the normal
physiologic expression pattern of TGF-�1 without disrupt-
ing these processes.

Some studies have revealed a significant increase in cell
proliferation and extracellular matrix synthesis after expo-
sure to a low-amplitude capacitively coupled electric field
in vitro. Fitzsimmons et al.40 showed that after exposing an
embryonic chick tibia to a voltage of 0.1 mV for 30 min-
utes per day for 72 hours, hydroproline uptake increased
83%–125% of control, whereas continuous exposure for 72
hours increased hydroxyproline incorporation by 30%. The
authors employed a static-capacity-coupled Coulomb elec-
tric field for their in vitro study of embryonic chick tibia.
Static-capacity-coupled meant that the Coulomb force pro-
duces a continuous dielectric-displacement, field and elec-
trophoresis.

The above PC and PEMF studies of the stimulation of
chondrogenesis in experimental endochondral ossification
have been extended to indicate that exposure of ossicles dur-
ing chondrogenesis results in elevation of extracellular ma-
trix molecules.41 The authors in this study showed that a sig-
nificantly greater fraction of the proteoglycan synthesized
under conditions of Coulomb field stimulation were also of
normal size. PEMF energy also has been shown to regulate
the synthesis of extracellular matrix. This may occur through
the stimulation of signaling pathways at the cell membrane
and resulting in the appearance of intracellular second mes-
sengers, particularly cyclic nucleotides.42–45 However, it is
unlikely that the mechanism of action is solely a result of
transmembrane potentials, because the potentials generated
by extremely low-frequency PEMF energy are much lower
than the cell membrane potentials.

Other studies have noted that exposure of osteoablastic
cells to PC fields can stimulate a mechanism involving the
calcium/calmodulin pathway and resulting in an increase of
TGF-�1 mRNA,46 and TGF-�1 protein in both osteoblastic
cells47 and fibroblasts cultures.44 These studies show that
chondrogenesis is responsive to displacement current stim-
ulus, which supports observations of other authors who con-
clude that the production of TGF-�1 is an early response of
mesenchymal cells to stimulation by both Gauss and
Coulomb fields.48

The response of increased fibroblasts to a PC field is
thought to be caused by the opening of voltage-sensitive cal-
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cium channels and a secondary increase in insulin recep-
tors.49 Unlike bone and cartilage, which mount a regenera-
tive response, soft tissues, which include the dermis, liga-
ments, and tendons, heal by a process of fibroplasia.

Several thoughts emerge with regard to chondrocytes in
articular cartilage and growth plate stimulation by electro-
magnetic fields. First, one would assume that the longer the
period of electromagnetic stimulation, the more accelerated
chondrocyte proliferation and extracellular production.
However, a question that will have an important biologic
implication is: Will the closure of a bone growth plate be
delayed more by electric or magnetic stimulation? That is,
will specific electronic energy stimuli allow the growth plate
to remain open longer than it should so that more longitu-
dinal growth will occur?

Lippiello et al.50 examined the exposure of a pulsing di-
rect current on osteochondral defects in the distal femoral
condyles of rabbits. This is one of the very few studies in
which an attempt has been made to correlate the biologic
response of tissue exposed to external DC stimulation by in
situ measurement of the electrical parameters. The stimula-
tion apparatus involved an undefined signal period with a
peak value of 2 �A, imposing an electric field in the tissue
of 20–60 mV/cm2, recurring at 100 Hz. It is noteworthy that
a shorter exposure period (40 hours versus 160 hours)
proved more efficacious. Could DC polarization damage be
time dependent? These authors also reported the appearance
of unorganized hyaline cartilage on the surface of the re-
paired tissue of these rabbits. In an attempt to explain a pos-
sible mechanism for this action, they postulate similarly with
Guerkov et al.51 that such treatment stimulates differentia-
tion of mesenchymal cells derived from marrow elements
into chondrocytes and induces the proliferation of existing
chondrocytes at the wound margins.

There have been several studies testing the incorporation
of calcium and its relation to various electric and or mag-
netic field stimulation.13,52 For example, Norton and
Rovetti53 hypothesized that the incorporation of Ca in the
extracellular matrix of cartilage is influenced by electro-
magnetic field stimulation. They proved that the largest bi-
ologic response in chondrocytes occurred after 24 hours of
this stimulation, as defined by autoradiography data.

The effect of low-energy, combined AC and DC (unipo-
lar) magnetic fields on the metabolism of articular cartilage
was studied by Grande D et al.13 After 30 minutes of such
unipolar magnetic field exposure, there was a significant in-
crease in radioactive calcium uptake. This uptake was in-
significant with exposures of only 1 and 2 minutes and also
after 24 hours. The authors concluded that the metabolism
of articular cartilage can be stimulated by low-energy pul-
sating-unipolar, effective DC, magnetic fields, and this
unipolar effect is associated with an increase in calcium ion
uptake by the cells.

The effect of PEMF energy in the treatment of os-
teoarthritis (OA), particularly that of the knee, has been stud-

ied in several trials. Trock et al.53 examined the effective-
ness of PEMF in the treatment of OA of the knee and cer-
vical spine on 86 subjects. The subjects were exposed to 9
hours of PEMF stimulation during a 1-month period using
a magnetic coil device that delivered three signals in step-
wise fashion, ranging from 5 Hz to 12 Hz with variable mag-
netic flux densities from 10 G to 25 Gauss. Pain on motion,
joint tenderness, and activities of daily living were evalu-
ated using a 10-cm visual analog scale. The treated patients
achieved between 29% and 36% improvement. In 1998, Per-
rot et al.54 reported similar findings using the same PEMF
device. However, any attempt to delineate the mechanism
of pain relief brought about by this form of treatment modal-
ity in relation to known biologic effects of PEMF would be
purely speculative, because the factors responsible for the
pain in patients with OA are varied and often uncertain.

CONCLUSIONS

How, and at what level, do various electric, magnetic,
electromagnetic, and pulsed EM field devices initiate
changes in cell behavior? For the time being, answers to
these questions remain to be accurately determined.
Notwithstanding the limitations of currently accepted in-
sights into the exact mechanism by which electrical field
stimulation works, it is clear that it has a potentially bene-
ficial role to play in clinical practice. The problems in ac-
curately delineating the electromagnetic mechanisms are not
only complicated by cellular complexities, but also by the
complexities inherent in properly defining the electric, mag-
netic, and pulsed combinations of these energy fields.

Further research should be directed at establishing the pa-
rameters of high-frequency electromagnetic, PEMF, PG,
PC, and both static Gauss and static Coulomb field trans-
duction. All related phenomena need to be considered in or-
der to provide a viable foundation for interpreting biologic
interactions of the different energy fields with living sys-
tems. The literature dealing with electric and magnetic en-
ergy stimuli is full of a bewildering array of model systems,
clinical situations, signal configurations, and stimulation de-
vices. From these data, one can tentatively propose concepts
of energy and tissue specificity. Electronic signal specificity
involves a very wide range of pulse repetition rates, electric
and magnetic waveforms, frequencies energy amplitudes,
dose regimens, and other parameters of a particular elec-
tromedicine application that result in a favorable biologic
response. The concept of tissue specificity refers to the na-
ture of the biological response to the applied energy. The
complexity of tissue and energy specificity should not be
unexpected; rather, it should help illuminate the wide vari-
ety of synthetic and clinical responses presently reported.
As the energy responses become better understood, one can
anticipate increasingly efficacious techniques for electronic
energy stimulation of tissue repair.
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What is perhaps most encouraging is the suggestion that
electronic energy stimulation may be applied easily, inex-
pensively and without added risk to the patient undergoing
treatment. Any treatment modality that purports to improve
healing, both in healthy and at-risk populations, without sig-
nificantly increased risk, technical challenge, or cost, de-
serves further investigation. Electronic energy stimulation for
healing therapies is indeed a good idea whose time has come.

REFERENCES

1. Burr HS, Taffel M, Harvey SC. An electrometric study of the
healing wound in man. Yale J Bio Med 12, 483–485, 1940.

2. Fukada E, Yasuda I. On the piezoelectric effect of bone. J
Physiol Soc Jpn 12, 1957;1158–1162.

3. Becker RO. The biolelectric factors in amphibian limb regen-
eration. J Bone Joint Surg Am 1961;43:643–656.

4. Barker AT, Jaffee LF, Vanable JW, Jr. The glabrous epider-
mis of cavies contains a powerful battery. Am J Physiol
1982;242:R358–R366.

5. Akai M, Hayashi K. Effect of electrical stimulation on mus-
culoskeletal systems; a meta-analysis of controlled clinical tri-
als. Bioelectromagnetics 2002;23:132–143.

6. Luden RA, Cain CD, Chen MC-Y, et al. Effects of electro-
magnetic stimuli on bone and bone cells in vivo: Inhibition of
responses to parathyroid hormone by low- energy, low-fre-
quency fields. Proc Natl Acad Sci USA 1982;79:4180–4184.

7. Cain CD, Adey WR, Luben RA. Evidence that pulsed elec-
tromagnetic fields inhibit coupling of adenylate cyclase by
parathyroid hormone in bone cells. J Bone Miner Res 1987;
2:437–441.

8. Brighton CT, McCluskey W. Response of cultured bone cells
to a capacitively coupled electric field: Inhibition of cAMP re-
sponse to parathyroid hormone. J Orthop Res 1988;6:567–571.

9. Cho MR, Thatte HS, Lee RC, et al. Induced redistribution of
cell surface receptors by alternating current electric fields.
FASEB J 1994;8:771–776.

10. Varani K, Gessi S, Merighi S, et al. Effect of low frequency
electromagnetic fields on A2A adenosine receptors in human
neutrophils. Br J Pharmacol 2002;136:57–66.

11. Brighton CT. Treatment of nonunion of the tibia with constant
direct current. J Trauma 1981;21:3–11.

12. Goodman R, Shirley-Henderson A. A transcription and trans-
lation in cells exposed to extremely low frequency electro-
magnetic fields. Bioelectrochem Bioenerget 1991;25:335–355.

13. Grande D, Magee F, Weinstein A. The effect of low energy
combined AC and DC magnetic fields on articular cartilage
metabolism. Ann NY Acad Sci 1983;31:18–22.

14. Fukuda E, Yasuda I. On the piezoelectric affect of bone. J
Physiol Soc Jpn 1957;12:1158–1164.

15. Anglen J. The clinical use of bone stimulators. J South Orthop
Assoc 2003;12:46–54.

16. Abeed RI, Naseer M, Abel EW. Capacitively coupled electri-
cal stimulation treatment: Results from patients with failed
long bone fracture unions. J Orthop Trauma 1998;12:510–513.

17. Zamora-Navas P, Borras VA, Antelo LR, et al. Electrical stim-
ulation of bone nonunion with the presence of a gap. Acta Or-
thop Belg 1995;61:169–176.

18. Kleczynski S. Electrical stimulation to promote the union of
fractures. Int Orthop 1988;12:83–87.

19. Ahl T, Anderson G, Herberts P, Kalen R. Electrical treatment
of nonunited fractures. Acta Orthop Scand 1984;55:585–588.

20. Rettig AC, Shelbourne KD, McCarroll JR. The natural history
and treatment of delayed union stress fractures of the anterior
cortex of the tibia. Am J Sports Med 1988;16:250–255.

21. Breighton CT. Fracture healing in the rabbit fibula when sub-
jected to various capacitively coupled electrical fields. J Or-
thop Res 1985;3:331–340.

22. Masureik C, Ericksson C. Preliminary clinical evaluation of
the effect of small electrical currents on the healing of jaw
fractures. Clin Orthop 1977;84–91.

23. Dejardin LM, Kahanovitz N, Arnocyzky SP, Simon BJ. The
effect of varied electrical current densities on lumbar spinal
fusions in dogs. Spine J 2001;1:341–347.

24. Akai M, Kawashima N, Kimura T, Hayashi K. Electrical stim-
ulation as an adjunct to spinal fusion: A meta-analysis of con-
trolled clinical trials. Bioelectromagnetics 2002;23:496–504.

25. Toth JM, Seim HB 3rd, Schwardt JD, et al. Direct current elec-
trical stimulation increases the fusion rate of spinal fusion
cages. Spine 2000;25:2580–2587.

26. Haupt HA. Electrical stimulation of osteogenesis. South Med
1984;77:56–64.

27. Schubert T, Kleditzsch J, Wolf E. Results of fluorescense mi-
croscopy studies of bone healing by direct stimulation with
bipolar impulse currents and with the interference current pro-
cedure in the animal experiment. Z Orthop Ihre Grenzgeb
1986;124:6–12.

28. Reger SI, Hyodo A, Negami S, Kambic HE, Sahgal V. Ex-
perimental wound healing with electrical stimulation. Artif Or-
gans 1999;23:460–462.

29. Naegele RJ, Lipari J, Chakkalakal D, et al. Electric field stim-
ulation of human osteosarcoma-derived cells: A dose-response
study. Cancer Biochem Biophys 1991;12:95–101.

30. Goodman R, Shirley-Henderson A. A transcription and trans-
lation in cells exposed to extremely low frequency electro-
magnetic fields. Bioelectrochem Bioenerget 1991;25:335–355.

31. Zhuang H, Wang W, Seldes R, et al. Electrical stimulation in-
duces the level of TGF-beta1 mRNA in osteoblastic cells by
a mechanism involving calcium/camodulin pathway. Biochem
Biophys Res Commun 1997;237:225–229.

32. Guerkov HH, Lohmann CH, Liu Y, et al. Pulsed electromag-
netic fields increase growth factor release by nonunion cells.
Clin Orthop Relat Res 2001;384:265–279.

33. Aaron RK, Ciombor DM, Keeping HS. Power frequency fields
promote cell differentiation coincident with an increase in
transforming TGF-�1 expression. Biolelectromagnetics 1999;
10:453–458.

34. Aoran RK, Wang S, Ciombor DM. Upregulation of basal TGF-
�1 levels by EMF coincident with chondrogenesis: Implica-
tions for skeletal repair and tissue engineering. J Orthop Res
2002;20:233–240.

35. Bodamyali T, Bhatt B, Highes FJ, et al. Pulsed electromagnetic
fields simultaneously induce osteogenesis and upregulate tran-
scription of bone morphogenetic proteins 2 ad 4 in rat osteoblasts
in vitro. Biophys Biochem Res Commun 1998;250:458–461.

36. Aaron RK, Boyan BD, Ciombor DM, et al. Stimulation of
growth factor synthesis by electric and electromagnetic fields.
Clin Orthop 2004;419:30–37.

EMF STIMULATION ON BONE AND CARTILAGE 489



37. Aaron RK, Ciombor D, Jones AR. Bone induction by decal-
cified bone matrix and mRNA of TGFB and IGF-1 are in-
creased by ELF field stimulation. Trans Orthop Res Soc
1997;22:548–564.

38. Zhuang H, Wang W, Seldes R, et al. Electrical stimulation in-
duces the level of TGF-beta1 mRNA in osteoblastic cells by
a mechanism involving calcium/camodulin pathway. Biochem
Biophys Res Commun 1997;237:225–229.

39. Guerkov HH, Lohmann CH, Liu Y, et al. Pulsed electromag-
netic fields increase growth factor release by nonunion cells.
Clin Orthop Relat Res 2001;384:265–279.

40. Fitzsimmons R, Farley J, Adey W, Baylink D. Embryonic bone
matrix formation is increased after exposure to a low ampli-
tude capacitively coupled electric field in vitro. Biochem Bio-
phys Acta 1986;882:51–56.

41. Aaron RK, Ciombor D. Stimulation of chondrogenesis in ex-
perimental endochondral ossification by pulsing electromag-
netic fields. Trans Bioelectric Repair Growth Soc 1987;737A.

42. Zhuang H, Wang W, Seldes RM, et al. Electrical stimulation
induces the level of TGF-�1 MRNA in osteoblastic cells by a
mechanism involving calcium calmodulin pathway. Biochem
Biophys Res Commun 1997;237:225–229.

43. lohmann CH, Schwartz Z, Hummert TW, et al. Pulsed elec-
tromagnetic field stimulation of MG36 osteoblast-like cells af-
fects differentiation and local factor production. J Orthop Res
2000.

44. Falanga V, Bourguignon GJ, Bourguignon LWY. Electrical
stimulation increases the expression of fibroblasts receptors
for transforming growth factor-beta. J Invest Dermatol
1987;88:488–491.

45. Guerkov HH, Lohmann CH, Liu Y, et al. Pulsed electromag-
netic fields increase growth factor release by nonunion cells.
Clin Orthop Rel Res 2001;84:265–279.

46. Hang H, Wang W, Selves RM, et al. Electrical stimulation in-
duces the level of TGF-�1 MRNA in osteoblastic cells by a
mechanism involving calcium calmodulin pathway. Biochem
Biophys Res Commun 1997;237:225–229.

47. Lohmann CH, Schwartz Z, Hummert TW, et al. Pulsed elec-
tromagnetic field stimulation of MG36 osteoblast-like cells af-
fects differentiation and local factor production. J Orthop Res
2000;56A:237–243.

48. Guerkov HH, Lohmann CH, Liu Y, et al. Pulsed electromag-
netic fields increase growth factor release by nonunion cells.
Clin Orthop Rel Res 2001;384:265–279.

49. Bourguignon GJ, Bourguignon LYW. Electric stimulation of
human fibroblasts causes an increase in Ca influx and the ex-
posure of additional insulin receptors. J Cell Physiol 1989;140:
379–385.

50. Lippiello L, Chakkalakal D, Connolly J. Pulsing direct cur-
rent-induced repair of articular cartilage in rabbit osteochon-
dral defects. J Orthop Res 1990;8:266–275.

51. Guerkov HH, Lohmann CH, Liu Y, et al. Pulsed electromag-
netic fields increase growth factor release by nonunion cells.
Clin Orthop Rel Res 2001;384:265–279.

52. Norton LA, Rovetti LA. Calcium incorporation culltured chon-
droblasts perturbed by an electromagnetic field. J Orthop Res
1988;6:559–566.

53. Trock DH, Bollet AJ, Markoll R. The effect of pulsed elec-
tromagnetic fields in the treatment of osteoarthritis of the knee
and cervical spine. J Rheumatol 1994;21:1903–1911.

54. Perrot S, Marty M, Kahan A, et al. Efficacy of pulsed elec-
tromagnetic therapy in painful knee osteoarthritis [abstract].
In: Proceedings of the 62nd Annual Meeting of the American
College of Rheumatology, San Diego, 1998:5357.

Address reprint requests to:
Jack B. Haddad, M.D., M.B.A.

San Jose Orthopedic Medical Group
4300 The Woods Drive

Suite 1020
San Jose, CA 95136

E-mail: jackd16@yahoo.com

HADDAD ET AL.490



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (Japan Web Coated \050Ad\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
    /ACaslon-AltBold
    /ACaslon-AltBoldItalic
    /ACaslon-AltItalic
    /ACaslon-AltRegular
    /ACaslon-AltSemibold
    /ACaslon-AltSemiboldItalic
    /ACaslon-Bold
    /ACaslon-BoldItalic
    /ACaslon-Italic
    /ACaslon-Ornaments
    /ACaslon-Regular
    /ACaslon-Semibold
    /ACaslon-SemiboldItalic
    /ACaslon-SwashBoldItalic
    /ACaslon-SwashItalic
    /ACaslon-SwashSemiboldItalic
    /ACaslonExp-Bold
    /ACaslonExp-BoldItalic
    /ACaslonExp-Italic
    /ACaslonExp-Regular
    /ACaslonExp-Semibold
    /ACaslonExp-SemiboldItalic
    /AGaramond-BoldItalic
    /AGaramond-Italic
    /AGaramond-Regular
    /AGaramond-Semibold
    /AGaramond-SemiboldItalic
    /ATTorino-Bold
    /ATTorino-Condensed
    /Americana
    /Americana-Bold
    /Americana-ExtraBold
    /Americana-Italic
    /AmericanaBT-Bold
    /AmericanaBT-ExtraBold
    /AmericanaBT-ExtraBoldCondensed
    /AmericanaBT-Italic
    /AmericanaBT-Roman
    /AvantGarde-Bold
    /AvantGarde-BoldObl
    /AvantGarde-Book
    /AvantGarde-BookOblique
    /AvantGarde-CondBold
    /AvantGarde-CondBook
    /AvantGarde-CondDemi
    /AvantGarde-CondMedium
    /AvantGarde-Demi
    /AvantGarde-DemiOblique
    /AvantGarde-ExtraLight
    /AvantGarde-ExtraLightObl
    /AvantGarde-Mdm
    /AvantGarde-Medium
    /AvantGarde-MediumObl
    /BauerBodoni-Black
    /BauerBodoni-BlackCond
    /BauerBodoni-BlackItalic
    /BauerBodoni-Bold
    /BauerBodoni-BoldCond
    /BauerBodoni-BoldItalic
    /BauerBodoni-Italic
    /BauerBodoni-Roman
    /Belwe-Bold
    /Belwe-Condensed
    /Belwe-Light
    /Belwe-Medium
    /BelweT-LighItal
    /Berkeley-Black
    /Berkeley-BlackItalic
    /Berkeley-Bold
    /Berkeley-BoldItalic
    /Berkeley-Book
    /Berkeley-BookItalic
    /Berkeley-Italic
    /Berkeley-Medium
    /BiffoMT
    /Bodoni
    /Bodoni-Bold
    /Bodoni-BoldCondensed
    /Bodoni-BoldItalic
    /Bodoni-Book
    /Bodoni-BookItalic
    /Bodoni-Italic
    /Bodoni-Poster
    /Bodoni-PosterCompressed
    /Bodoni-PosterItalic
    /Bookman-Bold
    /Bookman-BoldItalic
    /Bookman-Demi
    /Bookman-DemiItalic
    /Bookman-Light
    /Bookman-LightItalic
    /Bookman-Medium
    /Bookman-MediumItalic
    /BorderPi-OneFiveOneFiveNine
    /BrushScript
    /Carta
    /CaslonTwoTwentyFour-Black
    /CaslonTwoTwentyFour-BlackIt
    /CaslonTwoTwentyFour-Bold
    /CaslonTwoTwentyFour-BoldIt
    /CaslonTwoTwentyFour-Book
    /CaslonTwoTwentyFour-BookIt
    /CaslonTwoTwentyFour-Medium
    /CaslonTwoTwentyFour-MediumIt
    /Century-Bold
    /Century-BoldCond-DTC
    /Century-BoldCondItalic-DTC
    /Century-BoldCondensed
    /Century-BoldCondensedItalic
    /Century-BoldItalic
    /Century-Book
    /Century-BookCond-DTC
    /Century-BookCondItalic-DTC
    /Century-BookCondensed
    /Century-BookCondensedItalic
    /Century-BookItalic
    /Century-Light
    /Century-LightCond-DTC
    /Century-LightCondIta-DTC
    /Century-LightCondensed
    /Century-LightCondensedItalic
    /Century-LightItalic
    /Century-Ultra
    /Century-UltraCond-DTC
    /Century-UltraCondIta-DTC
    /Century-UltraCondensed
    /Century-UltraCondensedItalic
    /Century-UltraItalic
    /Century751BT-ItalicB
    /Century751BT-RomanB
    /CenturyExpanded
    /CenturyExpanded-Italic
    /CenturyExpandedBT-Bold
    /CenturyExpandedBT-BoldItalic
    /CenturyExpandedBT-Italic
    /CenturyExpandedBT-Roman
    /CenturyOldStyle-Bold
    /CenturyOldStyle-Italic
    /CenturyOldStyle-Regular
    /CgTorinoOutline
    /Cheltenham-Bold
    /Cheltenham-BoldCond
    /Cheltenham-BoldItalic
    /Cheltenham-Book
    /Cheltenham-BookCond
    /Cheltenham-BookCondItalic
    /Cheltenham-BookItalic
    /Cheltenham-Light
    /Cheltenham-LightCond
    /Cheltenham-LightCondItalic
    /Cheltenham-LightItalic
    /Cheltenham-Ultra
    /Cheltenham-UltraItalic
    /Clarendon
    /Clarendon-Bold
    /Clarendon-Light
    /ClarendonBT-BoldCondensed
    /ClarendonBT-RomanCondensed
    /CompactaBoldPlain
    /CompactaItalicPlain
    /CompactaOnlShaD-ReguItal
    /CooperBlack
    /CooperBlack-Italic
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /DINEngschrift-Alternate
    /EdwardianScriptITC
    /ElectraLH-Bold
    /ElectraLH-Cursive
    /ElectraLH-Regular
    /Fenice-Bold
    /Fenice-BoldOblique
    /Fenice-Light
    /Fenice-LightOblique
    /Fenice-Regular
    /Fenice-RegularOblique
    /Fenice-Ultra
    /Fenice-UltraOblique
    /FranklinGothic-Book
    /FranklinGothic-BookOblique
    /FranklinGothic-Condensed
    /FranklinGothic-CondensedOblique
    /FranklinGothic-Demi
    /FranklinGothic-DemiOblique
    /FranklinGothic-ExampleNumber
    /FranklinGothic-ExtraCond
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyOblique
    /FranklinGothic-Roman
    /Frutiger-Black
    /Frutiger-BlackCn
    /Frutiger-BlackItalic
    /Frutiger-Bold
    /Frutiger-BoldCn
    /Frutiger-BoldItalic
    /Frutiger-Cn
    /Frutiger-ExtraBlackCn
    /Frutiger-Italic
    /Frutiger-Light
    /Frutiger-LightCn
    /Frutiger-LightItalic
    /Frutiger-Roman
    /Frutiger-UltraBlack
    /Futura
    /Futura-Bold
    /Futura-BoldOblique
    /Futura-Book
    /Futura-BookOblique
    /Futura-CondExtraBoldObl
    /Futura-Condensed
    /Futura-CondensedBold
    /Futura-CondensedBoldOblique
    /Futura-CondensedExtraBold
    /Futura-CondensedLight
    /Futura-CondensedLightOblique
    /Futura-CondensedOblique
    /Futura-Heavy
    /Futura-HeavyOblique
    /Futura-Light
    /Futura-LightOblique
    /Futura-Mdm
    /Futura-MdmCnd
    /Futura-MdmCndItl
    /Futura-MdmItl
    /Futura-Oblique
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldCondensedItalic
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-ExtraBlackCondItalic
    /FuturaBT-ExtraBlackCondensed
    /FuturaBT-ExtraBlackItalic
    /FuturaBT-Heavy
    /FuturaBT-HeavyItalic
    /FuturaBT-Light
    /FuturaBT-LightCondensed
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FuturaBT-MediumCondensed
    /FuturaBT-MediumItalic
    /FuturaBoldModified
    /FuturaBoldObliqueModified
    /FuturaEF-DemiBold
    /FuturaEF-DemiBoldObl
    /FuturaModified
    /FuturaObliqueModified
    /Garamond-Bold
    /Garamond-BoldCondensed
    /Garamond-BoldCondensedItalic
    /Garamond-BoldItalic
    /Garamond-Book
    /Garamond-BookCondensed
    /Garamond-BookCondensedItalic
    /Garamond-BookItalic
    /Garamond-Light
    /Garamond-LightCondensed
    /Garamond-LightCondensedItalic
    /Garamond-LightItalic
    /Garamond-Ultra
    /Garamond-UltraCondensed
    /Garamond-UltraCondensedItalic
    /Garamond-UltraItalic
    /GillSans
    /GillSans-Bold
    /GillSans-BoldCondensed
    /GillSans-BoldExtraCondensed
    /GillSans-BoldItalic
    /GillSans-Condensed
    /GillSans-ExtraBold
    /GillSans-ExtraBold-ScholasticLg
    /GillSans-ExtraBold-ScholasticSm
    /GillSans-ExtraBoldDisplay
    /GillSans-Italic
    /GillSans-Light
    /GillSans-LightItalic
    /GillSans-LightShadowed
    /GillSans-Shadowed
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GillSansExtraBoldItalic
    /GillSansUltraBoldItalic
    /Giovanni-Black
    /Giovanni-BlackItalic
    /Giovanni-Bold
    /Giovanni-BoldItalic
    /Giovanni-Book
    /Giovanni-BookItalic
    /Glypha
    /Glypha-Bold
    /Glypha-BoldOblique
    /Glypha-Oblique
    /Goldwater
    /Goudy
    /Goudy-Bold
    /Goudy-BoldItalic
    /Goudy-BoldItalicOsF
    /Goudy-BoldOsF
    /Goudy-ExtraBold
    /Goudy-Heavyface
    /Goudy-HeavyfaceItalic
    /Goudy-Italic
    /Goudy-ItalicOsF
    /Goudy-SC
    /GoudyCatalog-Itl
    /GoudyCatalog-Rgl
    /Helvetica-Black
    /Helvetica-BlackOblique
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Compressed
    /Helvetica-Condensed-Black
    /Helvetica-Condensed-BlackObl
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light
    /Helvetica-Condensed-LightObl
    /Helvetica-Condensed-Oblique
    /Helvetica-ExtraCompressed
    /Helvetica-LightOblique
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Oblique
    /Helvetica-UltraCompressed
    /Humanist521BT-Roman
    /Industria-Inline
    /Industria-InlineA
    /Industria-Solid
    /Industria-SolidA
    /ItcEras-Bold
    /ItcEras-Book
    /ItcEras-Demi
    /ItcEras-Light
    /ItcEras-Medium
    /ItcEras-Ultra
    /ItcKabel-Bold
    /ItcKabel-Book
    /ItcKabel-Demi
    /ItcKabel-Medium
    /ItcKabel-Ultra
    /Kaufmann
    /Kaufmann-Bold
    /Linoscript
    /LubalinGraph-Book
    /LubalinGraph-BookOblique
    /LubalinGraph-Demi
    /LubalinGraph-DemiOblique
    /LucidaSans
    /LucidaSans-Bold
    /LucidaSans-Italic
    /Machine
    /MediciScript
    /Minion-Black
    /Minion-Bold
    /Minion-BoldItalic
    /Minion-DisplayItalic
    /Minion-DisplayRegular
    /Minion-Italic
    /Minion-Ornaments
    /Minion-Regular
    /Minion-Semibold
    /Minion-SemiboldItalic
    /Minion-SwashDisplayItalic
    /Minion-SwashItalic
    /Minion-SwashSemiboldItalic
    /MinionExp-Black
    /MinionExp-Bold
    /MinionExp-BoldItalic
    /MinionExp-DisplayItalic
    /MinionExp-DisplayRegular
    /MinionExp-Italic
    /MinionExp-Regular
    /MinionExp-Semibold
    /MinionExp-SemiboldItalic
    /Modern735BT-RomanA
    /Modern880BT-Bold
    /Modern880BT-Italic
    /Modern880BT-Roman
    /NewBaskerville-Black
    /NewBaskerville-BlackItalic
    /NewBaskerville-Bold
    /NewBaskerville-BoldItalic
    /NewBaskerville-BoldItalicOsF
    /NewBaskerville-BoldSC
    /NewBaskerville-Italic
    /NewBaskerville-ItalicOsF
    /NewBaskerville-Roman
    /NewBaskerville-SC
    /NewBaskerville-SemiBold
    /NewBaskerville-SemiBoldIta
    /NewCaledonia-Black
    /NewCaledonia-BlackItalic
    /NewCaledonia-Bold
    /NewCaledonia-BoldItalic
    /NewCaledonia-BoldItalicOsF
    /NewCaledonia-BoldSC
    /NewCaledonia-Italic
    /NewCaledonia-ItalicOsF
    /NewCaledonia-SC
    /NewCaledonia-SemiBold
    /NewCaledonia-SemiBoldItalic
    /Nofret-Bold
    /Nofret-BoldItalic
    /Nofret-Italic
    /Nofret-Light
    /Nofret-LightItalic
    /Nofret-Medium
    /Nofret-MediumItalic
    /Nofret-Regular
    /Novarese-Bold
    /Novarese-BoldItalic
    /Novarese-Book
    /Novarese-BookItalic
    /Novarese-Medium
    /Novarese-MediumItalic
    /Novarese-Ultra
    /OCRA
    /OCRB
    /OfficinaSans-Bold
    /OfficinaSans-BoldItalic
    /OfficinaSans-Book
    /OfficinaSans-BookItalic
    /OfficinaSerif-Bold
    /OfficinaSerif-BoldItalic
    /OfficinaSerif-Book
    /OfficinaSerif-BookItalic
    /OnyxMT
    /Optima
    /Optima-Bold
    /Optima-BoldOblique
    /Optima-Oblique
    /PalaceScriptMT
    /PalaceScriptMT-SemiBold
    /Palatino-Black
    /Palatino-BlackItalic
    /Palatino-Bold
    /Palatino-BoldItalic
    /Palatino-BoldItalicOsF
    /Palatino-BoldOsF
    /Palatino-Italic
    /Palatino-ItalicOsF
    /Palatino-Light
    /Palatino-LightItalic
    /Palatino-Medium
    /Palatino-MediumItalic
    /Palatino-Roman
    /Revival565BT-Bold
    /Revival565BT-BoldItalic
    /Revival565BT-Italic
    /Revival565BT-Roman
    /RomanaBT-Bold
    /RomanaBT-Roman
    /Sabon-Bold
    /Sabon-BoldItalic
    /Sabon-BoldItalicOsF
    /Sabon-BoldOsF
    /Sabon-Italic
    /Sabon-ItalicOsF
    /Sabon-Roman
    /Sabon-RomanSC
    /SmileyFace
    /Sonata
    /StoneInformal
    /StoneInformal-Bold
    /StoneInformal-BoldItalic
    /StoneInformal-Italic
    /StoneInformal-Semibold
    /StoneInformal-SemiboldItalic
    /StoneSans
    /StoneSans-Bold
    /StoneSans-BoldItalic
    /StoneSans-Italic
    /StoneSans-Semibold
    /StoneSans-SemiboldItalic
    /StoneSerif
    /StoneSerif-Bold
    /StoneSerif-BoldItalic
    /StoneSerif-Italic
    /StoneSerif-Semibold
    /StoneSerif-SemiboldItalic
    /StoneSerifTn4
    /Syntax-Black
    /Syntax-Bold
    /Syntax-Italic
    /Syntax-Roman
    /Syntax-UltraBlack
    /Techno
    /TimelessCyrillic-Bold
    /TimelessCyrillic-Light
    /TimelessCyrillic-LightIta
    /Times-Bold
    /Times-BoldItalic
    /Times-BoldItalicOsF
    /Times-BoldSC
    /Times-ExtraBold
    /Times-Italic
    /Times-ItalicOsF
    /Times-PhoneticAlternate
    /Times-PhoneticIPA
    /Times-Roman
    /Times-RomanSC
    /Times-Semibold
    /Times-SemiboldItalic
    /TimesEuropa-Bold
    /TimesEuropa-BoldItalic
    /TimesEuropa-Italic
    /TimesEuropa-Roman
    /TimesNewRomanMT-BoldCond
    /TimesNewRomanMT-Cond
    /TimesNewRomanMT-CondItalic
    /TimesNewRomanPS
    /TimesNewRomanPS-Bold
    /TimesNewRomanPS-BoldItalic
    /TimesNewRomanPS-Italic
    /ToonRoman
    /TorinoModern-Bold
    /TorinoModern-BoldItalic
    /TorinoModern-Italic
    /TorinoModern-Roman
    /Trajan-Bold
    /Trajan-Regular
    /Univers
    /Univers-Black
    /Univers-BlackExt
    /Univers-BlackExtObl
    /Univers-BlackOblique
    /Univers-BoldExt
    /Univers-BoldExtObl
    /Univers-BoldOblique
    /Univers-Condensed
    /Univers-CondensedBold
    /Univers-CondensedBoldOblique
    /Univers-CondensedLight
    /Univers-CondensedLightOblique
    /Univers-CondensedOblique
    /Univers-Extended
    /Univers-ExtendedObl
    /Univers-ExtraBlack
    /Univers-ExtraBlackExt
    /Univers-ExtraBlackExtObl
    /Univers-ExtraBlackObl
    /Univers-LightOblique
    /Univers-LightUltraCondensed
    /Univers-Oblique
    /UniversityRoman
    /VAGRounded-Black
    /VAGRounded-Bold
    /VAGRounded-Light
    /VAGRounded-Thin
    /WoodtypeOrnaments-One
    /WoodtypeOrnaments-Two
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (Use these settings to create PDF documents for RR Donnelley Book plants. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


