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INTRODUCTION 

Pulsed electromagnetically induced current (PEMIC) has been shown to stimulate 
the healing of delayed and non-union fractures (1-8). In addition, many cell and tissue 
systems have been affected by PEMIC having specific waveform parameters (9-18). It is 
important to consider the origins of the choice of these waveform parameters in order to 
relate them to a study of the mechanism of PEMIC bioeffects. This author was 
profoundly influenced by the early work of Becker (19) who proposed that electric fields 
play a substantial role in regeneration. Yasuda, Brighton, and Bassett (20-22) suggested 
that the pathway through which bone adaptively responds to mechanical input may be 
electrical. Pilla took the findings of these authors and used an electrochemical approach 
to predict a set of bioeffective electrical waveform parameters based on electrochemical 
kinetic interactions at the cell’s surfaces (23-30). This approach ultimately led to the 
creation of PEMIC waveforms now in widespread clinical use for orthopaedic 
applications. It is the purpose of this chapter to review how electrochemistry has played a 
role in the electromagnetic modulation of cell and tissue behavior. 

BASIC ELECTROCHEMICAL KINETICS APPLIED TO THE 
CELL SURFACE 

Why consider electrochemical processes at the cell surface? The answer is that it 
provides a quantitative look at the cell’s real-time responses to electromagnetic fields. 
Here it is important to note that the role of ions as transducers of information in the 
regulation of cell structure and function has gained widespread acceptance. Examples of 
ionic control mechanisms include: growth-factor activation of Na–K ATPase in 
fibroblasts (31,32), nerve growth-factor effects regulated by Na–K ATPase (33,34), Ca2+ 
regulation of the cell cycle via calmodulin (35,36), differential Ca2+ requirements of 
neoplastic vs. non-neoplastic cells (37,38), and Ca2+ dependent adenylate cyclase 
activation in macrophages (39). Ionic control mechanisms therefore represent a coupling 
mechanism for electromagnetic fields which can be quantitatively analyzed. The 
interaction of ions at the electrically charged interfaces of a cell is an example of a 
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potential or voltage dependent process. The following is a review of the basic 
electrochemical kinetic approach to quantitate these ionic and/or dipolar interactions. 

The working concept of electrochemical information transfer in vivo (25) uses the 
analogy between the electrified interfaces at the electrode/electrolyte and the 
membrane/fluid junctions. A change in the electrochemical microenvironment of the cell 
can cause the structure of its electrified surface regions to be modified by, for example, 
changing the concentration of a specifically bound ion or dipole which may be 
accompanied by a modification in the conformation of molecular entities (such as 
enzymes) in the membrane structure. Basically, therefore, the regulatory interactions at a 
cell’s surface are considered to have both potential and kinetic functions associated with 
the specific biochemical events to which these processes may be coupled. 

If, as proposed, membrane structural changes that lead to a modification in 
membrane function involve or are caused by the basic electrochemical event of a specific 
adsorption (binding), it is easy to see how this process can be a key step in cellular 
response to the variety of external inputs which have been utilized. For skeletal tissue, the 
functional response to mechanic- al input can be envisaged to occur via at least two 
modalities involving electrochemical surface steps. If the cell membrane is not 
mechanically deformable (or does not experience significant force when in the collagen 
matrix), but is in direct membrane-collagen (matrix) contact via, for example, ligand 
bridging, then the known piezoelectric properties of the collagen bundles can modify the 
charge-charge interaction at the cell/collagen interface. On the other hand, certain 
membrane structures may be modified by mechanical input and result in new or increased 
specific adsorption and/or membrane transport. The latter may be more likely since it has 
been shown that the functional response of proliferative cartilage cells does not depend 
on whether they are bound to the matrix. Whatever structure responds directly to external 
force, it is clear that the cell membrane can exhibit new or modified charged-species 
interactions as required by the electrochemical information approach. 

Under these conditions it would be expected that the cell membrane’s electrical 
impedance would be modified, but in a different manner, dependent upon whether the 
cell exhibited direct or indirect response to mechanical input. In this context a variety of 
studies have shown that an electrical relaxation exists in bone tissue (alive or dead) when 
it is stressed (20,22). A portion of the slowly varying voltage function which is 
observable in bulk tissue at each stress input albeit very small, may be due to a transient 
change in the cell/collagen electrified interface structure. The time constant (kinetics) of 
this effect would be expected, as will be shown below, to be orders of magnitude smaller 
than the observed response function. Evidence that what the cell “sees” as a direct 
electrical input signal (in the absence of electrode effects) is indeed a much shorter-lived 
transient current, comes from attempts to mimic the stress-related relaxation signal. This 
has consistently failed to generate a biological response unless electrolysis and/or ion 
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migration effects were obviously present. 

When current is injected via electrodes, cellular response can again involve 
electrochemical surface steps if the electrochemical microenvironment is modified. 
Without considering the gross effects of electrolysis at this point, the ionic distribution 
changes that occur over a period of time during direct current (DC) flow can indeed 
couple to the concentration dependence (isotherm) of a specifically bound entity. It has 
already been observed that ionic changes in the extracellular fluid can cause a 
modification in cell state function (11,23,25,26). In fact, simple changes in extracellular 
ionic microenvironment can influence the rate of cell differentiation and even redirect its 
developmental pathway (40-42). If electrochemical information transfer is operative in 
cellular control, then there should be a direct functional response to the (pure) injection of 
current, provided it reaches the relevant cell surface and that the wave- form parameters 
are chosen to modulate the kinetics of the directed electrochemical surface step. This 
chapter will consider the details of the type of charge interactions that could be involved 
in the cell’s detection of, and reaction to, its immediate environment. In particular, the 
possible unifying nature of the electrochemical information transfer concept in cell 
regulation will be discussed in detail. 

It is appropriate at this point to briefly consider the relation of membrane structure to 
function, and how interfacial electrochemical (non-faradaic) effects can be an integral 
part of this structure/function relationship. Among the various models of membrane 
structure (43,44) the dynamic fluid mosaic approach (45) appears to be the most 
consistent with observed behavior.  The basic molecular components of cell membranes 
are lipids, proteins, and carbohydrates.  Their molecular movements, conformations and 
interactions are without doubt influenced by the environment and can form part of a 
molecular feedback loop for cell regulation (46). Lipids are responsible for the structural 
integrity of the membrane. Membrane proteins are within this lipid fluid (integral 
proteins), or on the surface (peripheral proteins). They are highly mobile, and probably 
provide the structural modifications related to functional regulation. 

Both the lipid and protein portions of the membrane contain hydrophobic and 
hydrophilic segments. The hydrophilic segments form the membrane side of the 
electrified interfaces at which specific adsorption (binding) can take place. Two distinct 
types of electrochemical interactions can occur at cell surfaces.  The first involves all of 
the non-specific electrostatic interactions involving water dipoles and hydrated (or 
partially hydrated) ions. This structure is analogous to the electrode/electrolyte interface 
and can be contributory, along with lipid and protein asymmetry (47-49), to the observed 
dielectric response of the lipid and lipoprotein membrane structures (24,30). For small 
amounts of charge input, only minor modifications of this portion of a cell’s surface 
structure would be expected. This is so for two reasons. The first relates to the fact that 
these non-specific electrostatic interactions are physically in series with the membrane 
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dielectric structure, primarily due to the lipid bilayer fluid. Under these conditions any 
charge perturbation that could satisfy the kinetic requirements of these interfacial 
structures will primarily be experienced by the lipid dielectric. In addition, these non-
specific interactions are, to a good first approximation, governed by a Boltzmann 
distribution with respect to the aqueous layer. Thus, over this portion of the interface, 
water dipoles would be expected to provide the first layer of charge interaction with the 
membrane surface as opposed to the more specific ion interactions discussed below. 
Water dipoles followed by a rigid layer of partially hydrated ions form an equilibrium 
structure which would be perturbed only to a negligible degree by low-level charge 
injection. 

A second type of charge interaction at a cell surface involves potential-dependent 
specific ad sorption (or binding). Here an ion or organic dipole can effectively compete 
with water dipoles and hydra ted ions for specific membrane sites. This type of 
interaction involves, for the aqueous phase, the steps of dehydration, displacement and 
binding (50,51). If this is to engender a membrane function change, then the structure of 
the molecular entity within the membrane at which the binding occurs can undergo 
modification. For example, the allosteric nature of certain enzyme surely allows this to 
occur (52). In addition to enzyme activity it is known that biochemical reactions on the 
cell surface involve charged reactants (53), and the surface potential (and therefore 
structure) is experienced by an ionic species involved in membrane transport (54,55). 

The most straightforward method to quantitate the above approach, which also 
provides unambiguous parameters capable of being experimentally tested, is to generate 
the electrical impedance of each relevant electrochemical pathway. All variables in this 
study will be given in terms of the complex frequency plane using the Laplace 
transformation (56). This frequency variable, s, has a real part, σ, and an imaginary, jω 
part which define the axes of the Laplace plane. Utilization of the Laplace transformation 
allows a time domain function (such as a pulsating current) to be expressed in terms of its 
frequency content. Utilization of this transformation along the imaginary (jω) axis results 
in the familiar Fourier transformation by which the frequency spectrum of time domain 
signals is often expressed. Determination of the impedance, Z(s), of a cellular system will 
ultimately require, as will be shown in a later section, knowledge of the input pulsating 
current waveform and the pulsating voltage response of the membrane. 

Here it will be considered that the physical passage of current into the membrane 
causes a change in its surface charge (transmembrane transport is neglected). The total 
current iT(s) , can be considered, in light of the above discussion, to be the sum of a 
dielectric and double-layer charging portion iD(s) and a specific adsorption portion, iA(s). 
In other words, the total current can be written: 

 𝑖! 𝑠 = 𝑖! 𝑠 + 𝑖!(𝑠) (1) 
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Each of the above contributions to the total current can be related to the physical situation 
likely to exist at a living membrane. 

Under linear conditions iD(s) represents the  charging (discharging) of the surfaces of 
the lipid bilayer fluid which, because of structural asymmetry has different charge density 
on the intra- and extracellular surfaces, respectively. This structure behaves like a 
capacitor over the frequency range of interest for both observation and excitation (DC to 
25 MHz). This is the well-known membrane dielectric capacitance, defined here as CD. 
At each membrane/solution interface there exists, in addition, the electrostatic double-
layer capacitance defined as Ci on the intracellular side and as Ce on the extracellular 
side. All charge separations corresponding to these membrane properties can be 
considered, to a first approximation, to lie on planes separated, for the dielectric 
capacitance, by 50–100 Å, and for the compact electrical double-layer by only a few 
Angstroms. Note that the latter is most certainly perturbed to some extent by the presence 
of carbohydrate on the extracellular surface of the membrane. However, this would be 
expected to be equivalent to surface roughness which would not change the basic 
capacitor analogy, but merely add a two-dimensional aspect. In view of all of the above, 
iD(s) may be related to the transient voltage response, E(s), by: 

 𝑍! 𝑠 = 𝐸 𝑠 𝑖! 𝑠 = 1 𝑠 1 𝐶! + 1 𝐶! + 1 𝐶!  (2) 

which describes the frequency behavior of the non-specific electrostatic portion of the 
membrane structure. Examination of Equation (2) shows that ZD(s) represents pure 
capacitive behavior for three capacitors in series. 

Experimentally it is often observed that the majority of new charge is associated with 
CD because it is much smaller (approximately 0.5 µF/cm2) than either Ce or Ci which, by 
analogy with the electrode/electrolyte interface (25), are in the range of 10 µF/cm2 . This 
difference in interfacial and dielectric capacitance arises mainly because of the large 
difference in distance between the “planes” of charge separation associated with each 
capacitor (50–100 Å for CD, and 1–6 Å for Ci and Ce). Because of this physical situation, 
it is important to realize that the majority of the voltage change, E(s), in response to iD(s) 
will appear across CD, indicating that, in the absence of specific adsorption, most of the 
membrane charge acceptance will be associated with its dielectric structure. In most 
cases, therefore, ZD(s) can be represented by a single capacitor, CD, the charging of which 
in response to low-level pulsating current would not be expected to alter membrane 
structure in a functional (regulatory) pathway since its equilibrium (or resting) structure 
would remain unaltered. 

To quantitate the specific adsorption process, it is necessary to consider both its 
potential and concentration dependencies. The surface concentration, Γ, of the 
specifically adsorbed species can be equal to the number of ions (or dipoles) that 
penetrate the oriented water dipole layer. The specific adsorption current, iA(s) of 
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Equation (1) will be utilized by the membrane to create a net change in the surface 
concentration, ΔΓ(s), of the bound species. In addition, the rate of specific adsorption can 
be considered, under linear conditions, to be adequately represented by first-order 
kinetics. Specific adsorption current iA(s) may be represented by: 

 𝑖! 𝑠 = 𝑞!𝑠Γ!ΔΓ!(𝑠) (3) 

wherein only binding of a single species at the extracellular interface (subscript e) is 
considered (realizing that the adsorption of several species can occur, and at each 
interface), and qe is a coefficient representing the dependence of interfacial charge upon 
the surface concentration of the bound species. 

Equation (3) can lead to an expression for the impedance of specific adsorption, 
ZA(s), if the quantity ΔΓ(s) can be related to experimentally accessible parameters. This 
can be done, for the linearized conditions of this study, if a specific kinetic expression 
relating binding to potential changes is used. For this it is convenient to write: 

 Γ! 𝑠 = 𝑣! Γ!𝑠 ΔΓ! 𝑠 + 𝑎𝐸(𝑠)  (4) 

which states that the rate of change of surface concentration of the binding species is a 
function of the change in potential, E(s), via its potential dependence, a, and the exchange 
rate constant, ve, taking into account that two species may not occupy the same site. 

The adsorption impedance ZA(s) can now be written using Equations (3) and (4), as: 

 𝑍! 𝑠 = 1 𝑞!𝑎 1+ Γ!𝑠 𝑣! Γ!𝑠  (5) 

Inspection of Equation (5) shows that the specific adsorption process is functionally 
equivalent to a series RA – CA equivalent electric circuit. The heterogeneous adsorption 
process thus behaves as a lumped parameter system wherein the kinetic term is given by: 

 𝑅! = 1 𝑞!𝑎𝑣! (6) 

As expected, RA is inversely proportional to the exchange rate constant. CA, which 
represents the accumulation of charged species at the kinetic site in question, is given by: 

 𝐶! = 𝑞!𝑎Γ! (7) 

CA is directly proportional to the resting concentration of adsorbed species about which 
its perturbation exists. It is now possible to construct the equivalent electrical model of a 
cell membrane at which the two considered processes exist. Inspection of Equations (1), 
(2) and (5) shows that the two current pathways consist of CD, in parallel with RA and CA, 
which are themselves in series. 

The above discussion illustrates (for a very simple case) the manner by which 
membrane charging can be utilized by the cell as a real-time event in its regulatory 
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process. The relative rates of these non-specific and specific interfacial electrochemical 
steps is expected, from physical considerations alone, to be significantly different. In the 
context of electrochemical information transfer, this kinetic separation allows the concept 
of rate modulation selectivity to be considered. For example, if the specific adsorption 
process involves a regulatory enzyme, its average activity could be increased by affecting 
a net change in the surface concentration of bound ions. The first requirement for this is 
to satisfy the kinetics of, for example, the process described above during each current 
perturbation. As expected and observed (10,12,16-18), waveform duration is one of the 
most important parameters to achieve this result. The second requirement is to achieve 
sufficient charge injection to satisfy the potential dependence of the adsorption process. 
This would be relatively easy if there were no other adsorption processes with possible 
overlapping kinetics and potential dependences. This is certainly not the case, although 
for a given tissue in a given developmental, repair or maintenance phase it is possible that 
the overriding regulatory process involves a single family of membrane-bound entities. In 
view of this, it is reasonable to assume that a relationship will exist between waveform 
amplitude and width over the available selectivity range. 

The real situation is not, however, as simple as just described. Because low-level 
perturbations are employed, linear or very near linear conditions can be expected in terms 
of the real-time direct response to the pulsating current input. It is therefore necessary to 
add the important variable of pulse repetition rate to the selectivity requirements. Of 
significance to cell function is the degree of kinetic coupling between biochemical 
follow-up reactions and the triggered electrochemical surface events. It thus becomes a 
question of the kinetics of the molecular control loop within the cell. These 
considerations mean that the new boundary conditions for the control loop must be 
maintained each time the surface process is expected to be involved in the loop kinetics. 
The number of times the new loop conditions must be present for a functional 
consequence is, of course, unknown. In view of the physical nature of the surface 
processes involved in electrochemical information transfer, it is not expected that the 
repetition rate window will be as narrow as that in, for example, the alpha rhythm brain 
activity. 

The above discussions provide a simplified quantitative picture of electrochemical 
information transfer in terms of cell surface regulation. It is obvious that the myriad 
surfaces and junctions which a cell exhibits may play a key role in its response to 
functional modification. However, recent evidence (57,58) tends to suggest that the cell 
surface is one of the major factors in cell regulation, and it may be the target area for 
current injection. It is obvious that the two membrane charging pathways given above 
allow an approach to selectivity in the choice of input current waveform by virtue of the 
different relaxation times associated with each process. Thus, for a given amplitude, 
pulse duration could be employed to achieve a selective response. Selectivity on the basis 
of pulse duration alone is, of course, not sufficient since, at the very least, the 



ELECTROCHEMISTRY AND ELECTROMAGNETIC BIOEFFECTS 317 

microenvironment of the cell, its state of function, position in cycle, etc., will contribute 
to the ultimate functional response. 

The above discussion presents a working model of electrochemical information 
transfer by which the injection of low level current (in the µA/cm2 range) can provide 
functional selectivity in the kinetic modulation of cell regulation. This method of 
predicting current waveform parameters is valid only when current is applied without 
concomitant electrolysis effects. When the latter are present the chemical 
microenvironment is under continual modification usually in an uncontrolled manner 
(with one notable exception (59)). Under these conditions the basic step of 
electrochemical information transfer may be present in the regulatory events occurring as 
the cell adapts to the modified environment. Interestingly, it is then possible to kinetically 
modulate the response to this new environment if the cell’s surfaces and junctions are 
involved, by the superimposed injection of pure current. Indeed, if the kinetics of cell 
response to a modification in its chemical environment can be modulated, it then 
becomes possible to speak of synergistically enhancing the action of pharmacological 
agents, either by allowing a significantly reduced concentration to be employed, or 
through a basic enhancement of effectiveness. Preliminary experiments involving the 
lectin activation of peripheral human lymphocytes has shown this to be possible (60). A 
notable increase in the ability of concanavalin A to activate DNA synthesis was observed 
in the presence of injected current configured for specific adsorption selectivity. The 
implication of this in the possible enhancement of pharmacological agents is evident. In 
the context of bone repair, it is conceivable that the implanted electrode (used under 
controlled electrolysis conditions) and induced current techniques may well be 
synergistically employed for certain clinical situations. 

GENERATION OF PEMIC WAVEFORMS — RELATION TO 
CELL IMPEDANCE STUDIES 

To generate a voltage and current in tissue it was first decided that the induced 
waveform should have basically rectangular characteristics. This resulted from the kinetic 
analyses given above, which showed that excitation of real-time charge interactions can 
be more selectively accomplished if the driving voltage is relatively constant during the 
perturbation. In addition, the fact that inductive coupling results in a bipolar waveform 
has to be taken in to account. In other words, if the model given in the previous section is 
valid, then the potential-dependent specific adsorption process can be more selectively 
perturbed if the driving waveform at the cellular level looks potentiostatic to the cell 
surface. This does not imply that waveforms other than rectangular will not provide a 
bioeffect. However, it does imply that rectangular waveforms may provide a greater 
degree of selectivity. 

PEMIC waveform parameters in tissue are directly related to the electrical 
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characteristics of the coil. For any coil the induced electromotive force (EMF) is 
proportional to the rate of change of current in the coil (dIc/dt). The evaluation of this 
quantity for a given coil perturbation results in a description of the shape of the induced 
waveform in vacuum, air, and all nonmagnetic homogeneous conducting media in which 
the resulting current flow is not high enough to produce a sufficient back EMF for phase 
relationships to cause a waveform modification. The electrical characteristics of the coil 
relevant to PEMIC generation are its resistance, Rc, and inductance, L. The coil 
impedance is: 

 𝑍! = 𝑅! + 𝐿𝑠 (8) 

from which dIc/dt may be evaluated if the coil driving function is known. The coil-
driving function V(t) may be arbitrary and constructed such that the coil current Ic(t) rises 
from and returns to zero in an arbitrary manner. From the electrochemical information 
transfer concept it was decided that cell surface electrochemistry should be modulated 
using voltage control. This means that the electric field at the cell interface should have a 
rectangular shape. To generate this field, the coil-driving function, V(t), should be such 
that coil current, Ic(t), rises and falls linearly from zero. The relative slopes may be equal 
or very asymmetrical, giving rectangles of differing amplitude and widths for dIc/dt 
during coil charge and discharge. The Electro-Biology, Inc. coils are driven with a 
voltage step which is shut off in a time much shorter than the coil time-constant (τc = 
L/Rc). 

The coil current for an air-core inductor for a voltage step V0 is: 

 𝐼! 𝑡 = 𝑉!/𝑅! 1− 𝑒𝑥𝑝 𝑡𝑅! 𝐿  (9) 

Equation (9) shows that Ic(t) rises exponentially to the short-circuit value (V0/Rc) at a rate 
determined by the coil time constant, τc = L/Rc. The waveform of the induced voltage is a 
direct function of dIc/dt, which is 

 𝑑𝐼!/𝑑𝑡 = 𝑉! 𝐿 𝑒𝑥𝑝 −𝑡𝑅! 𝐿 . (10) 

Equation (10) clearly shows that, to achieve a rectangular-type induced waveform when 
V0 is applied, should be greater (by 10 times) than the desired pulse width. This can be 
achieved by proper choice of L and Rc. One modality is to keep L relatively small so that 
safe driving voltages (<25 V) can be employed. Note that, as given by Equation (8), the 
maximum induced voltage (as t à 0) is inversely proportional to coil inductance for a 
given V0. Effective coil resistance can be kept small by utilizing heavy magnetic wire and 
connecting cable (14 to 16 B&S gauge). With the above taken into account, it is easy to 
see that, for a given Tc, V0 can be applied to the coil for as long a time as the following 
relation is approximately valid: 
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 𝑑𝐼! 𝑑𝑡 = 𝑉! 𝐿 1− 𝑡𝑅! 𝐿  (11) 

Over the time during which Equation (11) holds, an induced voltage waveform in the 
form of a step having some negative slope will be achieved. To maintain the relative 
rectangular nature of the induced voltage, pulse-shaping circuitry allows Ic(t) to be kept 
linear during magnetic-field collapse. 

The waveform described in Figure 1 has been utilized with pulse widths varying 
from 20 to 400 µsec in the main polarity T1, and from 2 µsec to 6 msec T2 in the 
opposite polarity. The pulses are repetitive, usually between 1–100 Hz and are sometimes 
set up as pulse bursts . The signal in primary use for recalcitrant bone-fracture repair is a 
5-msec burst of pulses having 200 µsec main and 20 µsec opposite polarity. The 
repetition rate within the burst is approximately 4.4 KHz and the signal repetition rate is 
15 Hz. To understand the rationale for the creation of a burst-type waveform it is useful 
to consider real-time cell-waveform interactions. For this it is useful to recall that the 
geometric dependence of the dosage of inductively-coupled current is predictable (61). 
Further, it has been shown that both Laplace and Fourier transforms are useful to describe 
various frequency characterizations of induced waveforms (29,62,63). Here this analysis 
is reviewed in the context of optimal coupling to cell surface electrochemical kinetics. 

 

Figure 1. Schematic of the basic waveform of the (PEMIC) induced electric field 
vector considered in this study. The amplitudes of the main polarity (A) and 
opposite polarity (B) portions are controlled by the coil driving voltage. Note that 
A × T1 = B × T2 (T1 and T2 are the respective polarity pulse durations) so that 
for a larger T2, the opposite polarity amplitude (B) is lower when A is constant. 
The waveform exists in tissue and represents that voltage which can drive current 
into the specific adsorption-like pathway at the cell membrane. In a typical 
application the induced electric field is generated using two identical (10 × 10 
cm) air-gap coils wound with 50 turns of No. 14 copper magnet wire set for 
approximately Helmholtz (magnetically-aiding) behavior (i.e., the intercoil 
distance is 6.5 cm). The effective amplitude reported for many in vitro and in 
vivo studies appeared to be that for which dB/dt ranged from 1–3.5 Gauss/µsec. 
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To quantitate waveform-cell interactions it must be pointed out that PEMIC appears 
to act as a trigger (29,63). Even the most powerful signal reported does not input 
sufficient energy to account for changes in processes as simple as ion fluxes (63). Also , 
it is clear that the overall biological response is not related in a simple linear manner to 
the average total power in the signal. For example, several systems exhibit similar 
responses to a single pulse and a pulse burst containing 21 of these pulses, both at 
identical amplitude and repetition rate (12,18,64). These two waveforms differ by a factor 
of 21 in total average power. Furthermore, there is overwhelming evidence that, for 
bipolar PEMIC type waveforms, the parameters of the narrow high-amplitude portion of 
the signal are most correlatable with the observed bioeffect (12,18,63,64). Finally it has 
recently been reported (64) that nearly interchangeable repetition rate and amplitude dose 
curves can be obtained for repetitive single pulses having constant pulse width. Of most 
interest is the observation that the shape of the dose-response curve is greatly dependent 
upon pulse duration, being generally narrower as pulse width decrease (64). The above 
suggests that the dosage correlation for waveform-cell interactions should take into 
account response kinetics. 

Impedance measurements at living cell membranes provide data for a time-constant 
due to the specific adsorption-like pathways at the cell membrane. The values obtained 
strongly correlate with the frequency range within which the single pulse and pulse burst 
waveforms have similar power levels. It is therefore of importance to examine the real-
axis transformation of the power in the adsorption pathway, PA(σ). This is evaluated 
starting with PA = VIA where IA is obtained via the model for which Equation (4) is 
written. Thus, for a bipolar waveform having a main polarity duration, T1, and amplitude, 
A, and an opposite polarity duration, T2: 

𝑃! 𝜎 = 𝐴! 𝜎 + 1 𝑇𝐴 1− 𝑒! !!! !" !! + 𝑇1 𝑇2 !𝑒!!"! 1− 𝑒! !!! !" !! (12) 

where TA is the specific adsorption (ion binding) time constant [see Equation (4)]. For 
T2 << T1, that portion of the waveform having duration T2 will have predominant power 
levels over the higher-frequency regions of this spectrum of the power. The main 
advantage of Equation (12) is that it clearly shows the effect of pulse duration on the 
power levels present over the frequency ranges of most effective coupling to TA. For 
example, Figure 2 shows the effect of a unipolar pulse having T1 equal to (B, Figure 2) 
and longer than (A, Figure 2). Clearly, pulses significantly longer than TA do not provide 
more usable power in the specific adsorption pathway over the relevant frequency 
regions. Use of the model-dependent spectrum of the power [Equation (12)] for various 
signal configurations allows the effect of differing ratios of T1/T2 to be predicted. This is 
performed by adjusting amplitude, A, at constant repetition rate to obtain levels over the 
frequency range shown in Figure 2 that fall within the effective dose range observed for 
the system under study. This has been successfully tested on the cell adhesion assay 
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system as described elsewhere (64). 

 
Figure 2. Spectra of the power via Equation (12) in an ionic membrane pathway 
functionally equivalent to specific adsorption for repetitive unipolar pulses 
having T1 = 5 (B) and 200 (A) µsec. For both pulses TA = 5 µsec. Shows that the 
power in the target pathway is governed by the kinetic response [TA, Equation 
(2)]. 

The above shows that there is a real feasibility of using a model-dependent spectral 
analysis of the power in an ion binding pathway as a means to correlate the bioefficacy of 
electrical waveforms having widely different time parameters. The implication is that 
waveforms exhibiting power levels within given amplitude and frequency bands can 
effectively modulate cell and tissue function. Use of this analysis on results from a 
variety of different systems shows that Equation (12) offers a remarkable degree of 
correlation for the configuration of bioeffective waveforms. Of greatest mechanistic 
importance is the predictable effect of pulse width. As reported elsewhere, the cell 
adhesion assay allowed an effective assessment of the combined effect of TA and pulse 
width. These studies appear to s how that the most effective predictions and correlations 
exist for TA of 1–5 µsec. Referring to the cell impedance data (30), it is clear the specific 
adsorption pathway appears the most likely to contain the ionic transduction process 
through which PEMIC couples to modulate cell function. 

It may be noted that repetition rate was not specifically included in Equation (12). 
This was intentional since systematic results from several systems (64) appear to show a 
relative independence of effect on repetition rate over the range 2–60 Hz. This finding 
reflects the non-linear portions of the cellular response to PEMIC. The cause for this 
behavior may be due to the refractory time of the trigger site (63). 

Notwithstanding the above analysis, the creation of the pulse-burst waveform in 
present clinical use was based on a consideration that the electrochemical processes to 
which PEMIC should couple had relaxation times in the millisecond range (25,30). This 
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was prior to much of the in vitro evidence now available. Given the desire to create a safe 
portable PEMIC delivery unit for clinical use it was reasoned that a burst waveform 
would enable an effectively wider pulse to be seen by the cell. The parameters were 
chosen such that the opposite polarity width was significantly shorter than that of the 
main polarity. In this way it was hoped that the narrow portion of the waveform would be 
too fast for the proposed slow kinetics. The cell process would respond to the envelope of 
the burst portion of the waveform. As subsequent studies have shown, this reasoning was 
erroneous because the cell/waveform interaction appears most effective when kinetics in 
the microsecond range are considered. Thus a single repetitive pulse having the same 
characteristics as the 21 pulses in the clinical pulse burst is essentially as effective as the 
burst waveform when applied with the same amplitude and repetition rate. This has been 
known since 1981 and it is surprising to this author that this waveform as well as others 
having much narrower main and opposite polarity pulse widths, which can offer 
significantly more efficient coupling to cell surface electrochemistry, have not yet seen 
clinical use. 
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