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[571 ABSTRACT

A method for inhibiting the restenosis of blood vessel walls
after angioplasty. including the application of low grade heat
to the vessel walls. A heat applying perfusion catheter is
advanced to a recently dilatated vessel region. Heat is
applied to the region walls to inhibit restenosis. A preferred
temperature range is from 42 to 45 degrees C. A preferred
time period for treatment is from 3 to 6 minutes. A perfusion
catheter allows longer heat treatment times. Electrical resis-
tance heat, radio frequency current passage through inflation
fluid, and microwave radiation are all heat sources within the
scope of the invention.

6 Claims, 2 Drawing Sheets
22
(}
30~.
(% B 7 —




U.S. Patent

Fig.1

——26

No]
< <

K <

1\

AN
Q: [LEY [ e !
N IR

i o ﬂ\s

Jul. 7, 1998

£
e {
17

Sheet 1 of 2

34

32

~XL

4877

=

‘{/,~24

Z

P
e
(246} 40

!i‘K

-—38

-~ -

5,775,338



5,775,338

Sheet 2 of 2

Jul. 7, 1998

U.S. Patent

wmu J J 06 201 26 oo,
{ y 20l el
8/ &\GSS&&IPGS&3&0«@7{HIHIII.|XAIHMMILM“HJHHHH”I/L
e S e s R -
Vgl il il ey m
z’.ﬂ.'ﬂ'rﬂ»dl \ﬂs’.‘fnid e, "A’Ap‘l~ A\P.\ V\u\ u AN Nm le
/ J \J %) |7 2
b8 Nm\\\ e K \vﬁ snv / mwm b/ 99 96
08 , 9 Yolo]
Omk\

9¢



5.775.338

1

HEATED PERFUSION BALLOON FOR
REDUCTION OF RESTENOSIS

FIELD OF THE INVENTION

The invention relates generally to a method and apparatus
for inhibiting restenosis in coronary arteries after angio-
plasty. More specifically. the invention includes using a
heated perfusion catheter to apply low grade heat to a vessel
wall for the purpose of inhibiting restenosis.

BACKGROUND OF THE INVENTION

Coronary arteries provide blood and nutrients to the heart
muscle. The arteries are subject to atherosclerosis or hard-
ening of the arteries. Vascular regions have plaques formed
within. resulting in stenosed regions having reduced cross-
sectional area. The reduced area causes a reduction in
transport of blood. oxygen. and nutrients which can result in
angina, myocardial infarction and death.

A commonly used method for treating atherosclerosis is
Percutaneous Transluminal Coronary Angioplasty (PTCA).
PTCA includes insertion of a balloon catheter through an
insertion in the femoral artery near the groin, advancement
of the balloon over the aortic arch. advancement within the
selected coronary artery, continuing until the balloon portion
is placed across the stenosed region. The balloon is inflated.
widening the narrowed vessel region.

After catheter withdrawal, significant vessel reclosure
may develop. The reclosure may occur within hours or days
of dilation. an “abrupt reclosure.” When reclosure does
occur. it more commonly occurs progressively, within six
months of the angioplasty. The gradual reclosure is referred
to as “restenosis”. and largely negates the dilatation treat-
ment. More highly stenosed vessel regions have a greater
chance of becoming restenosed.

One approach to dealing with restenosis utilizes stents,
short tubular sections, placed across the recently dilatated
vessel region. Stents can be either self-expanding or
balloon-expandable. Stents are normally left in place indefi-
nitely. As the stent is forever pushing radially outward
against the vessel wall. the wall can be undesirably irritated
over long time periods. Stent ends, which push radially
outward, are adjacent to soft tissue which can be irritated by
the stent end. Stents commonly have wire mesh or spring
structures. with openings in the stent walls. “Intimal
hyperplasia”. rapid tissue growth through stent openings has
also been reported. While the exact mechanism of restenosis
is not understood. it is believed that the vessel narrowing is
due more to cellular growth and/or a response to vessel
injury than to an elastic rebound mechanism.

Thus. to prevent restenosis, use of a stent, or a stent
without additional therapy, may not be a solution for all
patients. An alternative to stents or an additional treatment
associated with the use of stents may be desirably for some
patients.

Once therapy for reducing restenosis which has been
suggested is heated balloon angioplasty. Some attempts
were directed to making the tissues “flow”, by heating vessel
tissue at 60 and 80 degrees C. Other attempts utilized high
temperatures for the stated purpose of sealing the splitting of
the intimal layers of the blood vessel walls, fusing tissue and
coagulating. However, such attempts led to increased rather
than decreased restenosis.

What is desirable and has not heretofore been provided is
a method for inhibiting restenosis after a stent has been put
in place. What would be more desirable is a method for
inhibiting restenosis not requiring any stent placement.
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2
SUMMARY OF THE INVENTION

The present invention is directed to a method and appa-
ratus for inhibiting restenosis of blood vessels following
angjoplasty. In particular, the application of low grade heat
to a recently dilatated stenosed vessel wall is believed to
confer significant resistance to restenosis.

One method for practicing the invention includes heating
a dilatated region vessel wall to a temperature within a 40to
45 degree C. range for a period greater than 10 seconds.
Preferred time periods can be greater than about 30 seconds.
including the 30 second to 10 minute and 10 to 60 minute
ranges. One preferred temperature range is from about 42 to
about 45 degrees C. A preferred method includes heating a
vessel wall to a temperature of 43 degrees C. for 3 to 6
minutes.

A preferred source of heat is a balloon catheter having a
heating wire formed in a coil. with temperature sensors in
the distal portion. electrically connected to a power supply
and temperature display unit. respectively. A preferred cath-
eter includes a wire coil which can be heated by the passage
of DC. AC. or RF current through the coil. The coil in this
embodiment is mounted on the outside wall of a perfusion
tube and within a balloon cavity. Inflation fluid within the
balloon cavity is in thermal contact with the wire and the
balloon envelope is inflated to a low pressure in the range of
1 to 3 atmospheres to effect contact with the inner vessel
wall, thereby providing thermal contact with the vessel wall.
A heated coil thus provides heat to the vessel wall.

Accurate temperature measurement and control is one
aspect of the present invention. Unlike previous heated
angioplasty attempts, the purpose is not to fuse tissue but to
apply controlled heat to a vessel region. While fusing tissue
could be accomplished even without temperature
measurement, low grade heat application requires tighter
control. Specifically. the temperature should not exceed
about 45 degrees C.. to prevent cell necrosis. A preferred
catheter includes a temperature sensor mounted along the
balloon outside wall, for good contact with the vessel wall.
A second. reference temperature sensor is optionally
provided. measuring bloodstream temperature upstream of
the heating device. An optional temperature measurement is
a differential measurement of vessel wall temperature over
blood temperature.

In another embodiment. radio-frequency (RF) current is
supplied by the power supply to electrodes in the catheter
head. causing current conduction through the inflation fluid,
thereby heating the inflation fluid. In yet another
embodiment. the wire in the catheter head is arranged in a
configuration suitable for transmitting microwave radiation,
including microwave radiation transmitted directly to vessel
walls.

The invention provides low grade heat to inhibit resteno-
sis in blood vessels. The variable power supplied. coupled
with temperature feedback. provides a system for rapidly
converging on proper operating parameters to achieve the
desired vessel wall temperature. The perfusion lumen allows
perfusing blood flow during the otherwise long treatment
period. The invention can be used to treat a vessel region
having a stent. to inhibit restenosis which may be caused in
part by the stent placement.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1is a diagrammatic view of a heat perfusion catheter
system including current source and temperature display
unit; and
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FIG. 2 is a fragmentary cross-sectional view of a heat
perfusion catheter taken through a longitudinal axis.

DETAILED DESCRIPTION OF THE
PREFERRED EMBODIMENTS

FIG. 1 illustrates, in a highly diagrammatic fashion. a
system 20 for inhibiting restenosis including a catheter
assembly 22. a power supply 24. and a temperature display
unit 26. Catheter assembly 22 includes an elongate shaft 52
extending from a proximal portion 34 to a distal portion 36.
A manifold 32 is operably attached to shaft proximal portion
34 and a heat perfusion head subassembly 3 is operably
attached to shaft distal portion 36.

Power supply 24 can include a current display 40 and a
voltage display 42. Supply 24 is electrically connected to
catheter 22 with wire 38. Wire 38, in the embodiment
illustrated in FIG. 1 is a two conductor wire. In one
embodiment. supply 24 is a DC power supply. In another
embodiment. supply 24 is an AC power supply. In yet
another embodiment, supply 24 is a radio- frequency power
supply. Supply 24 is adjustable. allowing power to catheter
22 to be adjusted to supply the desired current, frequency.
and/or voltage. as displayed on displays 40 and 42.

Temperature display unit 26 includes a first temperature
display 46. Display 46 shows a temperature indicating the
temperature near the vessel walls being heated. In a pre-
ferred embodiment, this is obtained using a temperature
sensor on a balloon surface. A preferred system includes a
second temperature display 44 indicating a reference blood
temperature. In one embodiment. this is obtained from a
temperature sensor exposed to the bloodstream, upstream
from the balloon. Temperature display unit 26 is electrically
connected to catheter 22 with wire 48. Manifold 32 serves
to introduce wires 38 and 48 into catheter 22, and to allow
introduction of inflation fluid and guidewire. as will be
appreciated by those skilled in the art.

FIG. 2 illustrates in greater detail heated perfusion head
30. A preferred embodiment includes a guidewire lumen 60,
an inflation lumen 62. and a perfusion lumen 64. Perfusing
blood flow is indicated by upstream arrow 66 and down-
stream arrow 68. Head 30 extends from shaft distal portion
36 to a projecting tip 70. Shaft 36 preferably skives down at
72. enhancing blood flow into blood inlet 74. through
perfusion lumen 64, and out a series of discharge orifices 78.
In a preferred embodiment. perfusion lumen 64 is defined by
a tube 80. In one embodiment. tube 80 is formed of
polyimide. A rigid tube 80 can serve to maintain a perfusion
lumen against radial inward forces such as those generated
by a balloon. In one embodiment. tube 80 is 2 cm in length
and 1 mm in outside diameter. A preferred tube includes a
helical member 82 supporting more flexible material 84
therebetween. The tube illustrated in FIG. 2 has a stepped-
down geometry, providing a decreased profile for increased
penetration into narrow vasculature.

Heated perfusion head 30 can contain a balloon 76 having
an envelope 77 and an interior cavity 86. Inflation lumen 62
is in fluid communication with balloon interior cavity 86,
allowing balloon inflation through injection of inflation
fluid. Inflation lumen 62, in a preferred embodiment. con-
tains guidewire lumen 60 within a guidewire tube.

Heated perfusion head 30 includes heating wire 100
located about tube 80. In a preferred embodiment, wire 100
is bonded to the outer surface of tube 80 with UV curable
adhesive. In another embodiment. wire 100 is embedded
within tube 80. In yet another embodiment, tube 80 includes
an insulating layer. The insulating layer serves to lessen heat
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loss to the bloodstream within perfusion lumen 64. Wire 100
is electrically connected by supply wire 102, where wire 102
preferably has two conductors, a supply and return. As
shown in FIG. 2, wire 102 can be run within inflation lumen
62. which in the embodiment of FIG. 2, contains guidewire
lumen 60. Wires 102 may be simply an extension of coil
wire 100,

Head 30 preferably also includes a first temperature
sensor 90 and connecting wire 92. as well as a second.,
bloodstream temperature sensor 96 and connecting wire 98.
In one embodiment, sensors 90 and 96 are optical and
optical fibers serve to transmit temperature information.
First temperature sensor 99 is preferably positioned on head
30 so as to come into close contact with the vessel wall. In
one embodiment. temperature sensor 90 is a J-type thermo-
couple. In an embodiment having a balloon. sensor 90 is
preferably positioned on the balloon envelope outer wall as
indicated in FIG. 2. Bloodstream temperature sensor 96 is
preferably located upstream of first temperature sensor 90.
In a preferred embodiment, both sensors 90 and 96 are
electrically connected to temperature display unit 26. In
another embodiment, only the differential temperature infor-
mation is transmitted to temperature display unit 26.

The present invention has a preferable range of about 42
to about 45 degrees C.. or about 5 to 8 degrees C. above
body temperature. This range is much less than the range in
previous heated angioplasty attempts. where the stated pur-
pose was to fuse tissues, coagulate blood, and seal the
splitting of the intimal layers of the blood vessel wall.
Previous heated angioplasty attempts could be practiced
with little or no internal temperature measurements. The
present invention requires tighter control.

For this reason. in one embodiment. the wall temperature
is measured as a differential temperature over blood tem-
perature. Any errors in measurement, such as miscalibration
or unaccounted for resistance in thermocouple connecting
wires, may be constant for both measurements. and not be
reflected in a differential temperature reading. The differen-
tial reading can therefore be more accurate than comparing
two separate readings. In one embodiment having a differ-
ential temperature measurement. only 1 pair of wires is
required in the catheter.

In a preferred embodiment. power supply 24 supplies AC
current to heating wire 100, where wire 100 is arranged in
a coil upon tube 80 within balloon cavity 86. In one
embodiment, the coil is formed of about 50 inches of 0.0018
inch diameter silver wire having H-ML polyimide
insulation, supplied by California Fine Wire Co., Grover
City Calif. In this embodiment, 0.0025 inch diameter silver
wire having H-ML insulation is used for supply wire 102. In
another embodiment. about 10 inches of 0.001 inch diameter
platinum wire having H-ML insulation is used for heating
wire 100. On one embodiment. the total resistance of heating
wire 100 and supply 102 is 75 ohms. The electrical resis-
tance provided by the wire generates heat in response to DC
or AC current.

In use, after a stenosed region has been dilatated. the
angioplasty catheter is withdrawn, leaving a guidewire in
place. Heated perfusion catheter 22 then be threaded over
the guidewire, and head 3¢ advanced to the widened regjon.
Once in position, inflation fluid is injected into manifold 32,
through inflation lumen 62. and into interior cavity 86 of
balloon 76. Inflation continues until balloon 76 presses
radially against the freshly dilated vessel inner walls. This
presses temperature sensor 90 against the vessel walls,
providing an initial reading of wall temperature. When
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present, bloodstream reference temperature sensor 96 pro-
vides the bloodstream temperature.

With temperature displayed on temperature display unit
26. power supply 24 is adjusted to provide initial voltage and
current at a level previously indicated as within the range
desired for bringing vessel walls to the desired temperature.
Power supply 24 can be continually manually adjusted to
bring about the desired vessel temperature displayed on unit
26. In one embodiment. about 200 milliamps at about 8 volts
RMS into 75 ohms resistance is sufficient to bring about the
desired heating.

Within balloon 76, heating wire 100 heats inflation fluid,
which is in thermal communication with the balloon enve-
lope which is in thermal communication with the vessel
walls. Heated inflation fluid thus heats the interior vessel
walls, with wall temperature being tracked on temperature
display unit 26. In an alternate embodiment of the invention.
wire 100 is brought into direct contact with the vessel
interior walls. One such embodiment utilizes about 10
inches of 0.001 inch diameter platinum wire affixed to an
balloon outer surface with UV curable adhesive (not shown).
In yet another embodiment. resistive heating of the balloon
envelope via a conductive polymer material or a conductive
coating directly provides heat to the vessel interior walls.

The heat duration and temperature will vary depending
upon the particular region to be treated and will be deter-
mined by the treating physician. One treatment elevates the
vessel walls to a temperature in the range of 42 to 45 degrees
C. for a period of at least 30 seconds. A preferred method
heats the vessel walls for at least 5 minutes. Another
preferred method heats vessel walls to 45 degrees C. for a
period of between about 30 and 60 minutes. A preferred
temperature is less than or equal to about 45 degrees C. The
relatively long treatment time is enabled by the perfusive
blood flow through the perfusion lumen. Once the heating is
finished. power to head 30 is discontinued, the balloon can
be deflated, and catheter 22 withdrawn from the patient.

In another embodiment, radio-frequency (RF) current is
used to provide heat to the vessel walls. Lead wires 102 in
this embodiment terminate on metal bands attached to the
end of tube 80 at the distal and proximal ends of the balloon
to allow current to pass through the inflation fluid within
cavity 86. The current thus heats the fluid through conduc-
tion of RF current supplied by supply 24. In yet another
embodiment. 100 is used as a microwave source to transmit
microwaves within the vessel region, heating the vessel
inner walls without necessarily requiring balloon 76 and the
inflation fluid. The exact configuration of the microwave
transmitting wire is determined by the power supplied and
the transmitting power desired at catheter head 30. Micro-
wave antennae design and the characteristics of absorbing
materials are well known to those in the microwave art. It is
not necessary to transmit an exact power level and utilize a
precisely correct antennae design as supply 24 and tempera-
ture display 26 provide constant feedback and allow for
rapid convergence on the optimal operating parameters in
each case.

It will be appreciated that the vessel wall temperature can
be obtained in a variety of ways. including inferring wall
temperatures from sensors not directly contacting the vessel
walls. Optimally, wall temperature can be measured or
inferred from outside of the vessel. Providing closed loop
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control of the power using wall temperature feedback is
within the scope of the invention.

EXPERIMENTAL RESULTS

A perfusion balloon catheter having a heating coil within
the balloon cavity was created. A first lesion was created in
a pig using 80 degree C. heat. A second lesion was created
in the pig using a copper stent. Approximately one month
later two highly significant lesions were present. which
could not be crossed with the heated perfusion balloon. Both
lesions were dilated with standard balloon catheters to leave
patent lumens. The modified perfusion balloon was used to
heat each lesion to an elevated temperature below 45
degrees for approximately five minutes at a pressure of
approximately 2 atmospheres. The balloons were oversized
(4 mm) to guarantee good contact of the balloon with the
arterial wall. The animal was released.

Approximately one month later the arteries were exam-
ined. Both treated areas were patent under angiography. The
fractional flow reserve was measured across each area, the
value being 1.0 in both cases, indicating no significant
blockage.

A large degree of restenosis was expected, the above
results were unexpected. In particular, the animal was not
expected to live. In particular. large blockages were antici-
pated. The heat treatment thus appeared to significantly
inhibit restenosis following angioplasty. Applicants specu-
late that the unexpected results might be related to the
release of heat shock proteins at approximately 43 degrees
C.

Numerous and advantages of the invention covered by
this document have been set forth in the foregoing descrip-
tion. It will be understood. however, that this disclosure is,
in many respects, only illustrative. Changes may be made in
details. particularly in matters of shape, size. and arrange-
ment of parts without exceeding the scope of the invention.
The inventions’s scope is. of course. defined in the language
in which the appended claims are expressed.

What is claimed is:

1. A method for inhibiting restenosis in a vessel region
comprising the steps of:

heating said vessel region at a temperature in the range of

about 40 degrees C. to about 45 degrees C. for a time
period of 10 seconds to 60 minutes.

2. A method for inhibiting restonosis as recited in claim 1.
wherein said temperature is within the range of about 42
degrees to about 45 degrees C.

3. A method for inhibiting restonosis as recited in claim 1,
wherein said time period is within the range from about 30
seconds to about 10 minutes.

4. A method for inhibiting restonosis as recited in claim 1.
wherein said time period is within the range from about 10
minutes to about 60 minutes.

5. A method as recited in claim 1. wherein said heating is
produced using a heat source selected from the group
consisting of electric resistance, radio-frequency current
passage through fluid, and microwave radiation.

6. A method as recited in claim 1, further comprising the
step of measuring blood temperature within the vessel and
measuring the vessel wall temperature.
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