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Description

TECHNICAL FIELD

[0001] The embodiments disclosed herein relate gen-
erally to systems for treating tissue, particularly gastroin-
testinal tissue.

BACKGROUND

[0002] A number of systemic diseases are currently
treated with medicines that provide amelioration of symp-
toms or complications of the illnesses but which do not
specifically target the pathologic basis of disease. These
illnesses are characterized as "chronic diseases" for no
reason other than the fact that, for the majority of patients,
the diseases are chronically managed rather than acutely
treated.

[0003] Thereasons thatchronic diseasesare nottreat-
ed definitively differ based on the specific diseases in
question. In some cases, the diseases are not under-
stood well enough as of yet for definitive therapies to
have been developed to solve them. In other cases, the
definitive therapy, if it does exist, is too unattractive (e.g.
high morbidity or mortality, high risk of complications, in-
accessible) for the majority of patients to achieve thera-
peutic relief. In either case, chronic management of the
illness burdens the patient with the need for ongoing med-
ical attention and burdens the healthcare provider and
system to continue to deliver episodic (and expensive)
care of chronic diseases and their complications.
[0004] Diabetes is a metabolic disease in which a per-
son develops high blood sugar because the person’s
body does not produce enough insulin or the cells of the
body are incapable of effectively responding to the pro-
duced insulin. Primarily, diabetes is of two types: Type 1
and Type 2. Type 1 diabetes results from the body’s au-
toimmune destruction of pancreatic beta cells and, con-
sequently, the body’s failure to produce enough insulin.
Type 2 diabetes is a complex metabolic derangement
related to obesity that causes hyperglycemia through in-
sulin resistance (in which the body’s cells fail to properly
utilize the produced insulin) and eventually inadequate
insulin production to meet the body’s needs.

[0005] Currently, there are several procedures aimed
at treating diabetes based on the above concept. The
procedures require major surgery, removal of portions of
the gastrointestinal (Gl) tract, and/or long-term implants.
As with any major surgery, gastric bypass surgery carries
a risk of complications.

[0006] Devices have been developed to delivery ener-
gy to the body. For example, cardiac ablation devices
have been designed to delivery ablative energy to coro-
nary tissue. Additionally, urethral resection devices have
been designed to burn or cut away portions of a prostate.
Each ofthese technologies has been modified and adapt-
ed toward effective usage in the particular portion of the
body to be treated as well as the particular disease to be
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treated.

[0007] New inventions that can harness novel physio-
logic understanding of diseases and deliver therapies
that are therapeutically beneficial, accessible to patients,
and reduce healthcare costs are needed. Specifically,
there is a need to provide a therapeutic treatment of pa-
tient diseases and disorders such as diabetes, with a
procedure in the Gl tract that is simple, and minimally
invasive, and has other advantages for patients.

[0008] WO 2012/099974 describes systems methods
and devices for treatment of tissue. The system includes
an elongate tube with a distal portion. A treatment ele-
ment is positioned on the elongate tube distal portion.
The treatment element is constructed and arranged to
treat target tissue such as gastrointestinal tissue.
[0009] US2008/0275445describes devices and meth-
ods for ablating tissue in the wall of various organs of the
gastrointestinal tract of a patient in order to cure or amel-
iorate path psychological conditions. Ablation treatment
of target areas may be fractional or partial, rendering a
post-treatment portion of the target tissue ablated and
another portion that is substantially intact.

SUMMARY OF THE INVENTION

[0010] The presentinventionissetoutinthe appended
claims. According to one aspect of the present disclo-
sure, a method for treating a patient comprises providing
a tissue treatment element constructed and arranged to
deliver energy to tissue, and treating target tissue of the
patient’s gastrointestinal tract by causing the tissue treat-
ment element to deliver energy to an energy delivery
zone. The method causes a reduction in the luminal sur-
face area of at least a portion of the gastrointestinal tract.

[0011] In some embodiments, the patient is a human
being.
[0012] In some embodiments, the surface area reduc-

tion comprises a reduction in mucosal surface area.
[0013] Insome embodiments, the surface area reduc-
tion is constructed and arranged to reduce absorption
and/or secretion of the at least a portion of the gastroin-
testinal tract.

[0014] In some embodiments, the method treats dia-
betes such as type 2 diabetes. The method can treatone
or more of: a patient that has exhibited diabetic physiol-
ogy for less than 1 year; a patient that has exhibited di-
abetic physiology for less than 2 years; a patient that has
exhibited diabetic physiology for less than 5 years; or a
patient that has exhibited diabetic physiology for less
than 10 years.

[0015] Insomeembodiments, the patienthas exhibited
a disease state to be treated for at least 1 year, at least
2 years or at least 5 years.

[0016] In some embodiments, the method treats im-
paired glucose tolerance.

[0017] In some embodiments, the patient comprises a
patient with an HbAlc level of at least 7.5 or at least 8.
[0018] Insome embodiments, the method treats a dis-
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ease or disorder selected from the group consisting of:
diabetes; pre-diabetes; impaired glucose tolerance; in-
sulin resistance; and combinations thereof.

[0019] In some embodiments, the method treats a dis-
ease or disorder selected from the group consisting of:
diabetes; pre-diabetes; impaired glucose tolerance; in-
sulin resistance; obesity or otherwise being overweight;
hypercholesterolemia; exercise intolerance; psoriasis;
hypertension; hypertriglyceridemia; metabolic syn-
drome; and combinations thereof.

[0020] Insome embodiments, the method is construct-
ed and arranged to cause a reduced absorptive and/or
secretory capacity in a surface area reduced portion of
the gastrointestinal tract, such as when the reduced ab-
sorption is a reduced absorption of glucose, cholesterol,
a monoglyceride and/or a fatty free acid.

[0021] Insome embodiments, the method is construct-
ed and arranged to reduce glucose absorption in a sur-
face area reduced portion of the gastrointestinal tract af-
ter food intake.

[0022] Insome embodiments, the method is construct-
ed and arranged to reduce release of gut hormones from
a surface area reduced portion of the gastrointestinal
tract after food intake, such as to cause reduced release
of GIP and/or other proximal gut hormone.

[0023] In some embodiments, the surface area reduc-
tion results in a physiologic change in a surface area
reduced portion of the gastrointestinal tract selected from
the group consisting of: reduced absorption of nutrients;
reduced secretion of gut hormones; and combinations
thereof.

[0024] In some embodiments, the method comprises
asecond patienttreatment. The second patienttreatment
can be performed after treating the target tissue in the
first treatment. The second treatment can comprise a
controlled diet, such as a low calorie diet. The low calorie
diet can comprise one or more of: a diet of less than 1500
calories per day; a diet of less than 1000 calories per
day; a minimal fructose content diet; a minimal simple
sugar content diet; a minimal fat content diet; and a diet
performed during a period a mucosal regrowth. The sec-
ond treatment can comprise a pharmaceutical treatment
comprising a pharmaceutical selected from the group
consisting of: an anti-inflammatory agent such as a ster-
oid; an immunomodulator such as Sirolumus or Tac-
rolimus; Sucralfate; a bismuth compound; an acid inhib-
itor; a proton-pump inhibitor; a H2-receptor blocker; an
antibiotic; an anti-fungal; an appetite suppressant agent;
an anti-obesity agent; an anti-cholesterol agent; a diabe-
tes drug; metformin; a GLP-1 analogue; a DPP-IV inhib-
itor; sulfonulereas; insulin; an insulin analog; and com-
binations thereof.

[0025] In some embodiments, the energy delivery
zone and/or the target tissue treated is proportionally re-
lated to the longevity of the disease state. In these em-
bodiments, the disease state can be diabetes. The en-
ergy delivery zone can comprise less than 50% of the
duodenal inner surface area if the patient has exhibited
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diabetic physiology less than 3 years, such as when a
portion of the energy delivery zone receives energy from
the tissue treatment element, and the portion receiving
energy comprises a percentage of the energy delivery
zone selected from the group consisting of: at least 2%;
at least 5%; at least 10%; or at least 20%. The energy
delivery zone can comprise less than 50% of the duode-
nal inner surface area if the patient has exhibited diabetic
physiology less than 5 years, such as when a portion of
the energy delivery zone receives energy from the tissue
treatment element, and the portion receiving energy com-
prises a percentage of the energy delivery zone selected
from the group consisting of: at least 2%; at least 5%; at
least 10%; or atleast 20%. The energy delivery zone can
comprise less than 75% of the duodenal inner surface
area if the patient has exhibited diabetic physiology less
than 7 years, such as when a portion of the energy de-
livery zone receives energy from the tissue treatment el-
ement, and the portion receiving energy comprises a per-
centage of the energy delivery zone selected from the
group consisting of: at least 2%; at least 5%; at least
10%; or atleast 20%. The energy delivery zone can com-
prise less than 75% of the duodenal inner surface area
if the patient has exhibited diabetic physiology less than
10 years, such as when a portion of the energy delivery
zone receives energy from the tissue treatment element,
and the portion receiving energy comprises a percentage
of the energy delivery zone selected from the group con-
sisting of: at least 2%; at least 5%; at least 10%; or at
least 20%.

[0026] In some embodiments, the energy delivery
zone and/or the target tissue treated is proportionally re-
lated to the severity of the disease state. In these em-
bodiments, the disease state can be diabetes. The en-
ergy delivery zone can comprise less than 50% of the
duodenal inner surface area if the patient has an HgBAIc
level less than 8, such as when a portion of the energy
delivery zone receives energy from the tissue treatment
element, and the portion receiving energy comprises a
percentage of the energy delivery zone selected from the
group consisting of: at least 2%; at least 5%; at least
10%; or atleast 20%. The energy delivery zone can com-
prise less than 50% of the duodenal inner surface area
if the patient has an HgBAlIc level less than 9, such as
when a portion of the energy delivery zone receives en-
ergy from the tissue treatment element, and the portion
receiving energy comprises a percentage of the energy
delivery zone selected from the group consisting of: at
least 2% at least 5%; at least 10%; or at least 20%. The
energy delivery zone can comprise less than 75% of the
duodenal inner surface area if the patient has an HgBAIc
level less than 10, such as when a portion of the energy
delivery zone receives energy from the tissue treatment
element, and the portion receiving energy comprises a
percentage of the energy delivery zone selected from the
group consisting of: at least 2%; at least 5%; at least
10%; or atleast 20%. The energy delivery zone can com-
prise less than 75% of the duodenal inner surface area
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if the patient has an HgBAIc level less than 12, such as
when a portion of the energy delivery zone receives en-
ergy from the tissue treatment element, and the portion
receiving energy comprises a percentage of the energy
delivery zone selected from the group consisting of: at
least 2%; at least 5% at least 10%; or at least 20%.
[0027] In some embodiments, the energy delivery
zone and/or the target tissue to be treated is based on a
patient characteristic selected from the group consisting
of: duration of diabetes; HbA1c; area under the curve of
aglucose tolerance test; area under the curve of a mixed
meal tolerance test; C-peptide level; GIP level; GLP-1
level; age; BMI; and combinations thereof.

[0028] In some embodiments, the energy delivery
zone and/or the target tissue to be treated is based on a
target diabetes endpoint result selected from the group
consisting of: target HbAlc level; target BMI; target area
under the curve of glucose tolerance test; target choles-
terol level; target triglyceride level; and combinations
thereof.

[0029] In some embodiments, the energy delivery
zone comprises an anatomical location selected from the
group consisting of: inner surface portion of stomach; full
circumferential inner surface of an axial segment of du-
odenum; partial circumferential inner surface of an axial
segment of duodenum; full circumferential inner surface
of an axial segment of jejunum; partial circumferential
inner surface of an axial segment of jejunum; and com-
binations thereof.

[0030] In some embodiments, the energy delivery
zone comprises an inner surface of at least one axial
segment of the duodenum. The energy delivery zone can
comprise an inner surface of multiple axial segments of
the duodenum and/or the jejunum. The energy delivery
zone can comprise a relatively full circumferential seg-
ment of duodenal tissue. The at least one axial segment
can comprise a partial circumferential segment of duo-
denal tissue, such as when the partial circumferential
segment comprises a circumferential segment between
45° and 350°. The target tissue can comprise duodenal
mucosal tissue. The target tissue can comprise tissue
selected from the group consisting of: duodenal mucosal
tissue; jejunal mucosal tissue; ileal mucosal tissue; gas-
tric mucosal tissue; and combinations thereof. The at
least one axial segment can comprise a proximal end
and a distal end. The proximal end can be located distal
to but within 5cm of the ampulla of Vater, or within 2cm
of the ampulla of Vater. The proximal end can be located
distal to but within 15 cm of the pylorus, such as within
10cm of the pylorus. The proximal end can be located
distal to the duodenal bulb. The proximal end can be
located proximate the most proximal location of the du-
odenum thatincludes plicae circulares. The proximal end
can be located within 5cm of the ampulla of Vater and
the distal end can be located proximal to the ligament of
Treitz. The distal end can be located at least 3cm from
the proximal end, such as at least 5cm, at least 10cm or
at least 50cm from the proximal end. The multiple axial
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segments can comprise multiple relatively linear axial tis-
sue segments, such as multiple relatively linear full cir-
cumferential axial tissue segments.

[0031] In some embodiments, at least one axial seg-
ment of the duodenum is not treated by the tissue treat-
ment element. The at least one non-treated axial seg-
ment can comprise a segment of the duodenum absent
of plicae circulares. The at least one non-treated axial
segment can comprise a segment of the duodenum con-
taining the ampulla of Vater. The atleast one non-treated
axial segment can comprise a curved segment of the
duodenum with an approximate average radius of cur-
vature less than 5cm or less than 3cm over a 75 degree
arc, such as when the tissue treatment element compris-
es a length with a maximum value of: 30mm; 25mm;
20mm; or 15mm.

[0032] In some embodiments, the target tissue com-
prises one or more portions of a tissue layer selected
from the group consisting of: mucosa; mucosa through
superficial submucosa; mucosa through mid-submuco-
sa; mucosa through deep-submucosa; and combinations
thereof.

[0033] In some embodiments, the target tissue and/or
the energy delivery zone comprises multiple tissue seg-
ments of the gastrointestinal tract. The multiple tissue
segments can be treated sequentially, such as with se-
quential treatments performed within a twenty-four hour
period or within a six month period. The multiple tissue
segments can be treated simultaneously. The multiple
tissue segments can comprise between 2 and 50 seg-
ments. At least two of the multiple tissue segments can
comprise full circumferential tissue segments. At least
two of the multiple tissue segments can comprise over-
lapping boundaries, such as when the energy delivery
zone comprises a first zone portion and a second zone
portion, and the first zone portion and the second zone
portion comprise overlapping boundaries. At least two of
the multiple tissue segments can comprise similarbound-
aries, such as when the energy delivery zone comprises
a first zone portion and a second zone portion, and the
first zone portion and the second zone portion comprise
similar boundary segments. The multiple tissue seg-
ments can be axially separated by less than or equal to
1cm or less than or equal to 0.5cm. The method can
further comprise performing a tissue expansion proce-
dure to an axial segment of tissue, such as when the
multiple tissue segments comprise a set of partial cir-
cumferential portions expanded during the tissue expan-
sion procedure. A first tissue segment receiving energy
can be separated from a second tissue segment receiv-
ing energy by a portion of tissue not receiving energy. A
first partial circumferential expanded portion can be sep-
arated from a second partial circumferential expanded
portion by a less expanded third partial circumferential
expanded portion, where the target tissue treated com-
prises a greater thickness at the first partial circumferen-
tial portion and the second partial circumferential portion
than the third partial circumferential portion. The multiple
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tissue segments can each comprise a length less than
20cm, or less than 15cm. The multiple tissue segments
can comprise a cumulative length less than 100cm, or
less than 50cm.

[0034] Insome embodiments, the method further com-
prises a step selected from the group consisting of: meas-
uring tissue geometry; measuring target tissue geometry;
expanding tissue; expanding target tissue; measuring
apposition of a tissue treatment element; and combina-
tions thereof.

[0035] Insome embodiments, the method further com-
prises measuring target tissue geometry and expanding
target tissue.

[0036] Insome embodiments, the method further com-
prises measuring the diameter of tubular tissue with a
sizing element.

[0037] Insome embodiments, the method further com-
prises modifying the diameter of tubular tissue to modify
energy delivery by the tissue treatment element, such as
when the modification of energy delivery comprises ini-
tiating energy delivery; stopping energy delivery; increas-
ing energy delivery and/or decreasing energy delivery.
[0038] Insome embodiments, the method further com-
prises measuring the apposition of the tissue treatment
element, such as when the method yet further comprises
measuring target tissue geometry, and the measuring of
the apposition of the tissue treatment element is based
on the measured target tissue geometry.

[0039] Insome embodiments, the method further com-
prises measuring the impedance between two or more
electrodes, and using the measured impedance to meas-
ure tissue diameter and/or apposition of the tissue treat-
ment element.

[0040] In some embodiments, the target tissue treat-
ment is based on a controlled system parameter, such
as when the controlled system parameter comprises a
parameter selected from the group consisting of: a prim-
ing procedure parameter such as priming temperature
or priming duration; target tissue treatment parameter
such as target tissue temperature or target tissue treat-
ment duration; fluid flow rate such as treatment fluid flow
rate; a pressure parameter such as a tissue treatment
element pressure maintained during treatment of target
tissue; a tissue treatment element diameter such as a
tissue treatment element diameter maintained during
treatment of target tissue; and combinations thereof.
[0041] Insome embodiments, the method further com-
prises controlling at least one tissue treatment element
parameter during the tissue treatment. The tissue treat-
ment element controlled parameter can comprise a pa-
rameter selected from the group consisting of: thermal
dose delivered; priming temperature; tissue treatment
temperature; fluid flow rate; pumping pressure; vacuum
pressure; tissue treatment time; and combinations there-
of. The tissue treatment element can comprise a balloon
and the tissue treatment element variable being control-
led can comprise the balloon diameter. The method can
further comprise selecting a balloon diameter prior to tar-
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get tissue treatment.

[0042] Insome embodiments, the targettissue is treat-
ed with an ablative energy treatment, such as an ablative
energy treatment selected from the group consisting of:
delivery of thermal energy from a balloon filled with fluid
at an ablative temperature; radiofrequency (RF) energy
ablation; delivery of an ablative fluid directly to tissue;
cryoablation; delivery of laser energy; delivery of sound
energy such as subsonic sound energy or ultrasonic
sound energy; plasma energy delivery; argon plasma co-
agulation; microwave energy delivery ; delivery of non-
laser light energy; and combinations thereof.

[0043] Insome embodiments, the targettissue is treat-
ed with a non-ablative energy treatment, such as when
the non-ablative treatment comprises a treatment select-
ed from the group consisting of: mechanical removal of
mucosal tissue; chemical, sclerosant or pharmaceutical
injection into the submucosa; radioactive seed deposi-
tion; chemical spray such as an acid spray; pharmaco-
logic administration such as drug delivery via an agent-
eluting balloon; and combinations thereof.

[0044] In some embodiments, the tissue treatment el-
ement is constructed and arranged to resect tissue. The
tissue treatment element can be constructed and ar-
ranged to resect tissue selected from the group consist-
ing of: plicae tissue; mucosal tissue; submucosal tissue;
and combinations thereof. The tissue treatment element
can be constructed and arranged to resect the plicae,
such as a tissue treatment element constructed and ar-
ranged to resect peaks of the plicae including a majority
of the proximate mucosal tissue.

[0045] Insome embodiments, the targettissue is treat-
ed with multiple tissue treatment steps. The multiple tis-
sue treatment steps can comprise multiple sequential de-
liveries of energy to tissue. The multiple tissue treatment
steps can comprise multiple sequential deliveries of ab-
lative fluid to tissue. The multiple tissue treatment steps
can comprise multiple sequential abrasions oftissue. The
method can further comprise expanding one or more lay-
ers of tissue. The method can further comprise perform-
ing two or more expansions of one or more layers of
tissue.

[0046] In some embodiments, the target tissue com-
prises multiple tissue segments with an inward facing
surface, and the energy delivery zone comprises be-
tween 50 and 3000 target tissue inward facing surfaces
per square centimeter of tissue. The energy delivery zone
can comprise approximately 500 target tissue segment
inward facing surfaces per square centimeter of tissue.
The target tissue segment inward facing surfaces can
each comprise an equivalent diameter between approx-
imately 20 and 200 microns. The target tissue segment
inward facing surfaces can each comprise a surface area
with a major axis less than or equal to 100 microns. The
energy can be delivered to the target tissue segment in-
ward facing surfaces sequentially, such as when the en-
ergy is delivered with a scanning tissue treatment ele-
ment, such as a scanning tissue treatment element con-
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structed and arranged to rotate and translate, and the
translation is between 0.5cm and 3cm in length. Alterna-
tively or additionally, the energy can be delivered to mul-
tiple target tissue segment inward facing surfaces simul-
taneously. The tissue treatment element can comprise
an element constructed and arranged to deliver multiple
rays of ablative light energy, such as when the tissue
treatment element comprises a light delivery elementand
ashroud, and the shroud comprises an opaque substrate
with multiple transmissive portions, such as when the
shroud comprises an expandable element. Non-target
tissue can be positioned between each of the target tis-
sue segment inward facing surfaces. The ratio of the sur-
face area of the target tissue segment inward facing sur-
faces to the surface area of the non-target tissue posi-
tioned between the inward facing surfaces can be be-
tween 0.1% and 90%. The ratio of the surface area of
the target tissue segment inward facing surfaces to the
surface area of the non-target tissue positioned between
the inward facing surfaces can be less than 50%, less
than 20%, less than 10%, less than 5%, less than 2% or
less than 1%. A fractional energy delivery can be deliv-
ered to an axial segment of gastrointestinal tissue in mul-
tiple passes. The target tissue segment inward facing
surfaces can each comprise relatively elliptical cross sec-
tions, such as relatively circular cross sections. The tar-
gettissue segmentinward facing surfaces can be treated
atatemperature atorabove 60°C, such as atemperature
at or above 100°C, or at a temperature between 60°C
and 80°C. The target tissue segment inward facing sur-
faces can be vaporized. The target tissue segment in-
ward facing surfaces can receive an energy type selected
from the group consisting of: RF; ultrasound; laser light;
non-laser light such as non-laser light from an LED;
chemical; and combinations thereof. The tissue treat-
ment element can deliver light energy from a laser. The
light energy can be delivered through at least one fiber,
such as through a coherent or non-coherent bundle of
fibers. The light energy can be delivered to a balloon
positioned in the gastrointestinal tract. The balloon can
surround a volume of light-scattering material, such as
light-scattering material comprising material selected
from the group consisting of: reflective polystyrene par-
ticles; aluminum flakes; reflective microspheres; and
combinations thereof. The balloon can comprise multiple
apertures, such as an array of apertures in a symmetric
or non-symmetric pattern, each aperture relatively trans-
parent to the treatment element light energy being deliv-
ered. The laser can comprise a laser selected from the
group consisting of: CO2; Erbium; fiber laser; solid state
crystal laser such as a Ho:YAG laser; semiconductor la-
ser; and combinations thereof. The laser can deliver light
with a wavelength selected from the group consisting of:
2.0 to 2.2 micron; 1.8 to 2.0 micron; 1.24 to 1.64 micron;
and combinations thereof. The laser can deliver light with
awavelength of 1.9 micron wavelength and/or 2.1 micron
wavelength. The light energy can be distributed by an
array of lenses, such as an array comprising two or more
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lenses selected from the group consisting of: holograph-
ic; fresnel; and combinations thereof. The tissue treat-
ment element can comprise an energy distribution ele-
ment, such as an energy distribution element comprising
an element selected from the group consisting of: rotating
element such as a rotating mirror; prism; diffractive optic;
and combinations thereof. The energy delivery zone can
comprise an area between 1.0 cm? and 5.0 cm?2. The
method can further comprise expanding one or more lay-
ers of tissue. The one or more layers of tissue can be
expanded by injection of a non-energy absorbing mate-
rial into tissue. The one or more layers of tissue can be
expanded by injection of an energy absorbing material
into tissue, such as water or saline. The tissue treatment
element can comprise multiple electrodes constructed
and arranged to deliver radiofrequency energy. The mul-
tiple electrodes can comprise multiple conductive dots
positioned on an expandable balloon. The multiple elec-
trodes can be constructed and arranged to deliver mo-
nopolar and/or bipolar radiofrequency energy. The mul-
tiple electrodes can comprise an array of electrodes po-
sitioned on an expandable element.

[0047] In some embodiments, the surface area reduc-
tion occurs at least one day after the target tissue treat-
ment.

[0048] In some embodiments, the target tissue treat-
ment causes areduction in a gastrointestinal tissue char-
acteristic selected from the group consisting of: average
height of mucosal folds; surface area of mucosal folds;
number of mucosal folds; and combinations thereof.
[0049] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reshape mucosal
tissue. The tissue treatment element can be constructed
and arranged to flatten mucosal tissue. The tissue treat-
ment element can be constructed and arranged to cause
mucosal tissue to reshape at least 7 days after the tissue
treatment is performed. The tissue treatment element
can be constructed and arranged to cause mucosal tis-
sue to reshape within 1 day of tissue treatment, such as
when the tissue treatment element is constructed and
arranged to deliver light energy and/or RF energy.
[0050] In some embodiments, the target tissue treat-
ment causes a reduction in average villi length.

[0051] In some embodiments, the target tissue treat-
ment causes a reduction in the quantity of villi.

[0052] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reshape submu-
cosaltissue. Thereshaped submucosaltissue can cause
a healing response that results in a reduced amount of
mucosal tissue. The reshaped submucosal tissue can
comprise flattened submucosal tissue. The reshaped
submucosal tissue can comprise submucosal tissue with
increased uniformity of thickness. The reshaped submu-
cosaltissue comprises submucosal tissue with increased
averaged minimum thickness. The reshaped submucos-
al tissue comprises a reduced volume of submucosal tis-
sue. The tissue treatment element can be constructed
and arranged to deliver controlled thermal heating of the
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submucosal tissue, such as when the controlled thermal
heating causes collagen of the submucosal tissue to
shrink and/or become denatured. The tissue treatment
element can be constructed and arranged to cause sub-
mucosal tissue to reshape at least 7 days after the target
tissue treatment is performed.

[0053] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reduce the volume
of submucosal tissue.

[0054] In some embodiments, the tissue treatment el-
ementis constructed and arranged to reduce the amount
of submucosal tissue on which mucosal tissue grows.
[0055] In some embodiments, the target tissue treat-
ment results in a smoother tissue surface in the at least
a portion of the gastrointestinal tract.

[0056] In some embodiments, the target tissue treat-
ment causes a reduction in the quantity of plicae circu-
lares in the at least a portion of the gastrointestinal tract.
[0057] In some embodiments, the target tissue treat-
ment causes a reduction in surface area of absorptive
tissue in the at least a portion of the gastrointestinal tract
[0058] In some embodiments, the target tissue treat-
ment treats stem cells. The treated stem cells can com-
prise mucosal stem cells and/or epithelial stem cells. The
target tissue treatment can remove and/or ablate stem
cells.

[0059] In some embodiments, the target tissue treat-
ment causes a reduction in the number of enteroendo-
crine cells in the at least a portion of the gastrointestinal
tract.

[0060] In some embodiments, the target tissue treat-
ment causes a reduction in the number of absorptive cells
in the at least a portion of the gastrointestinal tract.
[0061] In some embodiments, the surface area reduc-
tionoccurs atleast 7 days after the target tissue treatment
is performed. The surface area reduction can further oc-
cur within 7 days of the target tissue treatment. The sur-
face area of the at least a portion of the gastrointestinal
tract can be reduced at least 3 weeks after the target
tissue treatment is performed, such as when the surface
area of the at least a portion of the gastrointestinal tract
is reduced at least 6 weeks after the target tissue treat-
ment is performed.

[0062] In some embodiments, the method provides a
therapeutic benefit for at least 6 weeks, atleast 6 months
or at least 2 years. The method can be repeated after a
duration of time of at least 6 weeks to reduce the surface
area of the gastrointestinal tract.

[0063] In some embodiments, the surface area re-
duced comprises the surface area of the duodenum
and/or the jejunum. The surface area of the duodenum
and/or the jejunum can be reduced at least 5%, at least
10%, at least 20%, at least 50%, or at least 90%.
[0064] In some embodiments, the method further com-
prises selecting one tissue treatment element of a kit of
tissue treatment elements prior to treating the target tis-
sue.

[0065] Insome embodiments, the method further com-
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prises selecting and/or controlling the tissue treatment
element size. The selecting or controlling the tissue treat-
ment element size can comprise selecting a tissue treat-
ment element between 10mm and 40mm in diameter
and/or controlling a tissue treatment element to a diam-
eter between 10mm and 40mm. The selecting or control-
ling the tissue treatment element size can comprise se-
lecting a tissue treatment element between 15mm and
32mm in diameter and/or controlling a tissue treatment
element to a diameter between 15mm and 32mm.
[0066] Insome embodiments, the method further com-
prises deflecting the tissue treatment element prior to
treating the target tissue.

[0067] Insome embodiments, the method further com-
prises rotating the tissue treatment element, such as
when the tissue treatment element is rotated prior to
and/or during target tissue treatment by the tissue treat-
ment element.

[0068] In some embodiments, the tissue treatment el-
ement comprises a radially expandable element. The ra-
dially expandable element can be constructed and ar-
ranged to expand to a diameter between 15mm and
32mm, to as to expand to a diameter between 19.0mm
and 27.5mm. The radially expandable element can com-
prise an element selected from the group consisting of:
balloon; expandable cage; radially deployable arm; and
combinations thereof.

[0069] In some embodiments, the tissue treatment el-
ement is constructed and arranged to ablate tissue.
[0070] In some embodiments, the tissue treatment el-
ement is constructed and arranged to vaporize tissue.
[0071] In some embodiments, tissue treatment ele-
ment is constructed and arranged to cause coagulation
necrosis.

[0072] In some embodiments, the tissue treatment el-
ement comprises an energy delivery element. The tissue
treatment element can comprise a balloon constructed
and arranged to receive a hot fluid. The hot fluid can be
initially provided to the balloon at a temperature greater
than or equal to 90°C, and during the course of treating
the target tissue, the temperature allowed to decrease,
such as to a temperature greater than 70°C. The balloon
can be constructed and arranged to receive a fixed vol-
ume bolus of fluid. The balloon can be constructed and
arranged to receive a recirculating fluid. A cooling fluid
can be delivered to the balloon, such as to cool target
tissue and/or tissue proximate target tissue. The energy
delivery element can comprise an RF energy delivery
element, such as when the tissue treatment element
comprises an expandable element. The energy delivery
element can comprise an element selected from the
group consisting of: laser; RF; ultrasound; and combina-
tions thereof.

[0073] In some embodiments, the tissue treatment el-
ement comprises a tissue cutting element. The tissue
treatment element can be constructed and arranged to
cut tissue during advancement and/or retraction of the
tissue cutting element. Alternatively or additionally, the
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tissue treatment element can comprise a tissue grasping
element. The targettissue treatmentcan comprise grasp-
ing tissue and subsequently cutting tissue.

[0074] In some embodiments, the tissue treatment el-
ement is positioned on the distal portion of an elongate
shaft. The elongate shaft can comprise a distal end with
a bulbous element positioned on the distal end. The bul-
bous element can comprise a diameter of less than 6mm
or less than 4mm. The bulbous element can comprise a
diameter of at least 8mm. The bulbous element can be
constructed and arranged to smoothly traverse plicae.
The method can further comprise placing an endoscope
into the gastrointestinal tract. The method can further
comprise placing the elongate shaft through the endo-
scope and/or alongside the endoscope. The elongate
shaft can be constructed and arranged to be advanced
over a guidewire.

[0075] Insome embodiments, the method further com-
prises applying an algorithm to determine a treatment
parameter. The algorithm can be constructed and ar-
ranged to determine an energy delivery zone parameter.
The energy delivery zone parameter can comprise a pa-
rameter selected from the group consisting of: anatomi-
cal location of an energy delivery zone; size (e.g. surface
area) of energy delivery zone; percentage of an energy
delivery zone to receive energy; type of energy to be
delivered to an energy delivery zone; amount of energy
to be delivered to an energy delivery zone; and combi-
nations thereof. The algorithm can be constructed and
arranged to define the completion status of the clinical
procedure. The algorithm can employ patient clinical data
and/or patient demographic data.

[0076] Insome embodiments, the method further com-
prises identifying the ampulla of Vater. The tissue treat-
ment element can treat target tissue distal to but in close
proximity to the ampulla of Vater. The tissue treatment
element can treat target tissue proximal to but in close
proximity to the ampulla of Vater.

[0077] Insome embodiments, the method further com-
prises expanding one or more tissue layers with a tissue
expansion element. The expansion of one or more layers
of tissue can be performed prior to the target tissue treat-
ment. The at least one tissue layer can comprise a layer
of submucosal tissue. The expansion of one or more lay-
ers of tissue can be constructed and arranged to flatten
plicae circulares tissue. The tissue expansion element
can comprise a fluid delivery element constructed and
arranged to deliver fluid into the one or more tissue layer
to be expanded, such as when the fluid delivery element
comprises an element selected from the group consisting
of: needle; water jet; iontophoretic fluid delivery element;
and combinations thereof. The fluid delivery assembly
can deliver a bolus of fluid to one or more tissue sites to
expand the one or more layers of tissue. The bolus of
fluid can comprise a bolus of at least 1ml, or a bolus of
fluid between 2mland 5ml. The tissue expansion element
can be constructed and arranged to deliver fluid to mul-
tiple tissue injection sites. The tissue expansion element
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can be constructed and arranged to deliver fluid to three
circumferential tissue injection sites along a single axial
location of tubular tissue. A first tissue injection site can
be approximately 1cm from a second tissue injection site.
A first tissue injection site can be between 0.5cm and
5.0cm from a second tissue injection site. A first tissue
injection site can be between 1.0cm and 3.0cm from a
second injection tissue site. A first tissue injection site
can be between 1.0cm and 2.0cm from a second tissue
injection site. The multiple tissue injection sites can be
axially spaced and/or radially spaced locations. The mul-
tiple tissue injection sites can be located in tubular tissue,
and the axial spacing and/or radial spacing is based on
the diameter of the tubular tissue. The tissue expansion
element can comprise a vacuum port constructed and
arranged to apply a vacuum to tissue. The material in-
jected to expand tissue can comprise a material selected
from the group consisting of: water; saline; gel such as
a protein hydrogel; and combinations thereof. The tissue
expansion element can be constructed and arranged to
expand one or more layers of gastrointestinal tissue. The
one or more layers of tissue to be expanded can comprise
one or more duodenal tissue layers. The one or more
layers of tissue to be expanded can comprise one or more
jejunal tissue layers. The one or more layers of tissue to
be expanded can comprise a submucosal tissue layer.
The target tissue treatment can be performed at least 1
minute after the expansion of the one or more layers of
tissue, or at least 5 minutes after the expansion of the
one or more layers of tissue. The tissue treatment can
be performed less than 20 minutes after the expansion
of the one or more layers of tissue. The one or more
layers of expanded tissue can comprise an inner layer
of an axial segment of the duodenum and/or jejunum,
while the energy delivery zone comprises multiple, dis-
continuous partial circumferential portions of the axial
segment. In some embodiments, energy is not delivered
to at least one partial circumferential tissue portion be-
tween two of the treated portions of the axial segment.
[0078] Insome embodiments, the method further com-
prises visualizing tissue with a visualization element. The
target tissue can be treated based on the tissue visuali-
zation. The visualization element can comprise a visible
light camera.

[0079] Insome embodiments, the method further com-
prises protecting tissue with a tissue protection element.
The protected tissue can comprise the ampulla of Vater.
The tissue protection element can be deployed before a
segment of target tissue is treated. The tissue protection
element can be deployed before any target tissue is treat-
ed. The tissue protection element can be removed during
the treatment of the target tissue. The tissue protection
element can be constructed and arranged to be evacu-
ated by the patient’s gastrointestinal system.

[0080] Insome embodiments, the method further com-
prises protecting tissue with a thermal barrier and/or a
thermal spacer.

[0081] In some embodiments, the tissue treatment el-
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ement is advanced through a body lumen over a
guidewire.

[0082] In some embodiments, the tissue treatment el-
ement is advanced through a working channel of an en-
doscope.

[0083] According to another aspect of the present dis-
closure, a systemfortreating a patientcomprises an elon-
gate shaft with a distal portion and a tissue treatment
element positioned on the elongate shaft. The tissue
treatment element is constructed and arranged to deliver
energy to target tissue positioned in one or more energy
delivery zones. The system is constructed and arranged
to reduce the luminal surface area of at least a portion
of the gastrointestinal tract.

[0084] In some embodiments, the surface area reduc-
tion comprises a reduction in mucosal surface area.
[0085] In some embodiments, the surface area reduc-
tion is constructed and arranged to reduce absorption
and/or secretion of the at least a portion of the gastroin-
testinal tract.

[0086] In some embodiments, the system is construct-
ed and arranged to treat diabetes.

[0087] In some embodiments, the system is construct-
ed and arranged to avoid damage to non-target tissue,
such as non-target tissue comprising the ampulla of
Vater.

[0088] In some embodiments, at least one energy de-
livery zone comprises an inner surface of an axial seg-
ment of the duodenum. The at least one energy delivery
zone can comprise multiple energy delivery zones each
comprising an inner surface of an axial segment posi-
tioned in the duodenum and/or the jejunum. The at least
one energy delivery zone can comprise a relatively full
circumferential segment of duodenal tissue. The at least
one energy delivery zone can comprise a partial circum-
ferential segment of duodenal tissue, such as a partial
circumferential segment comprising a circumferential
segment between 45° and 350°. The target tissue can
comprise duodenal mucosal tissue. The target tissue can
comprise tissue selected from the group consisting of:
duodenal mucosal tissue; jejunal mucosal tissue; ileal
mucosal tissue; gastric mucosal tissue; and combina-
tions thereof.

[0089] In some embodiments, the target tissue and/or
the energy delivery zone comprises multiple tissue seg-
ments of the gastrointestinal tract. The multiple tissue
segments can comprise between 2 and 50 segments. At
least two of the multiple tissue segments can comprise
full circumferential tissue segments. At least two of the
multiple tissue segments can comprise overlapping
boundaries, such as when the energy delivery zone com-
prises a first zone portion and a second zone portion,
and the first zone portion and the second zone portion
comprise overlapping boundaries. Atleast two of the mul-
tiple tissue segments can comprise similar boundaries,
such as when the energy delivery zone comprises a first
zone portion and a second zone portion, and the first
zone portion and the second zone portion comprise sim-
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ilar boundary segments. The multiple tissue segments
can be axially separated by less than or equal to 1cm, or
less than or equal to 0.5cm. The system can be further
constructed and arranged to perform a tissue expansion
procedure to an axial segment of tissue, and the multiple
tissue segments comprise a set of partial circumferential
portions expanded during the tissue expansion proce-
dure. Afirst tissue segmentreceiving energy can be sep-
arated from a second tissue segment receiving energy
by a portion of tissue not receiving energy. A first partial
circumferential expanded portion can be separated from
a second partial circumferential expanded portion by a
less expanded third partial circumferential expanded por-
tion, and the treated target tissue can comprise a greater
thickness at the first partial circumferential portion and
the second partial circumferential portion than the third
partial circumferential portion. The multiple tissue seg-
ments can each comprise a length less than 20cm, such
as alength less than 15cm. The multiple tissue segments
can comprise a cumulative length less than 100cm, such
as a cumulative length less than 50cm.

[0090] In some embodiments, the tissue treatment el-
ement is constructed and arranged to deliver energy se-
lected from the group consisting of: RF energy; micro-
wave energy; laser energy; sound energy such as sub-
sonic sound energy or ultrasound energy; chemical en-
ergy; thermal energy such as heat energy or cryogenic
energy; mechanical energy; energy configured to cut tis-
sue; energy configured to resect tissue; and combina-
tions thereof.

[0091] In some embodiments, the tissue treatment el-
ementis constructed and arranged to perform an ablative
treatment of target tissue, such as when the ablative
treatment comprises a treatment selected from the group
consisting of: delivery of thermal energy from a balloon
filled with fluid at an ablative temperature; RF energy
ablation; delivery of an ablative fluid directly to tissue;
cryoablation; delivery of laser energy; delivery of sound
energy such as subsonic sound energy or ultrasonic
sound energy; plasma energy delivery; argon plasma co-
agulation; microwave energy delivery; delivery of non-
laser light energy; and combinations thereof.

[0092] In some embodiments, the tissue treatment el-
ement is constructed and arranged to perform a non-
ablative treatment of target tissue, such as when the non-
ablative treatment comprises a treatment selected from
the group consisting of: mechanical removal of mucosal
tissue; sclerosant injection into the submucosa; radioac-
tive seed deposition; chemical spray such as an acid
spray; pharmacologic administration such as drug deliv-
ery via an agent-eluting balloon; and combinations there-
of.

[0093] In some embodiments, the tissue treatment el-
ement is constructed and arranged to resect tissue. The
tissue treatment element can be constructed and ar-
ranged to resect tissue selected from the group consist-
ing of: plicae tissue; mucosal tissue; submucosal tissue;
and combinations thereof. The tissue treatment element
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can be constructed and arranged to resect plicae.
[0094] In some embodiments, the system is construct-
ed and arranged to treat target tissue with multiple tissue
treatment steps. The multiple tissue treatment steps can
comprise multiple sequential deliveries of energy to tis-
sue. The multiple tissue treatment steps can comprise
multiple sequential deliveries of ablative fluid to tissue.
The multiple tissue treatment steps can comprise multi-
ple sequential abrasions of tissue.

[0095] In some embodiments, the system is construct-
ed and arranged to treat target tissue comprising multiple
tissue segments with an inward facing surface, such as
when the energy delivery zone comprises between 50
and 3000 target tissue inward facing surfaces per square
centimeter of tissue. The energy delivery zone can com-
prise approximately 500 target tissue segment inward
facing surfaces per square centimeter of tissue. The tar-
gettissue segment inward facing surfaces can each com-
prise an equivalent diameter between approximately 20
and 200 microns. The target tissue segment inward fac-
ing surfaces can each comprise a surface area with a
major axis less than or equal to 100 microns. The tissue
treatment element can be constructed and arranged to
deliver energy to the target tissue segment inward facing
surfaces sequentially. Sequential energy delivery can be
performed when the tissue treatment element comprises
a scanning tissue treatment element, such as when the
scanning tissue treatment element is constructed and
arranged to rotate and translate, such as a translation
between 0.5cm and 3cm in length. Alternatively or addi-
tionally, the tissue treatment element can be constructed
and arranged to deliver energy to multiple target tissue
segment inward facing surfaces simultaneously. The tis-
sue treatment element can comprise an element con-
structed and arranged to deliver multiple rays of ablative
light energy, such as when the tissue treatment element
comprises a light delivery element and a shroud, and the
shroud comprises an opaque substrate with multiple
transmissive portions (e.g. apertures). The shroud can
comprise an expandable element, such as a balloon with
one or more apertures. The system can be constructed
and arranged to avoid damage to non-target tissue po-
sitioned between each of the target tissue segment in-
ward facing surfaces. The ratio of the surface area of the
target tissue segment inward facing surfaces to the sur-
face area of the non-target tissue positioned between the
inward facing surfaces (i.e. ratio of treated to non-treated
surface areas) can be between 0.1% and 90%, such as
a ratio of less than 50%, less than 20%, less than 10%,
less than 5%, less than 2% or less than 1%. The system
can be constructed and arranged to perform a low-ratio
or "fractional" energy delivery that is delivered to an axial
segment of gastrointestinal tissue in multiple passes. The
tissue treatment element can be constructed and ar-
ranged to treat target tissue segment inward facing sur-
faces each comprising relatively elliptical cross sections,
such as relatively circular cross sections. The tissue
treatment element can be constructed and arranged to
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treat target tissue segment inward facing surfaces at a
temperature at or above 60°C, such as at a temperature
above 100°C or at temperature between 60°C and 80°C.
The tissue treatment element can be constructed and
arranged to vaporize the target tissue segment inward
facing surfaces. The tissue treatment element can be
constructed and arranged to deliver energy to the target
tissue segment inward facing surfaces with an energy
selected from the group consisting of: RF; ultrasound;
laser light; non-laser light such as non-laser light from an
LED; chemical; and combinations thereof. The system
can further comprise a laser, such as when the tissue
treatment element is constructed and arranged to deliver
lightenergy provided by the laser. The system can further
comprise at least one fiber (e.g. a single fiber or a coher-
ent or non-coherentbundle offibers), and the light energy
can be delivered through the at least one fiber. The sys-
tem can further comprise a balloon, and the light energy
can be delivered to and/or from the balloon. The system
can further comprise light-scattering material, and the
balloon can be constructed and arranged to surround the
light-scattering material, such as light-scattering material
selected from the group consisting of: reflective polysty-
rene particles; aluminum flakes; reflective microspheres;
and combinations thereof. The balloon can comprise
multiple apertures, such as an array of apertures in a
symmetric or non-symmetric pattern, each aperture rel-
atively transparent to the treatment element light energy
being delivered to the target tissue. The laser can com-
prise a laser selected from the group consisting of: CO2;
Erbium; fiber laser; solid state crystal laser such as a
Ho:YAG laser; semiconductor laser; and combinations
thereof. The laser can deliver light with a wavelength se-
lected from the group consisting of: 2.0 to 2.2 micron; 1.8
to 2.0 micron; 1.24 to 1.64 micron; and combinations
thereof. The laser can deliver light with a wavelength of
1.9 micron wavelength and/or 2.1 micron wavelength.
The system can be constructed and arranged to deliver
light energy in an array of light beams. The system can
further comprise an array of lenses and/or other optical
components, and the light energy can be distributed to
target tissue by the optical components, such as an array
of lenses comprising two or more lenses selected from
the group consisting of: holographic; fresnel; and com-
binations thereof. The tissue treatment element can com-
prise an energy distribution element, such as an energy
distribution element comprising an element selected
from the group consisting of: rotating element such as a
rotating mirror; prism; diffractive optic; and combinations
thereof. The one or more energy delivery zones can each
comprise an area between 1.0 cm? and 5.0 cm?2. The
system can be constructed and arranged to expand one
or more layers of tissue. The system can further comprise
a non-energy absorbing material, and the system can be
constructed and arranged to expand the one or more
layers of tissue by injection of the non-energy absorbing
material into tissue. The system can further comprise an
energy absorbing material, and the system can be con-
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structed and arranged to expand the one or more layers
of tissue by injection of the energy absorbing material
into tissue, such as when the energy absorbing material
comprises water and/or saline. The tissue treatment el-
ement can comprise multiple electrodes constructed and
arranged to deliver radiofrequency energy. The tissue
treatment element can comprise an expandable balloon
and the multiple electrodes can comprise multiple con-
ductive dots positioned on the expandable balloon. The
multiple electrodes can be constructed and arranged to
deliver monopolar and/or bipolar radiofrequency energy.
The multiple electrodes can comprise an array of elec-
trodes positioned on any expandable element.

[0096] In some embodiments, the system further com-
prises a light source and the tissue treatment element
comprises a balloon configured to deliver light energy
received from the light source. The balloon can comprise
multiple apertures such that the light energy passes
through the multiple apertures. The system can further
comprise light-scattering material positionable within the
balloon and constructed and arranged to scatter the light
energy. The light source can comprise a laser light
source.

[0097] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
in a gastrointestinal tissue characteristic selected from
the group consisting of: the average height of mucosal
folds; surface area of mucosal folds; number of mucosal
folds; and combinations thereof.

[0098] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reshape mucosal
tissue. The tissue treatment element can be constructed
and arranged to flatten mucosal tissue. The tissue treat-
ment element can be constructed and arranged to cause
mucosal tissue to reshape at least 7 days after the tissue
treatment is performed. The tissue treatment element
can be constructed and arranged to cause mucosal tis-
sue to reshape within 1 day of tissue treatment, such as
when the tissue treatment element is constructed and
arranged to deliver light energy and/or RF energy.
[0099] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
in average villi length.

[0100] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
in the quantity of villi.

[0101] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reshape submu-
cosal tissue. The tissue treatment element can be con-
structed and arranged such that the reshaped submu-
cosal tissue causes a healing response resulting in a
reduced amount of mucosal tissue. The reshaped sub-
mucosal tissue can comprise flattened submucosal tis-
sue. The reshaped submucosal tissue can comprise sub-
mucosal tissue with increased uniformity of thickness.
The reshaped submucosal tissue can comprise submu-
cosal tissue with increased averaged minimum thick-
ness. The tissue treatment element can be constructed
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and arranged to deliver controlled thermal heating of the
submucosal tissue, such as when the controlled thermal
heating is constructed and arranged to cause collagen
of the submucosal tissue to shrink and/or become dena-
tured. The tissue treatment element can be constructed
and arranged to cause submucosal tissue to reshape at
least 7 days afterthe target tissue treatmentis performed.
[0102] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reduce the volume
of submucosal tissue.

[0103] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reduce the amount
of submucosal tissue on which mucosal tissue grows.
[0104] In some embodiments, the tissue treatment el-
ementis constructed and arranged to smooth the surface
of the at least a portion of the gastrointestinal tract.
[0105] In some embodiments, the tissue treatment el-
ementis constructed and arranged to reduce the quantity
of plicae circulares in the at least a portion of the gas-
trointestinal tract.

[0106] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
insurface area of absorptive tissue inthe atleast a portion
of the gastrointestinal tract.

[0107] In some embodiments, the tissue treatment el-
ement is constructed and arranged to treat stem cells.
The tissue treatment element can be constructed and
arranged to treat stem cells comprising mucosal stem
cells and/or epithelial stem cells. The tissue treatment
element can be constructed and arranged to remove
and/or ablate stem cells.

[0108] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
in the number of enteroendocrine cells in the at least a
portion of the gastrointestinal tract.

[0109] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause a reduction
in the number of absorptive cells in the at least a portion
of the gastrointestinal tract.

[0110] In some embodiments, the tissue treatment el-
ement is constructed and arranged to reduce the surface
area of the duodenum and/or the jejunum. The tissue
treatment element can be constructed and arranged to
reduce the surface area of the duodenum and/or the je-
junum by at least 5%, at least 10%, at least 20%, at least
50% or at least 90%.

[0111] In some embodiments, the tissue treatment el-
ement comprises at least an expandable portion con-
structed and arranged to expand to a diameter between
10 and 40mm. The tissue treatment element can com-
prise at least an expandable portion constructed and ar-
ranged to expand to a diameter between 15 and 32mm.
The expandable portion comprises an element selected
from the group consisting of: balloon; expandable cage;
radially deployable arm; and combinations thereof.
[0112] In some embodiments, the tissue treatment el-
ement is constructed and arranged to be radially deflect-
ed. The distal portion of the shaft can be constructed and
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arranged to be radially deflected, such as when the tissue
treatment element is positioned on the distal portion of
the shaft.

[0113] In some embodiments, the tissue treatment el-
ement is constructed and arranged to be rotated and/or
translated. The tissue treatment element can be con-
structed and arranged to be both rotated and translated.
[0114] In some embodiments, the tissue treatment el-
ement is constructed and arranged to ablate tissue.
[0115] In some embodiments, the tissue treatment el-
ement is constructed and arranged to vaporize tissue.
[0116] In some embodiments, the tissue treatment el-
ement is constructed and arranged to cause coagulation
necrosis.

[0117] In some embodiments, the tissue treatment el-
ement comprises an energy delivery element. The tissue
treatment element can comprises a balloon constructed
and arranged to receive a hot fluid. The hot fluid can be
initially provided to the balloon at a temperature greater
than or equal to 90°C, and the temperature can decrease
during the course of treating the target tissue, such as a
decrease to a temperature greater than 70°C. The bal-
loon can be constructed and arranged to receive a fixed
volume bolus of fluid. The balloon can be constructed
and arranged to receive a recirculating fluid. A cooling
fluid can be delivered to the balloon, such as to cool target
tissue and/or non-target tissue prior to or after target tis-
sue treatment. The energy delivery element can com-
prise an RF energy delivery element, such as an expand-
able RF energy delivery element. The energy delivery
element can comprise an element selected from the
group consisting of: laser; RF; ultrasound; and combina-
tions thereof.

[0118] In some embodiments, the tissue treatment el-
ement comprises a tissue cutting element. The tissue
treatment element can be constructed and arranged to
cut tissue during advancement and/or retraction of the
tissue cutting element. Alternatively or additionally, the
tissue treatment element can comprise a tissue grasping
element. The tissue treatment element can be construct-
ed and arranged to grasp and/or cut tissue.

[0119] In some embodiments, the tissue treatment el-
ement is constructed and arranged to deliver energy to
less than 100% (of the surface area) of each of the mul-
tiple energy delivery zones. The tissue treatment element
can be constructed and arranged to deliver energy to
less than 50% of each of the multiple energy delivery
zones, or less than 20%, or less than 10%, or less than
5%, orless than 2% orless than 1% of each of the multiple
energy delivery zones.

[0120] In some embodiments, the tissue treatment el-
ementis constructed and arranged to perform afractional
energy delivery of energy to target tissue.

[0121] In some embodiments, the tissue treatment el-
ement is positioned on the distal portion of the shaft.
[0122] In some embodiments, the tissue treatment el-
ement comprises an expandable tissue treatment ele-
ment.
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[0123] Insome embodiments, the system is construct-
ed and arranged to determine apposition of the tissue
treatment element against tissue.

[0124] In some embodiments, the shaft is constructed
and arranged to be inserted into the patient. The system
may further comprise a guidewire, and the shaft can be
constructed and arranged to be inserted into the patient
over the guidewire. The shaft can be constructed and
arranged to be inserted thru an endoscope and/or along-
side an endoscope.

[0125] In some embodiments, the shaft comprises a
distal end with a bulbous element positioned on the distal
end. The bulbous element can comprise a diameter of
less than 6mm or less than 4mm. The bulbous element
can comprise a diameter of at least 8mm. The bulbous
element can be constructed and arranged to smoothly
traverse plicae.

[0126] Insome embodiments, the system further com-
prises a handle positioned on the proximal end of the
shaft. The handle can comprise at least one fluid port
constructed and arranged to deliver ablative fluid to the
tissue treatment element.

[0127] Insome embodiments, the system further com-
prises an endoscope.

[0128] Insome embodiments, the system further com-
prises a sizing device constructed and arranged to per-
form a tissue measurement procedure. The sizing ele-
ment can comprise an expandable element constructed
and arranged to expand to measure diameter of tubular
tissue. The expandable element can comprise an ele-
ment selected from the group consisting of: balloon; ex-
pandable cage; and combinations thereof. The sizing el-
ement can be positioned on the shaft. The system can
further comprise a second elongate shaft, and the sizing
element can be positioned on the second shaft. The tis-
sue treatment element can comprise the sizing element.
[0129] Insome embodiments, the system further com-
prises a tissue expansion element constructed and ar-
ranged to expand one or more layers of tissue. The tissue
expansion element can comprise a fluid delivery element
selected from the group consisting of: needle; water jet;
iontophoretic fluid delivery element; and combinations
thereof. The tissue expansion element can be positioned
on the shaft. The system can further comprise a second
elongate shaft, and the tissue expansion element can be
positioned on the second elongate shaft. The tissue ex-
pansion element can be constructed and arranged to flat-
ten plicae circulares tissue. The system can further com-
prise a fluid delivery assembly and a fluid bolus, and the
fluid delivery assembly can be constructed and arranged
to deliver the bolus of fluid to one or more tissue sites to
expand the one or more layers of tissue. The bolus of
fluid can comprise a bolus of at least 1ml, such as abolus
of fluid between 2ml and 5 ml. The fluid bolus can com-
prise an injectable material selected from the group con-
sisting of: water; saline; gel; and combinations thereof.
The fluid bolus can comprise a protein hydrogel. The tis-
sue expansion element can be constructed and arranged
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to deliver fluid to multiple tissue injection sites. The tissue
expansion element can be constructed and arranged to
deliver fluid to three circumferential tissue injection sites
along a single axial location of tubular tissue. The multiple
tissue injection sites can be approximately 1cm apart, or
between 0.5cm to 5¢cm apart, such as between 1cm and
3cm apart, or between 1cm and 2cm apart. The multiple
tissue injection sites can be axially spaced and/or radially
spaced. The multiple tissue injection sites can be located
in tubular tissue, and the axial spacing and/or radial spac-
ing can be based on the diameter of the tubular tissue.
The tissue expansion element can comprise a vacuum
port constructed and arranged to apply a vacuum to tis-
sue.

[0130] In some embodiments, the system further com-
prises a tissue protection element. The tissue protection
element can be constructed and arranged to protect the
ampulla of Vater. The tissue protection element can be
constructed and arranged to be deployed before a seg-
ment of target tissue is treated. The tissue protection el-
ement can be constructed and arranged to be deployed
before any target tissue is treated. The tissue protection
element can be constructed and arranged to be removed
during the treatment of the target tissue. The tissue pro-
tection element can be constructed and arranged to be
evacuated by the patient’s gastrointestinal system. The
tissue protection element can comprise a thermal barrier
and/or a thermal spacer.

[0131] In some embodiments, the system further com-
prises a second tissue treatment element. The system
can further comprise a second elongate shaft, and the
second tissue treatment element can be positioned on
the second shaft.

[0132] In some embodiments, the system further com-
prises a visualization element. The visualization element
can comprise a visible light camera.

[0133] In some embodiments, the system further com-
prises an imaging agent.

[0134] In some embodiments, the system further com-
prises a controller constructed and arranged to control
and/or monitor a system parameter. The system param-
eter can be selected from the group consisting of: a prim-
ing procedure parameter such as priming temperature
or priming duration; target tissue treatment parameter
such as target tissue temperature or target tissue treat-
ment duration; fluid flow rate such as treatment fluid flow
rate; a pressure parameter such as a tissue treatment
element pressure maintained during treatment of target
tissue; a tissue treatment element diameter such as a
tissue treatment element diameter maintained during
treatment of target tissue; and combinations thereof. The
system parameter can comprise a tissue treatment ele-
ment parameter, such as a parameter selected from the
group consisting of: thermal dose delivered; priming tem-
perature; tissue treatment temperature; fluid flow rate;
pumping pressure; vacuum pressure; tissue treatment
time; and combinations thereof. The system can further
comprise a balloon, and the controller can be constructed
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and arranged to control the diameter of the balloon.
[0135] Insome embodiments, the system further com-
prises an algorithm. The algorithm can be constructed
and arranged to determine an energy delivery zone pa-
rameter, such as an energy delivery zone parameter se-
lected from the group consisting of: anatomical location
of an energy delivery zone; size of energy delivery zone;
percentage of energy delivery zone to receive energy;
type of energy to be delivered to an energy delivery zone;
amount of energy to be delivered to an energy delivery
zone; and combinations thereof. The algorithm can be
constructed and arranged to determine the completion
status of the clinical procedure. The algorithm can em-
ploy patient clinical data and/or patient demographic da-
ta.

[0136] Insome embodiments, the system further com-
prises a motion transfer assembly operably attached to
the tissue treatment element. The motion transfer as-
sembly can be constructed and arranged to rotate and/or
translate the tissue treatment element, such as when the
motion transfer assembly is constructed and arranged to
both rotate and translate the tissue treatment element.
The motion transfer assembly can be constructed and
arranged to move the tissue treatment element in a re-
ciprocating motion.

[0137] Insome embodiments, the system further com-
prises a pumping assembly constructed and arranged to
deliver and/or remove fluid from the tissue treatment el-
ement. The system can further comprise a fluid reservoir
fluidly attached to the pumping assembly.

[0138] According to another aspect of the present dis-
closure, a device for delivering light energy to a patient
comprises an elongate shaft with a distal portion and a
tissue treatment element positioned on the elongate
shaft. The tissue treatment element is constructed and
arranged to deliver light energy to target tissue positioned
in one or more energy delivery zones. The device is con-
structed and arranged to reduce the luminal surface are
of at least a portion of the gastrointestinal tract.

[0139] In some embodiments, the device further com-
prises one or more fibers positioned within the shaft, and
the light energy can be configured to pass through the
one or more fibers (e.g. a single fiber or multiple fibers
in a coherent or non-coherent bundle).

[0140] In some embodiments, the tissue treatment el-
ement is positioned on the distal portion of the shaft.
[0141] In some embodiments, the tissue treatment el-
ement comprises a balloon. The device can further com-
prise light-scattering material, and the balloon can be
constructed and arranged to surround the light-scattering
material. The light-scattering material can comprise ma-
terial selected from the group consisting of: reflective pol-
ystyrene particles; aluminum flakes; reflective micro-
spheres; and combinations thereof. The balloon can
comprise multiple apertures.

[0142] In some embodiments, the light energy is re-
ceived from a light source operably attached to the shaft.
The device can further comprise a handle attached to
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the shaft, and the light source can be operably attached
to the handle.

[0143] In some embodiments, the light energy com-
prises laser light energy. The laser light energy can com-
prise light energy delivered from a laser selected from
the group consisting of: CO2; Erbium; fiber laser; solid
state crystal laser such as a Ho:YAG laser; semiconduc-
tor laser; and combinations thereof.

[0144] In some embodiments, the light energy com-
prises light with a wavelength selected from the group
consisting of: 2.0 to 2.2 micron; 1.8 to 2.0 micron; 1.24
to 1.64 micron; and combinations thereof.

[0145] In some embodiments, the light energy com-
prises light with a wavelength of 1.9 micron wavelength
and/or 2.1 micron wavelength.

[0146] In some embodiments, the device is construct-
ed and arranged to deliver light energy in an array of light
beams.

[0147] In some embodiments, the device further com-
prises an array of lenses, and the light energy can be
distributed to target tissue by the array of lenses. The
array of lenses can comprise two or more lenses selected
from the group consisting of: holographic; fresnel; and
combinations thereof.

[0148] In some embodiments, the tissue treatment el-
ement comprises a light energy distribution element. The
light energy distribution element can comprise an ele-
ment selected from the group consisting of: rotating ele-
ment such as a rotating mirror; prism; diffractive optic;
and combinations thereof.

[0149] In some embodiments, the tissue treatment el-
ementis constructed and arranged to reduce the surface
area of the duodenum and/or the jejunum. The tissue
treatment element can be constructed and arranged to
reduce the surface area of the duodenum and/or the je-
junum by at least 5%, or at least 10%, or at least 20%,
or at least 50%, or at least 90%.

[0150] In some embodiments, the tissue treatment el-
ementis constructed and arranged to deliver light energy
to less than 100% of each of the multiple energy delivery
zones, such as to less than 50%, less than 20%, less
than 10%, less than 5%, less than 2% or less than 1%
of each of the multiple energy delivery zones.

[0151] In some embodiments, the tissue treatment el-
ementis constructed and arranged to perform afractional
energy delivery of light energy to target tissue.

[0152] According to another aspect of the present dis-
closure, a method for treating a patient comprises pro-
viding a tissue treatment element constructed and ar-
ranged to deliver energy to tissue; and treating target
tissue of the patient by causing the tissue treatment el-
ement to deliver energy to an energy delivery zone. The
method is constructed and arranged to cause a reduction
in the surface area of at least a portion of a tissue surface
of the patient.

[0153] Insome embodiments, the method treats a dis-
ease or disorder selected from the group consisting of:
diabetes; pre-diabetes; impaired glucose tolerance; in-
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sulin resistance; obesity or otherwise being overweight;
hypercholesterolemia; exercise intolerance; psoriasis;
hypertension; hypertriglyceridemia; metabolic syn-
drome; and combinations thereof.

[0154] In some embodiments, the method treats at
least a first patient disease or disorder and a second pa-
tient disease or disorder.

[0155] In some embodiments, the target tissue com-
prises tissue of the terminal ileum and the method treats
at least one of hypercholesterolemia or diabetes, such
as when the target tissue further comprises tissue of at
least the proximal ileum or the colon.

[0156] In some embodiments, the target tissue com-
prises gastric mucosal tissue and the method treats at
least one of obesity or an appetite disorder.

[0157] In some embodiments, the target tissue com-
prises bladder wall tissue and the method treats at least
one of: interstitial cystitis; bladder cancer; bladder polyps;
or pre-cancerous lesions of the bladder.

[0158] In some embodiments, the target tissue com-
prises tissue selected from the group consisting of: large
colonic polyps; flat colonic polyps; margin tissue remain-
ing after a polypectomy; and combinations thereof, and
the method treats residual cancer cells.

[0159] In some embodiments, the target tissue com-
prises airway lining tissue and the method treats at least
one of: bronchoalveolar carcinoma; other lung cancers;
or pre-cancerous lung lesions.

[0160] In some embodiments, the target tissue com-
prises a portion of the intestinal tract afflicted with inflam-
matory bowel disease and the method treats at least one
of Crohn’s disease or ulcerative colitis.

[0161] In some embodiments, the target tissue com-
prises oral cavity tissue and the method treats at least
one of oral cancer or a pre-cancerous lesion.

[0162] In some embodiments, the target tissue com-
prises tissue of the nasopharynx and the method treats
nasal polyps.

[0163] In some embodiments, the target tissue com-
prises gastrointestinal tissue and the method treats at
least one of Celiac disease or intestinal barrier function.
[0164] Thetechnology described herein, alongwiththe
attributes and attendant advantages thereof, will best be
appreciated and understood in view of the following de-
tailed description taken in conjunction with the accom-
panying drawings in which representative embodiments
are described by way of example.

BRIEF DESCRIPTION OF THE DRAWINGS

[0165] The advantages of the technology described
above, together with further advantages, may be better
understood by referring to the following description taken
in conjunction with the accompanying drawings. The
drawings are not necessarily to scale, emphasis instead
generally being placed upon illustrating the principles of
the technology.
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Fig. 1 is a flow chart of a method of treating target
tissue in a patient.

Fig. 1A is a perspective view of a tissue surface and
an energy delivery zone.

Fig. 1B is a side sectional view of a portion of the
energy treatment zone of Fig. 1A after energy has
been delivered to target tissue.

Fig. 1C is a perspective view of a tubular segment
of gastrointestinal tissue including two energy deliv-
ery zones positioned in the lumen of the tubular seg-
ment.

Fig. 1D is a side sectional view of a portion of the
two energy delivery zones of Fig. 1C, after a high
surface area proportion energy delivery has been
delivered to target tissue.

Fig. 1E is a side sectional view of a portion of a first
energy delivery zone of Fig. 1C, after a low surface
area proportion energy delivery has been delivered
to target tissue.

Fig. 2A is a photograph of a cross section of mam-
malian duodenal tissue prior to a target tissue treat-
ment.

Figs. 2B and 2C are photographs of cross sections
of mammalian duodenal tissue subsequent to a tar-
get tissue treatment.

Fig. 3 is a schematic view of a system for ablating
or otherwise treating target tissue.

Fig. 4 is a side sectional view of the distal portion of
atreatment device inserted into a curvilinear section
of duodenum.

Figs. 5A and 5B are side and side sectional views
of the distal portion of a light-energy delivering tissue
treatment device.

Fig. 6 is a side sectional view of the distal portion of
atreatment device inserted into a curvilinear section
of the Gl tract.

Figs. 7A, 7B and 7C are end sectional views of a
tubular segment of gastrointestinal tissue, prior to
tissue expansion, after tissue expansion and after
target tissue treatment, respectively.

Figs. 8A, 8B and 8C are end sectional views of a
tubular segment of gastrointestinal tissue prior to tis-
sue expansion, after tissue expansion and after tar-
get tissue treatment, respectively.

DETAILED DESCRIPTION

[0166] Reference will now be made in detail to the
present embodiments, examples of which are illustrated
in the accompanying drawings. Wherever practical, the
same reference numbers will be used throughout the
drawings to refer to the same or like parts.

[0167] The terminology used herein is for the purpose
of describing particular embodiments and is not intended
to be limiting of the claimed invention. As used herein,
the singular forms "a," "an" and "the" are intended to in-
clude the plural forms as well, unless the context clearly
indicates otherwise.
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[0168] Itwill be furtherunderstood that the words "com-
prising" (and any form of comprising, such as "comprise"
and "comprises"), "having" (and any form of having, such
as "have" and "has"), "including" (and any form of includ-
ing, such as "includes" and"include") or "containing" (and
any form of containing, such as "contains" and "contain")
when used herein, specify the presence of stated fea-
tures, integers, steps, operations, elements, and/or com-
ponents, but do not preclude the presence or addition of
one or more other features, integers, steps, operations,
elements, components, and/or groups thereof.

[0169] It will be understood that, although the terms
first, second, third etc. may be used herein to describe
various limitations, elements, components, regions, lay-
ers and/or sections, these limitations, elements, compo-
nents, regions, layers and/or sections should not be lim-
ited by these terms. These terms are only used to distin-
guish one limitation, element, component, region, layer
or section from another limitation, element, component,
region, layer or section. Thus, a first limitation, element,
component, region, layer or section discussed below
could be termed a second limitation, element, compo-
nent, region, layer or section without departing from the
teachings of the present application.

[0170] It will be further understood that when an ele-
ment is referred to as being "on" or "connected" or "cou-
pled" to another element, it can be directly on or above,
or connected or coupled to, the other element or inter-
vening elements can be present. In contrast, when an
element is referred to as being "directly on" or "directly
connected" or "directly coupled" to another element,
there are no intervening elements present. Other words
used to describe the relationship between elements
should be interpreted in a like fashion (e.g., "between"
versus "directly between," "adjacent" versus "directly ad-
jacent," etc.). When an element is referred to herein as
being "over" another element, it can be over or under the
other element, and either directly coupled to the other
element, or intervening elements may be present, or the
elements may be spaced apart by a void or gap.

[0171] The term "and/or" where used herein is to be
taken as specific disclosure of each of the two specified
features or components with or without the other. For
example "A and/or B" is to be taken as specific disclosure
of each of (i) A, (ii) B and (iii) A and B, just as if each is
set out individually herein.

[0172] Asdescribed herein, room pressure shall mean
pressure of the environment surrounding the systems
and devices. Positive pressure includes pressure above
room pressure or a pressure that is greater than another
pressure, such as a positive differential pressure across
a fluid pathway component such as a valve. Negative
pressure includes pressure below room pressure or a
pressure that is less than another pressure, such as a
negative differential pressure across a fluid component
pathway such as a valve. Negative pressure can include
avacuum but does not imply a pressure below a vacuum.
[0173] As used herein, the term "ablative fluid" refers
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to one or more fluids whose chemical properties (at room
temperature, body temperature or otherwise) cause tis-
sue necrosis or another desired tissue treatment. "Abla-
tive fluid" shall also refer to any fluid at a sufficiently high
or low temperature to cause a desired modification of
tissue, such as tissue ablation. The hot or cold ablative
fluid can be delivered directly to a tissue surface to treat
tissue, or it can be delivered to a reservoir such as a
balloon configured to treat tissue via contact (e.g. add to
or remove sufficient heat from the balloon contacted tis-
sue to cause tissue necrosis).

[0174] It is an object of the present disclosure to pro-
vide systems, methods and devices for safely and effec-
tively cutting, abrading, ablating, removing and/or other-
wise treating a volume of tissue (the "target tissue"), such
as to treat a patient disease or disorder. Target tissue
can comprise one or more target tissue segments or other
target tissue portions. The target tissue can comprise
one or more layers of a portion of tubular or non-tubular
tissue, such as tissue of an organ or tissue of the gas-
trointestinal (Gl) tract of a patient. The systems and de-
vices of the present disclosure include one or more treat-
ment devices configured to treat the target tissue, such
as one or more devices including one or more treatment
assemblies. The treatment assemblies can be config-
ured to deliver energy to tissue, such as to cause a re-
duction in the surface area of tissue (e.g. the luminal sur-
face area of tubular tissue) at or proximate to where the
energy was delivered. The luminal or other tissue surface
area reduction can occur acutely and/or it can take place
over time such as days, weeks or months. The tissue
surface area reduction can correspond to a reduction in
mucosal surface area available to function in an absorp-
tive and/or a secretory capacity. The tissue surface area
reduction can provide a therapeutic benefit to the patient,
such as to treat one or more diseases or disorder of the
patient, as described in detail herebelow.

[0175] Each treatmentassembly can comprise at least
one tissue treatment element such as a balloon config-
ured toreceive ablative fluid, one or more electrodes con-
figured to deliver RF energy, one or more light delivery
elements configured to deliver laser or other light energy,
and/or one or more fluid delivery elements configured to
deliver an ablative fluid directly to tissue. Numerous
forms of treatment assemblies and treatment elements
can be included. In some embodiments, the treatment
assemblies and/or the one or more treatment elements
contained therein are configured as described in: appli-
cant’s co-pending, US Patent Application Serial No.
13/945,138, entitled "Devices and Methods for the Treat-
ment of Tissue", filed January 18, 2013; applicant’s co-
pending International PCT Application Serial Number
PCT/US2013/28082, entitled "Heat Ablation Systems,
Devices and Methods for the Treatment of Tissue", filed
February 27, 2013; applicant’s co-pending International
PCT Application Serial Number PCT/US2013/052786,
entitled "Electrical Energy Ablation Systems, Devices
and Methods for the Treatment of Tissue", filed July 30,
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2013; applicant’s co-pending International PCT Applica-
tion Serial Number PCT/US2013/054219, entitled "Abla-
tion Systems, Devices and Methods for the Treatment of
Tissue", filed August 8, 2013.

[0176] The tissue treatment elements of the present
disclosure can deliver energy to a particular area of tis-
sue, the "energy delivery zone". During a single energy
delivery, a treatment element can be constructed and
arranged to deliver energy to a relatively continuous sur-
face of tissue. In these continuous-surface energy deliv-
ery embodiments, the energy delivery zone comprises
the continuous surface of tissue. Alternatively, a treat-
ment element can be constructed and arranged to deliver
energy to multiple discrete portions of tissue surface, with
one or more tissue portions in-between that do not re-
ceive energy from the treatment element. In these seg-
mented-surface energy delivery embodiments, the ener-
gy delivery zone is defined by a periphery of the multiple
tissue surface area portions receiving energy, similar to
a "convex hull" or "convex envelope" used in mathemat-
ics to define an area including a number of discrete lo-
cations that define a periphery. An energy delivery zone
can comprise one or more energy delivery zones.
[0177] For example, in embodiments where the treat-
ment element is a balloon filled with hot fluid, the energy
delivery zone comprises all tissue surfaces contacted by
the balloon that directly receive thermal energy from the
balloon. In embodiments where the treatment elementis
an array of electrodes configured to deliver RF energy,
the energy delivery zone comprises an area defined by
the electrodes on the periphery of the array (e.g. a convex
hull as described above). In embodiments where the
treatment element comprises one or more fluid delivery
elements delivering ablative fluid to tissue, the energy
delivery zone comprises a surface defined by the periph-
ery of tissue locations receiving the ablative fluid. In em-
bodiments where the treatment element comprises one
or more light delivery elements such as those that deliver
laser energy to tissue, the energy delivery zone compris-
es a surface area defined by the periphery of tissue lo-
cations receiving the light energy. In embodiments in
which the treatment element comprises a mechanical
cutter, the energy delivery zone can comprise a surface
defined by all tissue dissected or otherwise cut during a
single cutting step of the mechanical cutter.

[0178] An energy delivery zone can comprise a cumu-
lative set of energy delivery zones that receive energy
simultaneously or sequentially, by one or more tissue
treatment elements, such as those described immediate-
ly hereabove. An energy delivery zone can comprise a
first energy delivery zone defined when a treatment ele-
ment treats target tissue in a first energy delivery, plus a
second energy delivery zone defined when the treatment
element treats target tissue in a second energy delivery,
and so on. In these embodiments, the treatment element
can be translated or otherwise repositioned between en-
ergy deliveries, and each energy delivery zone associ-
ated with the position of the treatment element during the
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delivery of energy. Multiple energy delivery zones can
receive energy in a single procedure, such as within a
period of less than twenty-four hours. An energy delivery
zone can comprise a similar cumulative set of multiple
energy delivery zones delivered by two or more treatment
elements.

[0179] In some embodiments, two or more clinical pro-
cedures are performed in which one or more volumes of
target tissue are treated in each clinical procedure, such
as is described in applicant’'s co-pending International
PCT Application Serial Number PCT/US2013/063573,
entitled "Methods, Systems and Devices for Performing
Multiple Treatments on a Patient", filed October 7, 2013.
For example, a second clinical procedure can be per-
formed at least twenty-four hours after the first clinical
procedure, such as a second clinical procedure per-
formed within six months of a first clinical procedure or
a clinical procedure performed after at least 6 months
from the first clinical procedure. The first and second clin-
ical procedures can be performed using similar or dis-
similar methods, and they can be performed using similar
or dissimilar devices (e.g. performed with similar or dis-
similar treatment elements). The first and second clinical
procedures can treat similar or dissimilar volumes of tar-
get tissue (e.g. similar or dissimilar amounts of tissue
treated and/or locations of tissue treated), and they can
deliver energy to similar or dissimilar sets of multiple en-
ergy delivery zones. In some embodiments, the first and
second clinical procedures can include treating and/or
delivering energy to contiguous and/or overlapping re-
gions of the Gl tract either in the circumferential and/or
axial dimensions. In other embodiments, the first and
second clinical procedures can include the treatment of
disparate regions of the Gl tract (such as disparate re-
gions of the duodenum, ileum, and/or stomach). The first
and second clinical procedures can be performed using
similar or dissimilar treatment devices. The first and sec-
ond clinical procedures can comprise similar or dissimilar
deliveries of energy to treat the target tissue. The first
and second clinical procedures can be performed at sim-
ilar or dissimilar temperatures. The second clinical pro-
cedure can be performed based on diagnostic results
collected after the first clinical procedure has been per-
formed.

[0180] Each treatment assembly of the present disclo-
sure can be configured to treat target tissue in one or
more locations of the patient, such as one or more con-
tiguous or discontiguous tissue locations. The target tis-
sue comprises a three dimensional volume of tissue, and
can include a first portion, a treatment portion, whose
treatment has a therapeutic benefit to a patient; as well
as a second portion, a "safety-margin" portion, whose
treatment has minimal or no adverse effects to the pa-
tient. "Non-target tissue" can be identified (e.g. prior to
and/or during the medical procedure), wherein the non-
target tissue comprises tissue whose treatment by the
treatment assembly should be reduced or avoided such
as to reduce or prevent an undesired effect.

10

15

20

25

30

35

40

45

50

55

17

[0181] The target tissue treatment can cause one or
more effects to the target tissue such as an effect select-
ed from the group consisting of: modification of cellular
function; cell death; apoptosis; instant cell death; cell
necrosis; denaturing of cells; removal of cells; and com-
binations of these. In some embodiments, the target tis-
sue treatment is configured to create scar tissue. Target
tissue can be selected such that after treatment the treat-
ed target tissue and/or the tissue that replaces the target
tissue functions differently than the pre-treated target tis-
sue, such as to have a therapeutic benefit. The modified
and/or replacement tissue can have different secretions
and/or quantities of secretions than the pre-treated target
tissue, such as to treat diabetes and/or obesity. The mod-
ified and/or replacement tissue can have different ab-
sorptive properties than the target tissue, such as to treat
diabetes, obesity and/or hypercholesterolemia. The
modified and/or replacement tissue can have a different
surface topography than the targettissue, such as a mod-
ification of the topography of the inner wall of the Gl tract
thatincludes a smoothing orflattening of its inner surface,
such as a modification in which the luminal surface area
of one or more segments of Gl tract is reduced after treat-
ment. The effect of the treatment can occur acutely, such
as within twenty-four hours, or after longer periods of time
such as greater than twenty-four hours or greater than
one week.

[0182] Target tissue to be treated can comprise two or
more discrete tissue segments, such as two or more axial
segments of the Gl tract. Each tissue segment can com-
prise afull or partial circumferential segment of the tissue
segment. Multiple tissue segments can be treated with
the same or different treatment elements, and they can
be treated simultaneously or in sequential steps (e.g. se-
quential energy delivery steps that deliver energy to mul-
tiple energy delivery zones). Multiple tissue segments
can be treated in the same or different clinical procedures
(e.g. procedures performed on different days). In some
embodiments, a series of tissue segments comprising a
series of axial segments of the Gl tract are treated in a
single clinical procedure. The firstand second tissue seg-
ments can be directly adjacent and they can contain over-
lapping portions of tissue. Dissimilarities in treatment el-
ements can include type and/or amount of energy to be
delivered by an energy delivery based treatment assem-
bly. Dissimilarities in targettissue treatments can include:
target tissue area treated; target tissue volume treated;
target tissue length treated; target tissue depth treated;
target tissue circumferential portion treated; ablative fluid
type, volume and/or temperature delivered to a reservoir
such as a balloon; ablative fluid type, volume and/or tem-
perature delivered directly to tissue; energy delivery type;
energy delivery rate and/or amount; peak energy deliv-
ered; average temperature of target tissue achieved dur-
ing target tissue treatment; maximum temperature
achieved during target tissue treatment; temperature
profile of target tissue treatment; duration of target tissue
treatment; surface area reduction achieved by target tis-
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sue treatment; and combinations of these.

[0183] Target tissue can include tissue of the duode-
num, such as tissue including substantially all or a limited
portion of the mucosal layer of the duodenum (e.g. in-
cluding all or a portion of the plicae circulares), such as
to treat diabetes and/or obesity while leaving the duode-
num anatomically connected after treatment. Target tis-
sue can include one or more portions of a tissue layer
selected from the group consisting of: mucosa; mucosa
through superficial submucosa; mucosa through mid-
submucosa; mucosa through deep-submucosa; and
combinations of these. Replacement tissue can com-
prise cells that have migrated from one or more of: gastric
mucosa; jejunal mucosa; an untreated portion of the du-
odenum whose mucosal tissue functions differently than
the treated mucosal tissue functions prior to treatment;
and combinations of these. Replacement tissue can in-
clude one or more tissue types selected from the group
consisting of: scar tissue; normal intestinal mucosa; gas-
tric mucosa; and combinations of these. In some embod-
iments, target tissue includes a treatment portion com-
prising the mucosal layer of the duodenum, and a safety-
margin portion comprising a near-full or partial layer of
the submucosal layer of the duodenum. In some embod-
iments, the target tissue comprises nearly the entire mu-
cosal layer of the duodenum, and can include a portion
of the pylorus contiguous with the duodenal mucosa
and/or a portion of the jejunum contiguous with the duo-
denal mucosa. In other embodiments, the target tissue
comprises up to 50% or up to 75% of the mucosal layer,
such as when up to 50% or up to 75%, respectively, of
the length of the duodenum is treated by an tissue treat-
ment element delivering energy to full circumferential ax-
ial segment of the duodenum.

[0184] Treatmentof duodenaltissue can be performed
to treat a disease and/or disorder selected from the group
consisting of: diabetes; pre-diabetes; impaired glucose
tolerance; insulin resistance; obesity or otherwise being
overweight; a metabolic disorder and/or disease; and
combinations of these. A near full circumferential portion
(e.g. approximately 360°) of the mucosal layer of one or
more axial segments of Gl tissue can be treated. In some
embodiments, less than 360° of one or more axial seg-
ments of tubular tissue is treated, such as one or more
circumferential portions less than 350°, or between 300°
and 350°, such as to prevent a full circumferential scar
from being created at the one or more axial segment
locations.

[0185] Target tissue can be selected to treat two or
more patient diseases or disorders, such as two or more
patient diseases or disorders are described herein.
[0186] Target tissue can comprise tissue of the termi-
nal ileum, such as to treat hypercholesterolemia and/or
diabetes. In these embodiments, the target tissue can
extend into the proximal ileum and/or the colon.

[0187] Targettissue can comprise gastric mucosal tis-
sue, such as tissue regions that produce ghrelin and/or
other appetite regulating hormones, such as to treat
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obesity and/or an appetite disorder.

[0188] Target tissue can comprise bladder wall tissue,
such as to treat a disease and/or disorder selected from
the group consisting of: interstitial cystitis; bladder can-
cer; bladder polyps; pre-cancerous lesions of the blad-
der; and combinations of these.

[0189] Targettissue cancomprise tissue selected from
the group consisting of: large and/or flat colonic polyps;
margin tissue remaining after a polypectomy; and com-
binations of these. These tissue locations can be treated
to treat residual cancer cells.

[0190] Target tissue can comprise esophageal tissue
and/or gastrictissue. In some embodiments, target tissue
comprises cancerous or precancerous tissue treated
with a single or multiple energy deliveries, in single or
multiple clinical procedures. In some embodiments, tar-
get tissue is treated as a treatment of Barrett’s esopha-
gus.

[0191] Targettissue can comprise airway lining tissue,
such as to treat a disease and/or disorder selected from
the group consisting of: bronchoalveolar carcinoma; oth-
er lung cancers; pre-cancerous lung lesions; and com-
binations of these.

[0192] Target tissue can comprise at least a portion of
the intestinal tract afflicted with inflammatory bowel dis-
ease, such that Crohn’s disease and/or ulcerative colitis
can be treated.

[0193] Target tissue can comprise tissue of the oral
cavity, such as to treat one or more of: oral cancers and
a pre-cancerous lesion of the oral cavity.

[0194] Target tissue can comprise tissue of the na-
sopharynx, such as to treat nasal polyps.

[0195] Target tissue can comprise Gl tissue selected
to treat Celiac disease and/or to improve intestinal barrier
function.

[0196] The treatment assemblies, systems, devices
and methods of the present disclosure can be configured
to avoid ablating or otherwise adversely affecting certain
tissue, termed "non-target tissue" herein. Depending on
the location of tissue intended for treatment (i.e. target
tissue), different non-target tissue can be applicable. In
certain embodiments, non-target tissue can comprise tis-
sue selected from the group consisting of: gastrointesti-
nal adventitia; duodenal adventitia; the tunica serosa; the
tunica muscularis; the outermost partial layer of the sub-
mucosa; ampulla of Vater such as during mucosal treat-
ment proximate the ampulla of Vater; pancreas; bile duct;
pylorus; and combinations of these.

[0197] The treatment assemblies, treatment elements
and other functional elements of the present disclosure
can be configured to automatically and/or manually ex-
pand in at least a radial direction. Typical expandable
elements include but are not limited to: an inflatable bal-
loon; a radially expandable cage or stent; one or more
radially deployable arms; an expandable helix; an unfur-
lable compacted coiled structure; an unfurlable sheet; an
unfoldable compacted structure; and combinations of
these. In some embodiments, the expandable elements
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can comprise aradially expandable tube, such as a sheet
of material resiliently biased in a radially expanded con-
dition that can be compacted through a furling operation,
or a sheet of material resiliently biased in a radially com-
pact condition that can be expanded through an unfurling
operation. The expandable elements can comprise a
foldable sheet, such as a sheet configured to be folded
to be radially compacted and/or to be unfolded to radially
expand. In some embodiments, the expandable ele-
ments expand to contact tissue, such as to expand to a
diameter similar to the diameter of the luminal wall tissue
into which the expandable element has been placed. In
some embodiments, the expandable elements expand
to be closer to wall tissue, but remain at a distance (e.g.
a fixed or pre-determined distance) from the tissue sur-
face. In some embodiments, the expandable elements
expand to be larger than the diameter of the luminal wall
tissue into which the expandable element has been
placed, such as to improve the quality of the apposition
of the expandable element against the uneven surface
of the tissue. In these embodiments, the fully expanded
diameter of the expandable elements would be config-
ured to avoid a diameter large enough to cause lasting
mechanical damage to the apposed tissue and/or to tis-
sue proximate the apposed tissue.

[0198] Anydevice ofthe presentdisclosure caninclude
one or more treatment elements configured to deliver
energy to one or more energy delivery zones, to treat at
least a portion of target tissue. Any device can include
one or more fluid delivery elements, such as one or more
nozzles configured to deliver fluid to tissue. The fluid de-
livery elements can be constructed and arranged to de-
liver fluid to perform a function selected from the group
consisting of: expanding one or more tissue layers;
warming or cooling tissue; removing debris or other sub-
stance from a tissue surface; delivering energy to an en-
ergy delivery zone comprising a continuous or segment-
ed surface; treating target tissue; and combinations of
these. Any of the expandable assemblies of the present
disclosure can include one or more other functional ele-
ments, such as are described in reference to the figures
herebelow. The treatment elements, fluid delivery ele-
ments, and/or other functional elements can be mounted
on, within (e.g. within the wall) and/or inside of an ex-
pandable element such as a balloon or expandable cage.
In some embodiments, one or more functional elements
is not mounted to an expandable element, such as those
attached to a shaft or other non-expandable treatment
device component.

[0199] In some embodiments, the treatment device
comprises at least one treatment element configured to
deliver energy to an energy delivery zone such as to ab-
late target tissue. Examples of ablation elements include
but are not limited to: an expandable reservoir such as
a balloon configured to receive fluid at a temperature
sufficient to ablate tissue; fluid delivery elements config-
ured to deliver ablative fluid directly to target tissue; a
radiofrequency (RF) energy delivery element such as
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one or more electrodes; an ultrasonic transducer such
as one or more piezo crystals configured to ablate tissue;
a laser energy delivery element such as one or more
optical fibers and/or laser diodes; a rotating ablation el-
ement; a circumferential array of ablation elements; and
combinations of these.

[0200] The balloons of the present disclosure can be
divided into two general categories: those that are com-
posed of a substantially elastic material, such as silicone,
latex, low-durometer polyurethane, and the like; and
those that are composed of a substantially inelastic ma-
terial, such as polyethylene terephthalate (PET), nylon,
high-durometer polyurethane and the like. A third cate-
gory includes balloons which include both elastic and in-
elastic portions. Within the category of elastic balloons,
two subcategories exist: a first sub-category wherein a
combination of material properties and/or wall thickness
can be combined to produce a balloon that exhibits a
measurable pressure-threshold for inflation (i.e. the bal-
loon becomes inflated only after a minimum fluidic pres-
sureis applied to the interior of the balloon); and a second
sub-category, wherein the balloon expands elastically
until an elastic limit is reached which effectively restricts
the balloon diameter to a maximum value. The individual
properties of the balloons in each of these categories can
be applied to one or more advantages in the specific em-
bodiments disclosed herein, these properties integrated
singly or in combination. By way of example only, one or
more of the following configurations can be employed: a
highly elastic balloon can be used to achieve awide range
of operating diameters during treatment (e.g. during op-
eration a desired balloon diameter can be achieved by
adjustment of a combination of fluid temperature and
pressure); a substantially inelastic balloon or a balloon
that reaches its elastic limit within a diameter approxi-
mating a target tissue diameter (e.g. a duodenal mucosal
diameter) can be used to achieve a relatively constant
operating diameter that will be substantially independent
of operating pressure and temperature; a balloon with a
pressure-threshold for inflation can be used to maintain
an uninflated diameter during relatively low pressure con-
ditions of fluid flow and then achieve a larger operating
diameter at higher pressure conditions of flow. Pressure-
thresholded balloons can be configured in numerous
ways. Inone embodiment, a balloon is configured to have
a relatively thick wall in its uninflated state, such as to
maximize an electrically and/or thermally insulating effect
while the balloon is maintained in this uninflated state.
The balloon can be further configured such that its wall
thickness decreases during radial expansion (e.g. to de-
crease an electrically and/or thermally insulating effect).
In another embodiment, a balloon is configured to have
a relatively small diameter in its uninflated state (e.g. a
diameter that is small relative to the inner diameter of
tubular target tissue such as the diameter of the mucosal
layer of duodenal wall tissue), such as to minimize or
completely eliminate apposition between the balloon and
the surrounding tissue to minimize heat, RF and/or other
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energy transfer into the surrounding tissue until the bal-
loon is fully inflated. In another embodiment, a balloon
and an ablation system or device are configured to cir-
culate a flow of fluid through the balloon (e.g. an elastic
balloon or an inelastic balloon) at a sufficiently low
enough pressure to prevent apposition of the balloon or
other device component with target tissue, such as to
pre-heat one or more surfaces of the ablation system or
ablation device that are in fluid communication with the
balloon. In this configuration, when the balloon or other
ablation element is positioned to deliver energy to target
tissue, the temperature of the balloon or other ablation
element will be at a desired level or it will rapidly and
efficiently reach the desired level for treatment (i.e. min-
imal heat loss to the fluid path components due to the
preheating or pre-cooling). These configurations provide
a method of delivering energy to tissue with an ablative
fluid filled balloon. A "thermal priming" procedure can be
performed prior to one or more target tissue treatments,
such as to improve thermal response time of one or more
portions of the treatment device. Ablative fluid filled bal-
loon treatment devices as well as thermal priming devic-
es and methods can be configured as is described in
applicant’s co-pending International PCT Application Se-
rial Number PCT/US2013/28082, entitled "Heat Ablation
Systems, Devices and Methods for the Treatment of Tis-
sue", filed February 27, 2013.

[0201] At times during target tissue treatment when it
is desirable to initiate, increase and/or otherwise modify
the treatment of tissue by one or more tissue treatment
elements (e.g. a fluid delivery element delivering ablative
fluid, a mechanically abrasive element, a hot or cold fluid
balloon delivering a thermal energy to tissue and/or an
electrode delivering RF energy), the treatment assembly
diameter (e.g. the diameter of a balloon, deployable
cage, expandable tube or other expandable assembly)
can be increased in situ to move a treatment element
closer to target tissue and/or to change the contact force
between the treatment element and the target tissue. At
times during treatment when it is desirable to stop or oth-
erwise decrease the amount of tissue treatment, the
treatment assembly diameter can be reduced in situ,
such as to prevent or reduce delivery of energy or other
treatment to the target tissue by eliminating or reducing
tissue contact of one or more treatment elements (e.g.
electrodes, abrasive surfaces or ablative fluid filled bal-
loons). For those cases where the native diameter of the
target tissue varies substantially within the treatment
zone, then a highly elastic or compliant balloon or other
expandable element can be employed, such as a balloon
or deployable cage which can be adjusted to achieve a
wide range of operating diameters.

[0202] Alternatively or additionally, to initiate, increase
and/or otherwise modify the treatment of tissue by one
or more treatment elements (e.g. a fluid delivery element
delivering ablative fluid, a mechanically abrasive ele-
ment, a hot or cold fluid balloon delivering thermal energy
to tissue and/or an electrode delivering RF energy), the
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diameter of the target tissue can be decreased in situ to
move target tissue closer to a treatment element and/or
to change the contact force between the target tissue
and the treatment element. To stop or otherwise de-
crease ablation of tissue, the diameter of tissue neigh-
boring a treatment element can be increased in situ, such
as to prevent or reduce delivery of energy or other treat-
ment to the target tissue by eliminating or reducing tissue
contact of one or more treatment elements (e.g. elec-
trodes, abrasive surfaces or ablative fluid filled balloons).
The diameter of the tissue proximate a treatment element
can beincreased or decreased, independent of the treat-
ment assembly diameter, by means of delivering and/or
withdrawing a fluid, to and/or from a lumen surrounded
by target tissue, such as by using standard Gl insufflation
techniques. Typical insufflation fluids include but are not
limited to: gases such as carbon dioxide or air; liquids
such as water or saline solution; and combinations of
these. The insufflation fluids can be introduced through
a treatment device, through an endoscope such as an
endoscope through which the treatment device is insert-
ed, and/or via another device placed proximate the target
tissue. Delivery of insufflation fluids can be performed to
move target tissue away from one or more treatment el-
ements, such as to stop transfer of energy to target tissue
at the end of a treatment of target tissue as described
hereabove. Alternatively or additionally, delivery of insuf-
flation fluids can be performed to manipulate tissue, such
as to distend and/or elongate tissue. Removal of these
insufflation fluids and/or the application of a vacuum or
other negative pressure can be used to decrease the
diameter of the target tissue, such as to bring the target
tissue in closer proximity to one or more treatment ele-
ments and/or to increase the contact force between tar-
get tissue and one or more treatment elements, also as
described hereabove. In this tissue diameter controlled
approach, a treatment assembly including a balloon that
can be maintained at a substantially constant diameter
can be desirable, such as a substantially inelastic balloon
such as a balloon with an elastic-limit.

[0203] Referring now to Fig. 1, a flow chart of a meth-
od of treating target tissue in a patient is illustrated. The
method includes providing at least a tissue treatment el-
ement configured to deliver energy to tissue. A tissue
treatment system can be provided, such as system 10
of Fig.3, including treatment element assembly 140 as
described herebelow. Target tissue is treated, such as
target tissue of the Gl tract, by causing the treatment
element to deliver energy to tissue in an energy delivery
zone, as defined hereabove. The energy delivery causes
a reduction in the surface area of tissue, such as a re-
duction in the luminal surface area of one or more por-
tions of the Gl tract.

[0204] InSTEP 10, a patient assessment is performed
such as to diagnose, prognose or otherwise assess one
or more diseases or disorders of a patient. STEP 10 can
include selecting a mammalian patient (e.g. a human)
for receiving a method of the present disclosure. If se-
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lected, STEPs 20 through 70 can then be performed.
[0205] In STEP 20, target tissue to be treated is se-
lected. Target tissue can include multiple tissue seg-
ments to be treated simultaneously or sequentially as
described herein. In subsequent steps, additional target
tissue can be identified for treatment, and previously
identified target tissue can be removed from considera-
tion of treatment. Target tissue can include but is not
limited to: mucosa; mucosa through superficial submu-
cosa; mucosa through mid- submucosa; mucosathrough
deep-submucosa; and combinations of these. Target tis-
sue segments can comprise length (e.g. axial length),
width (e.g. an arc length dimension such as the partial
orfull circumference of a surface or layer of tubular tissue)
and depth dimension. In some embodiments, an axial
length dimension of each target tissue segment is less
than 20cm in length, less than 15cm in length, less than
10cm, less than 5cm in length or less than or equal to
3cm in length. In some embodiments, a cumulative sum
of all the target tissue axial segment length dimensions
is less than 100cm, or less than 50cm (i.e. less than
100cm or less than 50cm, respectively, of the Gl tract is
treated).

[0206] In STEP 30, one or more treatment devices are
selected, such as those described in reference to Fig. 3
and Fig. 5 herebelow. The treatment devices provide a
tissue treatment element constructed and arranged to
deliver energy.

[0207] STEPs 40 comprise STEP 41, STEP 42 and
STEP 43. Any of STEPs 41, 42 and 43 can be performed
multiple times, in various orders, such as when the target
tissue comprises multiple tissue segments that are treat-
ed sequentially. STEPs 40 can be performed with one or
more components of system 10 of Fig. 3 described her-
ebelow. One or more devices can be inserted into the
body over a guidewire and/or through an endoscope,
such as a sizing element, a tissue expansion element
and/or a tissue treatment element that is inserted into the
patient’s body over a guidewire or through an endoscope.
[0208] In STEP 41, a portion of the patient’s anatomy
is measured, such as to measure one or more diameters
(e.g. one or more diameters of in inner surface of an axial
segment of the duodenum or jejunum), radius of curva-
ture, or other geometric analysis of tissue such as a vol-
ume of tissue such as a target tissue volume, or a surface
area oftissue such as asurface area of an energy delivery
zone. In some embodiments, the anatomical measure-
ment is performed using one or more devices or compo-
nents of system 10 of Fig. 3 described herebelow, such
as sizing device 430.

[0209] In STEP 42, one or more tissue layers of the
patient are expanded, such as with a tissue expansion
device and/or tissue expanding element such as those
described in applicant’s co-pending International PCT
Application Serial Number PCT/US2013/37485, entitled
"Tissue Expansion Devices, Systems and Methods", filed
April 19, 2013. The tissue layers expanded can comprise
target tissue and/or non-target tissue. In some embodi-
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ments, one or more measurement procedures of STEP
41 is performed to measure the expansion, changes or
other dimensional information caused or otherwise relat-
ed to one or more tissue expansions performed in one
or more STEPs 42. In some embodiments, the expanded
tissue comprises one or more layers of submucosal tis-
sue. In some embodiments, tissue is expanded to flatten
plicae of the Gl tract. Tissue expansion can be accom-
plished with one or more fluid delivery elements, such as
a fluid delivery element selected from the group consist-
ing of: needle; water jet; iontophoretic fluid delivery ele-
ment; and combinationsif these, such as those described
in reference to Fig. 3 herebelow. One or more fluid de-
livery elements can be part of a fluid delivery assembily,
such as a fluid delivery assembly of system 10 of Fig. 3.
A fluid delivery assembly can include reservoirs or bo-
luses of predetermined amounts of fluid, such as a vol-
ume of fluid for an injection that is at least 1ml, or between
2ml and 5ml. Fluid can be injected to multiple injection
sites, such as a set of multiple injection sites selected
from the group consisting of: at least three injection sites
along a circumference of tubular tissue, where a first in-
jection site can be separated from a second injection site
by approximately 1cm, or between 0.5cm to 5¢cm, or be-
tween 1cm and 3cm, or between 1cm and 2cm; two or
more injection sites that are axially and/or radially
spaced; two or more injections sites that are separated
based on the diameter of the tubular tissue into which
they are injected; and combinations of these. Fluid can
be injected with the assistance of one or more vacuum
applying elements, such as those described in reference
to Fig. 3herebelow. Injected fluid can comprise a material
selected from the group consisting of: water; saline; gel;
and combinations of these. In some embodiments, in-
jected fluid comprises a protein hydrogel.

[0210] Tissue expandedin STEP 42 can comprise one
or more layers of gastrointestinal tissue, such as one or
more layers of duodenal and/or jejunal tissue. The one
or more tissue layers can comprise one or more layers
of submucosal tissue.

[0211] In STEP 43, target tissue is treated, such as
with the one or more treatment devices selected in STEP
30. STEP 43 includes the treatment of target tissue with
one or more treatment elements to deliver energy to one
or more energy delivery zones within the patient’s Gl tract
or other anatomical location as described herein. The
energy delivered causes a reduction in luminal surface
area of one or more portions of the patient’s Gl tract. The
reductionin surface area can be areductioninthe surface
area of the target tissue treated and/or a reduction in Gl
luminal surface area that results after new tissue forms
as aresult of the target tissue treatment (e.g. new tissue
that replaces the treated target tissue).

[0212] In some embodiments, energy delivery during
STEP 43 can be modified (e.g. initiated, stopped, in-
creased and/or decreased) by changing (i.e. increasing
or decreasing) the cross-sectional area of tissue sur-
rounding a tissue treatment element. This decrease can
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be caused by means of delivering and/or withdrawing a
fluid, to and/or from a lumen surrounded by target tissue,
such as by using standard Gl insufflation techniques with
an insufflation device of the system of the present dis-
closure, as described hereabove. In some embodiments,
apposition of a tissue treatment element is measured,
such as to determine if sufficient contact is present be-
tween a tissue treatment element and target tissue.
[0213] Targettissue treatment of STEP 43 can be per-
formed at a time related to the time of one or more tissue
expansions performed in a previously performed STEP
42. In some embodiments, target tissue that has been
expanded is treated at least 1 minute after expansion, or
at least 5 minutes after expansion. In some embodi-
ments, target tissue is treated within at least 20 minutes
of expansion. In some embodiments, expanded tissue
comprises an inner layer of an axial segment of duodenal
and/or jejunaltissue, and energy is delivered to an energy
delivery zone including multiple, discontinuous partial cir-
cumferential portions of the axial segment. In these em-
bodiments, energy is not delivered to at least one partial
circumferential tissue portion between two of the treated
portions of the axial segment, such as is described in
detail in reference to Fig. 7A-7C herebelow.

[0214] In some embodiments, STEPs 41, 42 and 43
are performed multiple times, such as to measure, ex-
pand and treat multiple tissue segments along the length
of the Gl tract, such as along a length of the duodenum
and/or jejunum of the patient. In some embodiments, a
series of geometry measurements of STEP 41 are per-
formed continuously, after which a series of tissue ex-
pansions of STEP 42 are performed continuously, after
which a series of tissue treatments of STEP 43 are per-
formed continuously. Alternatively or additionally, one or
more of STEPs 41, 42 and 43 are performed in between
one or more of the other steps in an alternating fashion.
[0215] In some embodiments, between two and fifty
energy delivery zones receive energy from a treatment
element, such as in one to fifty STEP 43’s. The multiple
energy delivery zones can receive energy simultaneous-
ly or sequentially, such as within a twenty-four hour pe-
riod. In some embodiments, a second procedure as de-
scribed herein is performed, where a second energy de-
livery zone receives energy between twenty-four hours
and six months after afirst energy delivery zone receives
energy. Multiple energy delivery zones can have over-
lapping and/or similar boundaries (e.g. proximal or distal
boundaries), as described in detail in reference to Fig. 4
herebelow. Any of the multiple energy delivery zones can
include a full or partial circumferential segment of tubular
tissue, such as a full or partial circumferential portion of
an axial segment of duodenal and/or jejunal tissue.
[0216] In STEP 50, the condition of the patient is as-
sessed. STEP 50 can be performed at any time during
the clinical procedure, or at a time subsequent to the
clinical procedure, such as 1 week, 1 month, 3 months,
6 months or longer from the time of the clinical procedure.
[0217] In STEP 60, a determination is made whether
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a second treatment should be performed on the patient,
such as a treatment including STEP 20 through STEPs
40 described hereabove. If arepeat procedure is deemed
necessary, STEP 10 and one or more subsequent steps
can be repeated. If a repeat procedure is deemed un-
necessary at that time, STEP 70 is performed.

[0218] In STEP 70, a post-tissue treatment procedure
can optionally be performed on the patient. In STEP 70,
the patient can receive additional medical treatments in-
cluding one or more pharmaceutical treatments such as
a treatment including a pharmaceutical drug or other
agent selected from the group consisting of: an anti-in-
flammatory agent such as a steroid; an immunomodula-
tor such as Sirolumus or Tacrolimus; Sucralfate; a bis-
muth compound; an acid inhibitor; a proton-pump inhib-
itor; a H2-receptor blocker; an antibiotic; an anti-fungal;
an appetite suppressant agent; an anti-obesity agent; an
anti-cholesterol agent; a diabetes drug such as metform-
in, a GLP-1 analogue, a DPP-IV inhibitor, sulfonulereas,
insulin, or an insulin analog; and combinations of these.
Alternatively or additionally, the treatment can include
the patient undertaking a specific diet, such as a low cal-
orie diet. In some embodiments, the low calorie diet com-
prises a diet including less than 1500 calories per day,
or less than 1000 calories per day. The diet can include
minimizing the content of one or more substances, such
as fructose, simple sugars or fats. In some embodiments,
a low calorie diet is maintained during a period of time in
which atleast some mucosal regrowth occurs. The period
after the delivery of energy can be characterized by an
intense phase of mucosal regrowth, during which time
the epithelial surface reconstitutes itself to provide a mu-
cosal barrier against the environment. At the same time,
the cellular architecture of the mucosa is restored in such
a way as to facilitate the proper physiologic functioning
of the region that was treated with energy. The physio-
logic function of the mucosal layer can be influenced by
dietary modifications or pharmaceutical agents that af-
fect cellular proliferation or growth by altering the number
or types of cells that comprise the reconstituted mucosa.
A low calorie diet, for instance, can stimulate the growth
of less total mucosal mass than a high calorie diet, and
can also influence the number and type of hormone-pro-
ducing cells that differentiate from the stem cells that give
rise to the reconstituted mucosa.

[0219] After STEP 70, STEP 50 can be re-performed,
such as after an elapsed time of at least 6 months or at
least one year later.

[0220] In the method of Fig. 1, the patient can be se-
lected for treatment of one or more diseases or disorders
such as those described hereabove. In some embodi-
ments, the patient is selected to treat a disease or disor-
der selected from the group consisting of: diabetes; pre-
diabetes; impaired glucose tolerance; insulin resistance,
and combinations of these. In some embodiments, the
patient is selected to treat a disease or disorder selected
from the group consisting of: obesity or otherwise being
overweight; hypercholesterolemia; exercise intolerance;
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psoriasis; hypertension; hypertriglyceridemia; metabolic
syndrome; and combinations of these. The method can
be performed after the patient has exhibited one or more
symptoms of a disease state for a period of time, such
as at least 1 year, at least 2 years or at least 5 years. In
some embodiments, the patient is selected to treat type
2 diabetes. In some embodiments, a diabetic patient is
treated within a time period of exhibiting diabetic physi-
ology, such as a time period of less than 10 years, less
than 5 years, less than 2 years or less than 1 year. In
some embodiments, a patient selected for treatment has
an HbAlc level of at least 7.5% or at least 8%.

[0221] The method of Fig. 1 can be performed to cause
a reduced absorptive (e.g. reduced absorption of nutri-
ents) and/or reduce secretory capacity (e.g. reduced se-
cretion of gut hormones) due to the reduction of luminal
surface area of at least a portion of the Gl tract. In some
embodiments, reduced absorption of at least one of glu-
cose, cholesterol, a monoglyceride or a free fatty acid is
achieved. The method can be constructed and arranged
to cause a reduction in glucose absorption and/or gut
hormone release in a surface area reduced portion of the
Gl tract, such as areduction thatis presentin these areas
during and/or after food intake by the patient. In some
embodiments, a reduced release of GIP and/or another
proximal gut hormone results in the surface area reduced
portion of the Gl tract.

[0222] The amount of target tissue selected and/or
treated (e.g. including one or more continuous or discon-
tinuous tissue segments) can be proportionally related
to the longevity of the disease state being treated. The
amount of target tissue selected and/or treated can com-
prise a volume of tissue, such as the cumulative volume
of multiple continuous and/or discontinuous tissue seg-
ments. Alternatively or additionally, the amount of target
tissue selected and/or treated can be represented by a
length of tubular tissue, such as the cumulative length of
multiple continuous and/or discontinuous axial tubular
(e.g. duodenal) tissue segments each of which receives
energy on one or more portions of at least 50% of its
inner surface (i.e. the energy delivery zone comprises at
least 50% of the inner surface of the cumulative lengths
of axial tubular tissue segments). Alternatively or addi-
tionally, the amount of target tissue selected and/or treat-
ed can be represented by an amount of tissue surface
area of tissue receiving energy, such as the cumulative
surface area of multiple continuous and/or discontinuous
tissue portions each of which receives energy on one or
more portions of at least 50% of its inner surface (i.e. the
energy delivery zone comprises at least 50% of the inner
surface of the multiple tissue portions).

[0223] In some embodiments, the disease state com-
prises a diabetes state and the following proportions of
targettissue treated apply: the energy delivery zone com-
prises less than 50% of the duodenal mucosal surface
area if the patient has exhibited diabetic physiology for
less than 3 years; the energy delivery zone comprises
less than 50% of the duodenal mucosal surface area if
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the patient has exhibited diabetic physiology for less than
5 years; the energy delivery zone comprises less than
75% of the duodenal mucosal surface area if the patient
has exhibited diabetic physiology for less than 7 years;
or the energy delivery zone comprises less than 75% of
the duodenal mucosal surface area if the patient has ex-
hibited diabetic physiology forless than 10 years. Inthese
and other embodiments, the percentage of the energy
delivery zone receiving energy can be between 0.01%
and 100% ofthe surface area of the energy delivery zone,
such as at least 2%, at least 5%, at least 10% or at least
20% of the surface area of the energy delivery zone.
[0224] In some embodiments, the disease state com-
prises a diabetes state and the following proportions of
targettissue treated apply: the energy delivery zone com-
prises less than 50% of the duodenal mucosal surface
area if the patient has an HgbAlc level less than 8; the
energy delivery zone comprises less than 50% of the
duodenal mucosal surface area if the patient has an Hg-
bAlclevelless than 9;the energy delivery zone comprises
less than 75% of the duodenal mucosal surface area if
the patienthas an HgbAlclevelless than 10; or the energy
delivery zone comprises less than 75% of the duodenal
mucosal surface area if the patient has an HgbAlc level
less than 12. In these and other embodiments, the per-
centage ofthe energy delivery zone receiving energy can
be between 0.01% and 100% of the surface area of the
energy delivery zone, such as at least 2%, at least 5%,
at least 10% or at least 20% of the surface area of the
energy delivery zone.

[0225] In some embodiments, the target tissue and/or
the energy delivery zone is selected based on patient
characteristics. Applicable patient characteristics include
but are not limited to: duration of diabetes; HbA1c; area
under the curve of a glucose tolerance test; area under
the curve of a mixed meal tolerance test; C-peptide level;
GIP level; GLP-1 level; age; BMI; and combinations of
these. In some embodiments, the target tissue and/or
the energy delivery zone is selected based on a target
diabetes endpoint results, such as the result determined
in one or more diagnostic tests. Applicable diabetic end-
point results include but are not limited to: target HbAlc
level; target BMI; target area under the curve of glucose
tolerance test; target cholesterol level; target triglyceride
level; and combinations of these.

[0226] In some embodiments, the energy delivery
zone comprises an anatomical location selected from the
group consisting of: inner surface portion of stomach; full
circumferential inner surface of an axial segment of du-
odenum; partial circumferential inner surface of an axial
segment of duodenum; full circumferential inner surface
of an axial segment of jejunum; partial circumferential
inner surface of an axial segment of jejunum; and com-
binations of these. The energy delivery zone and/or tar-
get tissue can include at least one axial segment of the
duodenum and/or jejunum, such as tissue comprising at
least mucosal tissue of the duodenum and/or jejunum.
The at least one axial segment of target tissue and/or
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energy delivery zone treated can include a full or partial
circumferential segment of Gl tissue. In some embodi-
ments, a partial circumferential segment to be treated
comprising 45° to 350° of an axial segment of tubular
tissue. In additional to duodenal and/or jejunal mucosal
tissue, target tissue can include tissue selected from the
group consisting of: ileal mucosal tissue; gastric mucosal
tissue; and combinations thereof.

[0227] Target tissue treated and/or an energy delivery
zone can be positioned relative to one or more anatomical
structures, such as to ensure and/or improve therapeutic
benefit, and/or to prevent damage to tissue or prevent
any undesired clinical event. In some embodiments, tar-
get tissue and/or an energy delivery zone comprises at
least one tissue segment comprising tubular tissue with
a proximal end and a distal end, such as a relatively con-
tinuous axial segment of one or more full or partial cir-
cumferential tissue layers or surfaces of the duodenum.
In some embodiments, the target tissue and/or energy
delivery zone proximal end is positioned distal to (i.e.
away) from the ampulla of Vater, but within 5¢cm or within
2cm of the ampulla of Vater, such as when the ampulla
of Vater is located and/or otherwise identified prior to one
or more energy deliveries to treat target tissue. In some
embodiments, tissue treatment element treats target tis-
sue proximal to but in close proximity to the ampulla of
Vater (e.g. delivers energy to an energy delivery zone
proximal to but in close proximity to the ampulla of Vater).
The target tissue and/or energy delivery zone proximal
end can be positioned at least 10cm from the pylorus, or
at least 15cm from the pylorus. The target tissue and/or
energy delivery zone proximal end can be positioned dis-
talto the duodenal bulb. In some embodiments, the target
tissue and/or energy delivery zone proximal end is posi-
tioned at a location in the duodenum that includes the
most proximal location in the duodenum that includes
plicae circulares. In some embodiments, the target tissue
and/or energy delivery zone proximal end is positioned
at a location within 5cm of the ampulla of Vater and the
distal end is located proximal to the ligament of Treitz.
[0228] As stated above, the energy delivery zone can
comprise multiple energy delivery zones that receive se-
quential deliveries of energy, such as sequential deliver-
ies of energy received from a single energy delivery el-
ement or other tissue treatment element (e.g. a hot fluid
balloon or electrode array) that translates within the Gl
tract from a first energy delivery zone to a second energy
delivery zone between energy deliveries. In some em-
bodiments, each energy delivery zone comprises a
length from a proximal end to a distal end of at least 3cm
oratleast5cm. Insome embodiments, an energy delivery
zone can comprise a length from its proximal end of at
least 10cm or at least 50cm, such as when a single or
few energy delivery zones receive energy during a single
clinical procedure.

[0229] Insome embodiments, atleast one portion (e.g.
at least one axial segment) of an inner surface of the
duodenum and/or jejunum does not receive energy from
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atreatmentelement. The atleastone non-energy-receiv-
ing surface can comprise a segment of mucosa that in-
cludes minimal or no plicae circulares. Alternatively or
additionally, the at least one non-energy-receiving sur-
face can comprise a segment of the duodenum and/or
jejunum with a sharp bend, such as a curved segment
of tubular tissue with an average radius of curvature less
than 5cm over a 75° arc, or less than 3cm over a 75°arc,
as described herebelow in reference to Fig. 6. Similarly,
in some embodiments, one or more energy delivery
zones can comprise the inner surface of relatively linear
tubular tissue segments, while segments with a higher
radius of curvature are avoided. In these embodiments,
the energy delivery zone can comprise the inner surface
of one or more full circumferential segments of tubular
tissue. In some embodiments, at least a portion of an
inner surface of tubular tissue may not receive energy
from a tissue treatment element due to the inner surface
topography that can result during a tissue expansion pro-
cedure (e.g. a submucosal tissue expansion procedure
as described herein), such as when one or more valleys
created by the tissue expansion do not receive energy
delivered by a tissue treatment element, as described in
detail below in reference to Figs. 7A-7C.

[0230] In some embodiments, a relatively small pro-
portion of an energy delivery zone receives energy from
a tissue treatment element, such as is specifically de-
scribed in reference to treatment device 500 of Figs 5A
and 5B described herebelow. In this "fractional" ap-
proach, small portions of the entire surface of one or more
energy delivery zones receive energy, such as light en-
ergy or electromagneticenergy (e.g. RF energy). Insome
embodiments, the portions of the tissue surfaces receiv-
ing energy can be sufficiently small such that the total
amount of heat generated is minimal. One advantage of
this fractional method is to reduce adverse effects of one
or more overlapping treatments (e.g. reduce likelihood
of damage to non-target tissue), such as to alleviate the
requirement of precise positioning of a delivery element
or otherwise reduce the precision required in energy de-
livery. In some embodiments, the energy delivery zone
is between 1cm2 and 5cm?2. The small portions of a tissue
surface receiving energy result in multiple treated target
tissue segments that each includes an inward facing sur-
face relatively positioned on the tissue surface receiving
the energy. Non-target or other tissue not receiving en-
ergy can be positioned between the multiple treated tar-
get tissue segments. These treated target tissue seg-
ments extend into the tissue, such as deeper into the wall
of tubular tissue such as deeper through a mucosal layer
and at least partially into a submucosal layer. In some
embodiments, the target tissue segments inward facing
surfaces collectively comprise a quantity of 50 to 3000
per square centimeter of tissue surface receive energy,
such as approximately a quantity of 500 per square cen-
timeter. The target tissue inward facing surfaces can
each comprise a surface with an equivalent diameter of
between 20 and 200 microns (i.e. a surface whose area
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is equivalent to a circle with a diameter between 20 and
200 microns). The target tissue inward facing portions
positioned within an energy delivery zone can be treated
sequentially, such as a sequential energy delivery by a
scanning light delivery element and/or sequentially acti-
vated electrodes delivery RF energy. Alternatively or ad-
ditionally, multiple target tissue inward facing portions
positioned within an energy delivery zone can be treated
simultaneously, such as via a light source that delivers
multiple rays of light to a tissue surface simultaneously
(e.g. as described in reference to Fig. 5 herebelow), or
an array of micro-electrodes that delivers monopolar en-
ergy to small portions of tissue simultaneously. A set of
energy delivery zones can each comprise an axial length
of between 0.5 and 3cm in length. A tissue treatment
element can be translated between energy deliveries,
such as a translation of approximately between 0.5cm
and 3cm, such as to allow a slight overlap between any
two energy delivery zones, such as to cause a mating of
boundaries of any two energy delivery zones and/or such
as to provide a gap between any two energy delivery
zones.

[0231] In this fractional approach, the ratio of energy
delivery zone tissue receiving energy to energy delivery
zone tissue not receiving energy can between 0.1% and
90%, such as less than 50%, less than 20%, less than
10%, less than 5%, less than 2% or less than 1%. The
target tissue segment inward facing surfaces can com-
prise a major axis of less than or equal to 100 microns.
The target tissue can be exposed to a temperature great-
er than or equal to 60°C, between 60°C and 80°C, or a
temperature greater than or equal to 100°C. In some em-
bodiments, at least a portion of the target tissue is va-
porized. Energy delivered to the energy delivery zones
in this fractional approach can comprise energy selected
from the group consisting of: RF; ultrasound; laser light;
non-laser light such as non-laser light from an LED;
chemical; and combinations of these. In some embodi-
ments, the fractional approach energy delivered is laser
or other light energy, such as light energy delivered ele-
ment by a rotating element as is described in reference
to Fig. 5 herebelow. In some embodiments, the fractional
approach energy delivery comprises RF energy delivery,
such as monopolar or bipolar RF energy delivery from
an array of electrodes as described in reference to Fig.
3 herebelow. In some embodiments, the fractional ap-
proach involves expanding one or more layers of tissue,
as described herein. In these embodiments, the tissue
can be expanding with a fluid comprising an injectable
non-energy absorbing material. Alternatively or addition-
ally, fluid can be expanded with an injectable energy ab-
sorbing material, such as water or saline.

[0232] The method of Fig. 1 can be accomplished with
a tissue treatment system or device, such as system 10
or one or more components or assemblies of system 10
described herebelow in reference to Fig. 3. The tissue
geometry measurement procedures of STEP 41, the tis-
sue expansion procedures of STEP 42, the tissue treat-
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ment procedures of STEP 43 and/or another portion of
the method of Fig. 1 can be performed with one or more
components or assemblies of system 10 of Fig. 3. In
some embodiments, the method of Fig. 1 is performed
while controlling one or more system parameters, such
as a system parameter selected from the group consist-
ing of: a priming procedure parameter such as priming
temperature or priming duration; target tissue treatment
parameter such as target tissue temperature or target
tissue treatment duration; fluid flow rate such as treat-
ment fluid flow rate; a pressure parameter such as a treat-
ment element pressure maintained during treatment of
target tissue; a treatment element diameter such as a
treatment element diameter maintained during treatment
of target tissue; and combinations of these. One or more
tissue treatment elements can be varied or otherwise
controlled during the method of the present disclosure.
In some embodiments, a controlled tissue treatment el-
ement parameter comprises a parameter selected from
the group consisting of: thermal dose delivered; priming
temperature; tissue treatment temperature; fluid flow
rate; pumping pressure; vacuum pressure; tissue treat-
ment time; and combinations of these. In some embod-
iments, the diameter of an expandable tissue treatment
element such as a balloon is controlled. In these embod-
iments, a balloon characteristic such as balloon diameter
versus pressure is selected in STEP 30.

[0233] In some embodiments, the tissue treatment el-
ement of the method of Fig. 1 provides an ablative treat-
ment to the energy delivery zone and/or the target tissue,
such as an ablative treatment selected from the group
consisting of: delivery of thermal energy from a balloon
filled with fluid at an ablative temperature; RF energy
ablation; delivery of an ablative fluid directly to tissue;
cryoablation; delivery of laser energy; delivery of sound
energy such as subsonic sound energy or ultrasonic
sound energy; plasma energy delivery; argon plasma co-
agulation; microwave energy delivery; delivery of non-
laser light energy; and combinations of these. Alterna-
tively or additionally, the tissue treatment element can
be constructed and arranged to provide a non-ablative
energy treatment to the energy delivery zone and/or the
target tissue, such as a non-ablative energy treatment
selected from the group consisting of: mechanical remov-
al of mucosal tissue; chemical, sclerosant or pharmaceu-
tical injection into the submucosa; radioactive seed dep-
osition; chemical spray such as an acid spray; pharma-
cologic administration such as drug delivery via an agent-
eluting balloon; and combinations of these. In some em-
bodiments, a non-ablative tissue treatment element com-
prises a cutter or other element constructed and arranged
to resect tissue, such as to resect plicae tissue, mucosal
tissue and/or submucosal tissue of the duodenum and/or
the jejunum. For example, a non-ablative treatment ele-
ment can be configured to resect peaks of the plicae in-
cluding much of the mucosa, such as to leave a thin layer
of submucosa on which new mucosa could grow.
[0234] Asdescribed above, atissue treatment element
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and or tissue treatment system, such as those described
in reference to Fig. 3 herebelow, can treat target tissue
in multiple tissue treatment steps. The multiple tissue
treatment steps can comprise one or more of: multiple
sequential deliveries of energy to tissue; multiple sequen-
tial deliveries of ablative fluid to tissue; multiple sequen-
tial mechanical abrasions or mechanical cutting of tissue;
and one or more expansions of one or more layers of
tissue.

[0235] In some embodiments, target tissue is treated
with a series of energy deliveries to each energy delivery
zone, after which a relatively uniform advancement of
the tissue treatment element is made, such as to sequen-
tially treatrelatively continuous (e.g. side-by-side) energy
delivery zones. Alternatively, non-bordering energy de-
livery zones can be treated with sequential deliveries,
such as to avoid heating of tissue in a particular anatom-
ical location, each as described in reference to Figs. 4
and 6 herebelow.

[0236] The method of the Fig. 1 is constructed and ar-
ranged to cause a luminal surface area reduction in at
least a portion of Gl tract. In some embodiments, the
surface area reduction occurs at least one day after de-
livery of energy to the energy delivery zone, or at least
one week or one month after the delivery of energy to
the energy delivery zone. In some embodiments, the sur-
face area reduction occurs in less than a day after treat-
ment, such as a fractional treatment using laser or RF
energy delivered to an energy delivery zone. For exam-
ple, ablative removal of tissue in one or more divots, val-
leys and/or folds causes the tissue surrounding the re-
moved tissue to simply close up, bringing the edges to-
gether and thus reducing the surface area. The surface
area reduction of the present disclosure can comprise a
reduction in a Gl tissue characteristic selected from the
group consisting of: average height of mucosal folds; sur-
face area of mucosal folds; number of mucosal folds; and
combinations of these. In some embodiments, the target
tissue treatment reshapes mucosal tissue, such as a flat-
tening of mucosal tissue or other mucosal tissue change
that can occur atleast 7 days after treatment of the target
tissue. In some embodiments, the target tissue treatment
resultsinareductionin the average villilength in a portion
of the Gl tract and/or a reduction in the number of villi in
a portion of the Gl tract.

[0237] In some embodiments, the target tissue treat-
ment reshapes and/or reduces the volume of submucos-
al tissue. In these embodiments, one or more of the fol-
lowing submucosal tissue changes can after the treat-
ment; flattening of the submucosal tissue; increased uni-
formity of thickness; increased averaged minimum thick-
ness; reduced volume of submucosal tissue; and com-
binations thereof. In some embodiments, submucosal
tissue can be vaporized and/or the delivery of energy to
an energy delivery zone can cause coagulation necrosis
where the tissue is resorbed through normal healing
process. Target tissue treatment can cause a healing
response in tissue that results in a reduced amount of
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mucosal tissue (e.g. in that portion of the Gl tract). The
submucosal tissue modification can be a result of a target
tissue treatment including controlled thermal heating,
such as controlled thermal heating by a tissue treatment
element constructed and arranged to shrink and/or de-
nature collagen in a submucosal or other tissue layer. In
some embodiments, one or more submucosal tissue
modifications can occur at least 7 days after the target
tissue treatment is performed.

[0238] In some embodiments, the target tissue treat-
ment results in one or more of: a smoother surface in a
portion of the Gl tract; a reduced number of plicae circu-
lares in a portion of the Gl tract; or a reduction in the
luminal surface area in a portion of the Gl tract. In some
embodiments, the target tissue treatment results in a
modification or other treatment of stem cells, such as to
remove and/or ablate one or more of mucosal stem cells
and/or epithelial stem cells. In some embodiments, the
target tissue treatment results in a reduction in the
number of the number of enteroendocrine cells and/or
absorptive cells in a portion of the Gl tract.

[0239] The luminal surface area reduction of one or
more portions of the Gl tract can occur at a time at least
7 days after treatment of the target tissue, such as when
the surface area reduction initiates at a time during target
tissue treatment or any time thereafter. In some embod-
iments, the surface area reduction is occurring at least 3
weeks or at least 6 weeks after target tissue treatment.
The method of the present disclosure can be constructed
and arranged such that the reduced luminal surface area
of one or more portions of the Gl tract lasts for at least 3
weeks, or at least 6 weeks. Alternatively or additionally,
the method of the present disclosure can be constructed
and arranged to provide a therapeutic benefit to the pa-
tient that lasts for at least 6 weeks, or at least 6 months,
oratleast2years. Insome embodiments, a second target
tissue treatment (e.g. a second clinical procedure as de-
scribed herein performed at least 6 weeks after the first
clinical procedure) is performed to extend the longevity
of the surface area reduction and/or the therapeutic ben-
efit achieved via the surface area reduction.

[0240] The luminal surface area reduction of one or
more portions of the Gl tract can include a reduction in
luminal surface area of one or more portions of the duo-
denum and/or jejunum. The reduced surface area of the
duodenum and/or jejunum can comprise at least 5%, at
least 10%, at least 20%, at least 50% or at least 90%, of
the surface area of the duodenum and/or jejunum, re-
spectively.

[0241] In some embodiments, STEP 30 includes se-
lecting from a kit of treatment elements, such as selecting
from a kit of treatment devices described in reference to
Fig. 3 herebelow. The selection can include selecting a
size of a treatment element, such as the diameter of a
treatment element. Alternatively or additionally, a treat-
ment element size can be varied or otherwise controlled,
such as in one or more of STEPs 40. In some embodi-
ments, a treatment element is selected and/or controlled
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to be within a diameter between 10mm and 40mm, such
as between a diameter between 15mm and 32mm. In
some embodiments, a treatment element is deflected
during the clinical procedure, such as deflection of a cath-
eter shaft including the treatment element, such as via
one or more pull wires. In some embodiments, a treat-
ment element is rotated, such as a rotation that is per-
formed prior to, during and/or subsequent to energy de-
livery to the energy delivery zone by the treatment ele-
ment. The selected treatment element can comprise one
or more expandable elements, such as an element con-
structed and arranged to expand to a diameter between
10mm and 40mm, or between 15mm and 32mm, or be-
tween 19.0mm and 27.5mm. Expandable treatment ele-
ments can include but are not limited to an element se-
lected from the group consisting of: balloon; expandable
cage; radially deployable arm; and combinations of
these.

[0242] The one or more treatment elements used to
treat target tissue in STEP 43 can have one or more of
numerous forms such as those described in reference to
Fig. 3 herebelow. A treatment element can comprise an
energy delivery element such as a hot fluid balloon, an
RF energy delivery element, an ultrasound energy deliv-
ery element, a laser or other light energy delivery ele-
ment, or combinations of these. A treatment element can
be configured to ablate tissue such a hot fluid balloon
constructed and arranged to receive fluid at a tempera-
ture greater than or equal to 90°C, and then treat target
tissue as the temperature decreases to a temperature
greaterthan 70°C during the course of treatment. Insome
embodiments, a bolus of heated fluid is provided to a
treatment element balloon. Alternatively, a recirculating
fluid can be provided to a treatment element balloon. An
RF energy delivery element can include an expandable
element such as an expandable cage or expandable bal-
loon comprising one or more electrodes constructed and
arranged to deliver monopolar and/or bipolar energy to
tissue. A treatment element can comprise a tissue cutting
element, such as a cutter configured to cut tissue during
advancement and/or retraction of the cutting element.
The cutting treatment element can further comprising a
grasper, such as to perform a grasp and cut tissue cutting
procedure.

[0243] The one or more treatment elements used to
treat target tissue in STEP 43 can be positioned on an
elongate shaft, such as an elongate shaft that passes
within a working channel of an endoscope or passes
alongside an endoscope. The elongate shaft can be ad-
vanced over a guidewire.

[0244] The method of Fig. 1 can include locating or
otherwise identifying one or more anatomical locations
such as an anatomical location where energy from the
tissue treatment element can be reduced or avoided. In
some embodiments, one or more anatomical locations
identified include the ampulla of Vater or the pylorus. In
some embodiments, a system for treating the target tis-
sue includes a visualization element, such is described
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in reference to system 10 of Fig. 3 herebelow. Tissue
can be treated based on an image produced by the vis-
ualization element, such as a visible lightor other camera.
The system can further include a tissue protection ele-
ment, also as described in reference to Fig. 3. In some
embodiments, tissue is protected with a tissue protection
element comprising at least one of a thermal barrier
and/or a spacer. The tissue protection element can pro-
tect tissue such as the ampulla of Vater. The tissue pro-
tection element can be deployed before one or more seg-
ments are target tissue as treated, such as one or more
tissue segments proximate the ampulla of Vater. The tis-
sue protection element can be deployed prior to the treat-
ment of any target tissue. In some embodiments, a tissue
protection element is removed from the patient, such as
during or after the treatment of one or more segments of
target tissue. Alternatively or additionally, a tissue pro-
tection element can be constructed and arranged to be
evacuated by the patient’s Gl system.

[0245] Referring now to Fig. 1A, a perspective view
of a tissue surface and an energy delivery zone is illus-
trated. Tissue surface S1 is shown as a flat surface for
illustrative clarity, however tissue surface S1 can com-
prise a relatively flat and/or multi-dimensional tissue sur-
face, such as an inner (full or partial) circumferential sur-
face of the esophagus, duodenum, jejunum, ileum and/or
colon. Tissue surface S1 can comprise tissue of the
mouth or stomach, or any location of the Gl tract or other
anatomical location. Positioned on surface S1 is an en-
ergy delivery zone EDZ1. At least a portion of energy
delivery zone EDZ1 has been selected for receiving en-
ergy to treat target tissue, such as is described in STEP
20 or another step of the method of Fig. 1 described here-
above. Energy delivery zone EDZ1 can receive energy
in a single energy delivery or multiple energy deliveries.
Energy delivery zone EDZ1 can be one of multiple energy
delivery zones treated in one or more clinical procedures
to treat a patient disease or disorder as described herein.
[0246] Energy can be delivered to a continuous sur-
face, or to multiple discrete surfaces, such as surfaces
Sg as shown. Surfaces Sg are shown not to scale (neither
size nor relative positioning) for illustrative clarity. In
some embodiments, the majority (e.g. greater than 50%
or greater than 70% or greater than 90%) of energy de-
livery zone EDZ1 receives energy. In other embodi-
ments, a small proportion of energy delivery zone EDZ1
receives energy, such as with a fractional energy delivery
provided to less than 50% of the area of energy delivery
zone EDZ1, such as less than 20%, less than 10%, less
than 5%, or less than 2% of the area of EDZ1. In some
embodiments, a fractional energy delivery is provided to
less than 1% of the area of EDZ1. In some embodiments,
a fractional energy delivery is delivered to one or more
axial segments of Gl tissue in multiple passes (e.g. a first
one or more energy deliveries to an axial segment of Gl
tissue followed by a second one or more energy deliver-
ies to a similar axial segment of Gl tissue). Referring
additionally to Fig. 1B, a side sectional view of a portion
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of the energy treatment zone EDZ1 of Fig. 1A along line
A-Ais illustrated. Energy delivered to surfaces Sg result
in the creation of multiple treated target tissue volumes
TT1, which each have a proximal surface S¢1. Each treat-
ed target tissue TT1 extends through the mucosal layer
of the tubular tissue, and at least partially into the sub-
mucosal layer while avoiding damage to deeper layers.
Due to heat conduction, the area of each surface St is
greater than the area of each corresponding surface Sg.
Surfaces Syt are separated by a distance dg of non-
treated tissue. In some embodiments, dg is approximate-
ly zero, such that surfaces St share acommon boundary.
In some embodiments, a fractional energy delivery is
used such that dg is greater than zero (e.g. dg can be
larger than a width of surface St7) and the cumulative
surface areas of St within energy delivery zone EDZ1
represent less than 50% of the area of energy delivery
zone EDZ1, such as less than 20%, less than 10%, less
than 5%, less than 2% or less than 1% of the area of
EDZ1.

[0247] Referring now to Fig. 1C, a perspective view
of a tubular segment of Gl tissue is illustrated, including
two energy delivery zones positioned in the lumen of the
tubular segment. A tubular segment of Gl tissue, tubular
segment GI1 includes a lumen with a surface S1. Posi-
tioned on surface S1 are two energy delivery zones,
EDZ1 and EDZ2 which each comprise a full circumfer-
ential segment of tissue surface with lengths L1 and L2
respectively. In some embodiments, EDZ1 and/or EDZ2
comprise partial circumferential surface portions of tubu-
lar segment Gl1. In some embodiments, EDZ1 and/or
EDZ2 comprise a length (L1 and L2 respectively) be-
tween 0.5cm and 3.0cm. In some embodiments, EDZ1
and EDZ2 are separated (e.g. axially separated) by a
separation distance Dg, such as a distance less than or
equal to 1cm, or less than or equal to 0.5cm. In some
embodiments, separation distance Dg equals approxi-
mately zero, such that zones EDZ1 and EDZ2 approxi-
mately share a common boundary. In other embodi-
ments, energy delivery zones EDZ1 and EDZ2 overlap.
[0248] Atleasta portionof energydeliveryzones EDZ1
and EDZ2 have been selected for receiving energy to
treat target tissue, such as is described in STEP 20 or
another step of the method of Fig. 1 described herea-
bove. Energy delivery zones EDZ1 and/or EDZ2 can re-
ceive energy in a single energy delivery or multiple en-
ergy deliveries. Energy delivery zones EDZ1 and EDZ2
can be two of multiple energy delivery zones treated in
one or more clinical procedures to treat a patient disease
or disorder as described herein.

[0249] In some embodiments, a high proportion (e.g.
greater than 50%) of energy delivery zone EDZ1 and/or
EDZ2 receives energy, such as is shown and described
in reference to Fig. 1D herebelow. In other embodiments,
a low proportion (e.g. less than 50%) of energy delivery
zone EDZ1 and/or EDZ2 receives energy, such as is
shown and described in reference to Fig. 1E herebelow.
[0250] Referring now to Fig. ID, a side sectional view
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of tissue including the two energy delivery zones of Fig.
1C is illustrated, after a high surface area proportion en-
ergy delivery has been delivered to target tissue. Fig. 1D
depicts a sectional view of tubular segment GI1 along
line B-B of Fig. 1C. A high proportion of energy delivery
zones EDZ1 and EDZ2 have received energy, such as
approximately 100% of EDZ1 and EDZ2, such as that
the entire length L1 and circumference of EDZ1 and
EDZ2 has received energy, treating target tissue TT1
and TT2 respectively. In some embodiments, one or
more hot fluid filled balloons (as are described herein) is
brought into contact with EDZ1 and EDZ2 (simultane-
ously or sequentially), such as to transfer heat to the ma-
jority of EDZ1 and EDZ2. Target tissue TT1 and TT2
comprise a relatively full circumferential (e.g. 360°) vol-
ume of target tissue with surface area St and St as
shown. Surface areas St1q and St can have a length
greater than the corresponding energy delivery zones
lengths, L1 and L2 respectively, due to the conduction
of heat in the tissue. The treated target tissue TT1 and
TT2 can extend through the mucosal layer, and partially
into the submucosal layer as shown, avoiding damage
to deeper tissue layers. In some embodiments, surface
areas St14 and Sy, share a common boundary B1 as
shown in Fig. 1D (e.g. separation distance Dg of Fig. 1C
is equal to zero). In some embodiments, target tissue
TT1 and TT2 can have overlapping portions, such as
overlapping portion OP1 as shown.

[0251] Referring now to Fig. IE. a side sectional view
of tissue including a portion of a first energy delivery zone
of Fig. 1Cisillustrated, after a low surface area proportion
energy delivery has been delivered to target tissue. Fig.
1E depicts a sectional view of tubular segment GI1 along
line B-B of Fig. 1C. A low proportion of energy delivery
zone EDZ1 has received energy, such as less than 50%
of EDZ1, such as less than 20%, less than 10%, less
than 5%, less than 2% or less than 1% of EDZ1. In some
embodiments, a fractional approach is used to achieve
a low surface area proportion energy delivery. Fractional
energy delivery can be performed with laser or other light
energy as described in reference to Fig. 5 herebelow, or
any other fractional energy delivery approach such as
those described herein. In the fractional energy delivery
approach, multiple, relatively small volumes of tissue are
treated, such astargettissue segments TT1a, TT1b, TTlc
and TTId (collectively TT1) shown in Fig. IE. Each target
tissue segment TT1 includes an inwardly facing surface
S+t1. Each surface St includes a sub-portion that re-
ceived energy (e.g. light energy), surface Sg.

[0252] Each target tissue segment TT1 can be sepa-
rated from another target tissue segment by non-treated
tissue with a length dg. In some embodiments, arrays of
target tissue segments TT1 are separated by similar dis-
tances, such as in a symmetrical pattern that covers a
full circumferential segment of energy delivery zone
EDZ1. In other embodiments, two or more target tissue
segments TT1 are separated by different distances (i.e.
different lengths dg of non-treated tissue). In some em-
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bodiments, energy delivery zone EDZ1 comprises be-
tween 50 and 3000 target tissue segments TT1 per cmZ2,
such as approximately 500 target tissue segments TT1
per cm2. In some embodiments, multiple surfaces St
comprise an equivalent diameter between 20microns
and 200 microns. In some embodiments, multiple sur-
faces St comprise a major axis less than or equal to
100 microns.

[0253] The treated targettissue segments TT1 can ex-
tend through the mucosal layer, and partially into the sub-
mucosal layer as shown, avoiding damage to deeper tis-
sue layers.

[0254] Referring now to Fig. 2A, a photograph of a
cross section of mammalian duodenal tissue prior to any
target tissue treatment is illustrated. The native small in-
testinal mucosal surface has a complex structure that
has evolutionarily adapted to maximize the surface area
available for contact with the nutrient stream and envi-
ronment of the Gl tract. This complex structure is com-
prised of plicae circulares (invaginations of submucosa
and mucosa that create gross surface irregularity to the
intestinal mucosal surface). Microscopically, the mucosal
layer also contains villi, comprised by the absorptive and
secretory cells of the mucosa, as well as connective tis-
sue, nerves, vasculature, and lymph. Within each cell of
the mucosa, there are additionally microvilli (not visible),
also known as the "brush border," which further enhances
the mucosal surface area.

[0255] Figs. 2B and 2C illustrate a cross section of
mammalian duodenal tissue subsequent to a target tis-
sue treatment. Images shown refer to histologic speci-
mens of mammalian tissue after 42 days follow up from
the target tissue treatment of the present disclosure. Un-
like in Figure 2A, illustrated are elimination of the sub-
mucosa/mucosal invaginations, plicae circulares, as well
as blunting of the villi and architectural distortion consist-
ent with failure to completely reconstitute the native villus
structure. These changes are seen even after inflamma-
tion has subsided and the healing process has complet-
ed. The consequence of these changes is a durable and
dramatic reduction in the amount of mucosal surface
available for interaction with the nutrient stream and Gl
lumen environment. The treatment described in the
present disclosure has empirically been demonstrated
to create a durable alteration to the mucosal surface after
healing without deleterious damage to underlying mus-
cularis propria tissue.

[0256] Referring now to Fig. 3, a schematic view of
a system for ablating or otherwise treating target tissue
is illustrated. System 10is configured to treat target tissue
TT, such as to treat one or more patient diseases or dis-
orders selected from the group consisting of: diabetes;
obesity or otherwise being overweight; hypercholester-
olemia; exercise intolerance; psoriasis; and combina-
tions of these. In the embodiment of Fig. 3, target tissue
TT includes one or more tissue segments within a body
lumen of a mammalian patient as has been described
hereabove. In some embodiments, target tissue TT com-
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prises a continuous or discontinuous circumferential seg-
ment of a duodenum, such as a volume of tissue com-
prising at least 50% of the duodenal mucosa, or at least
67% of the duodenal mucosa. In some embodiments,
target tissue TT comprises a treatment portion compris-
ing duodenal mucosal tissue and a safety-margin portion
comprising at least an innermost layer of the duodenal
submucosa. System 10 can be configured to treat the
duodenal mucosa while avoiding damage to duodenal
adventitial tissue, such as by avoiding damage to tissue
beyond the mucosa, to tissue beyond the superficial sub-
mucosa and/or to tissue beyond the deep submucosa.
[0257] System 10caninclude one or more tissue treat-
ment devices, such as first treatment device 100 and
second treatment device 100'. First treatment device 100
can be used in a first clinical procedure including treat-
ment of target tissue, and second treatment device 100’
can be used in a second clinical procedure including
treatment of target tissue, as is described hereabove. In
some embodiments, the second clinical procedure is per-
formed at least twenty-four hours after the first clinical
procedure. Target tissue treatments performed in the
second clinical procedure can be constructed and ar-
ranged based on one or more outcomes of the first clinical
procedure, also as is described hereabove. Additional
treatment devices can be included, such as to perform a
third or other subsequent clinical procedures including
target tissue treatments.

[0258] First treatment device 100 and second treat-
ment device 100’ can be similar or dissimilar treatment
devices, and can be constructed and arranged to perform
similar or dissimilar treatments to similar or dissimilar vol-
umes of tissue. Differences between first treatment de-
vice 100 and second treatment device 100’ can include
but are not limited to: type of ablative treatment provided
such as type of energy delivered; type of non-ablative
treatment provided; configuration of a treatment assem-
bly or a treatment element included such as configuration
of a treatment assembly or a treatment element included
in the treatment device; length of the device; diameter of
a portion of the device; and combinations of these. In
some embodiments, first treatment device 100 compris-
es a first treatment element constructed and arranged to
deliver a different form of energy than a second treatment
element of second treatment device 100’. Alternatively
or additionally, first treatment device 100 can comprise
a first treatment element with a different geometry (e.g.
different diameter, length and/or tissue contact surface
area or shape), than a second treatment element of sec-
ond treatment device 100'.

[0259] In some embodiments, system 10 can be con-
structed and arranged as is described in applicant’s co-
pending US Patent Application Serial No. 13/945,138,
entitled "Devices and Methods for the Treatment of Tis-
sue", filed January 18, 2013. In some embodiments, first
treatment device 100 and/or second treatment device
100’ can be constructed and arranged to ablate tissue,
such as with an ablation treatment selected from the
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group consisting of: delivery of thermal energy from a
balloon filled with fluid at an ablative temperature; RF
energy ablation such as monopolar and/or bipolar RF
energy ablation; delivery of an ablative fluid directly to
tissue; cryoablation; delivery of laser energy; delivery of
sound energy such as subsonic sound energy or ultra-
sonic sound energy; plasma energy delivery; argon plas-
ma coagulation; microwave energy delivery; delivery of
non-laser light energy; and combinations of these. In
some embodiments, first treatment device 100 and/or
second treatment device 100’ can be constructed and
arranged to perform a non-ablative treatment of target
tissue, such as with a non-ablative treatment selected
from the group consisting of: mechanical removal of mu-
cosal tissue; chemical, sclerosant or pharmaceutical in-
jection into the submucosa; radioactive seed deposition;
chemical spray such as an acid spray; pharmacologic
administration such as drug delivery via an agent-eluting
balloon; and combinations of these. First treatment de-
vice 100 and/or second treatment device can be config-
ured to resect tissue, such as to resect tissue selected
from the group consisting of: plicae tissue; mucosal tis-
sue; submucosal tissue; and combinations of these.
[0260] System 10 can include one or more body intro-
duction devices, such as endoscope 350. Endoscope
350 can comprise a standard Gl endoscope such as an
endoscope with one or more working channels config-
ured to slidingly receive first treatment device 100 (as
shown) and/or second treatment device 100’

[0261] System 10 can include energy delivery unit
(EDU) 330, which can be operably attached to first treat-
ment device 100 (as shown) and/or second treatment
device 100°. EDU 330 can be configured to provide nu-
merous forms of energy to one or more treatment ele-
ments of first treatment device 100 and/or second treat-
ment device 100, such as an energy form selected from
the group consisting of: RF energy; microwave energy;
laser energy; sound energy such as subsonic sound en-
ergy or ultrasound energy; chemical energy; thermal en-
ergy such as heat energy or cryogenic energy; and com-
binations of these.

[0262] System 10 can include pumping assembly 340
which can provide and/or remove one or more fluids from
one or more devices of system 10, such as first treatment
device 100, second treatment device 100’ and/or endo-
scope 350. Pumping assembly 340 can include one or
more fluid reservoirs, such as fluid reservoir 341 shown,
and/or it can receive or supply fluids to EDU 330. In some
embodiments, pumping assembly 340 and/or EDU 330
recirculate one or more fluids through a device of system
10, such as to recirculate fluid through first treatment de-
vice 100, second treatment device 100’ and/or endo-
scope 350.

[0263] System 10 can include motion transfer assem-
bly 320, which can be constructed and arranged to rotate,
translate and/or otherwise move one or more devices,
assemblies and/or components of system 10, as is de-
scribed in detail herebelow.
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[0264] System 10 can include controller 310, compris-
ing one or more algorithms 311, which can be constructed
and arranged to automatically and/or manually control
and/or monitor one or more devices, assemblies and/or
components of system 10, as is described in detail her-
ebelow.

[0265] Ablation device 100 comprises a tissue treat-
ment assembly, treatment assembly 140. Treatment as-
sembly 140 includes one or more elements constructed
and arranged to ablate or otherwise treat target tissue,
such as treatment element 145 shown. Treatment ele-
ment 145 can comprise one or more elements selected
from the group consisting of: an electrical energy delivery
element such as one or more electrodes constructed and
arranged to deliver RF energy; a fluid delivery element
such as a nozzle or permeable surface constructed and
arranged to deliver ablative fluid directly to target tissue
TT; aballoon such as aballoon constructed and arranged
to receive an ablative fluid and deliver hot or cold thermal
energy to ablate target tissue TT; a laser energy delivery
element such as an optical fiber, a focusing lens and/or
other optical component; a sound energy delivery ele-
ment such as a piezo-based element configured to de-
liver ultrasonic and/or subsonic energy; a tissue abrading
element; and combinations of these. Treatment element
145 can be positioned on, in, within and/or passing
through one or more components of treatment assembly
140, such as a balloon, cage, spline or other component
as are described in detail herein. In some embodiments,
treatment assembly 140 and treatment element 145 are
the same component, such as when treatment assembly
140 comprises a balloon constructed and arranged to
receive hot or cold ablative fluid to treat target tissue.
Treatment assembly 140 can comprise an energy distri-
bution element, such as one or more optical components
configured to rotate, translate and/or otherwise distribute
laser or other light energy to target tissue. In some em-
bodiments, treatment assembly 140 and/or treatment el-
ement 145 comprise an energy distribution element in-
cluding a rotating element such a rotating mirror; a rotat-
ing prism and/or a rotating diffractive optic. In some em-
bodiments, ablation device 100 comprises one or more
fibers thatdeliverlaser or otherlight energy to a treatment
element 145 comprising a balloon filled with light-scat-
tering material, such as is described in reference to Figs.
5A and 5B herebelow.

[0266] In some embodiments, first treatment device
100 and/or second treatment device 100’ delivers heat
or thermal energy to tissue, such as when treatment as-
sembly 140 and/or treatment element 145 comprises a
balloon constructed and arranged to be filled with an ab-
lative fluid comprising a hot or cold volume of fluid at a
temperature sufficient to ablate tissue when the balloon
contacts the tissue. The hot or cold volume of fluid can
be provided to treatment assembly 140 and/or treatment
element 145 via EDU 330 and/or pumping assembly 340.
System 10 can be configured to deliver thermal energy
to tissue as is described in applicant’s co-pending Inter-
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national Application Serial Number PCT/US2013/28082,
entitled "Heat Ablation Systems, Devices and Methods
for the Treatment of Tissue", filed February 27, 2013.
[0267] In some embodiments, first treatment device
100 and/or second treatment device 100’ delivers RF en-
ergy totissue, such as when treatment element 145 com-
prises one or more electrodes constructed and arranged
to receive RF energy provided by EDU 330. In these em-
bodiments, the one or more electrodes can comprise one
or more conductive dots positioned on an expandable
element such as a balloon. In some embodiments, EDU
330 is configured to deliver RF energy to one or more
electrodes of first treatment device 100 and/or second
treatment device 100’, such as in a monopolar mode
through a grounding pad such as ground pad 70 and/or
in a bipolar mode between two or more electrodes of first
treatment device 100 or second treatment device 100’.
System 10 can be configured to deliver RF energy to
tissue as is described in applicant’s co-pending Interna-
tional PCT Application Serial Number
PCT/US2013/052786, entitled "Electrical Energy Abla-
tion Systems, Devices and Methods for the Treatment of
Tissue", filed July 30, 2013.

[0268] In some embodiments, first treatment device
100 and/or second treatment device 100’ delivers abla-
tive fluid directly to tissue, such as when treatment ele-
ment 145 comprises one or more fluid delivery elements.
In these embodiments, treatment element 145 can be
constructed and arranged to ablate target tissue TT by
delivering ablative fluid provided by EDU 330 and/or
pumping assembly 340. Treatment element 145 can in-
clude one or more fluid delivery elements selected from
the group consisting of: nozzle such as a nozzle config-
ured to deliver a cone or other shaped spray of fluid;
opening; hole; slit; permeable membrane; misting ele-
ment; vaporizer; and combinations of these. Ablative fluid
can comprise one or more liquids or gases that are de-
livered to target tissue TT at a temperature above or be-
low a threshold that would ablate tissue. In some embod-
iments, the ablative fluid delivered by treatment element
145 comprises steam, such as steam at a temperature
of 100°C or above. In some embodiments, the ablative
fluid delivered by treatment element 145 comprises a va-
porized fluid at a temperature below 100°C, such as a
vaporized fluid at atemperature between 70°C and 90°C.
In some embodiments, the ablative fluid delivered by
treatment element 145 comprises a gas, such as a gas
between60°C and 99°C, such as agas delivered totissue
at a temperature between 70°C and 90°C. In some em-
bodiments, the ablative fluid delivered by treatment ele-
ment 145 comprises a vaporized liquid, such as a vapor-
ized liquid delivered to tissue at a temperature below
100°C, such as at a temperature between 70°C and
90°C. Alternatively or additionally, an ablative fluid deliv-
ered by treatment element 145 can comprise one or more
liquids or gases that cause tissue necrosis or otherwise
treat target tissue TT as has been described hereabove,
using one or more chemically active agents (e.g. ablation
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not primarily caused by delivery or removal of heat from
tissue). In these embodiments, the agent can comprise
an agent selected from the group consisting of: sclerotic
agent; acid; base; saline; alcohol; carbon dioxide; nitrous
oxide; nitrogen; acetic acid; glycerol; and combinations
of these. In these embodiments, a counter-acting agent
can be included, such as a counter-acting agent deliv-
ered by treatment device 100 or another device or com-
ponent of system 10 that is used to neutralize, impede,
reduce and/or limit tissue ablation caused by the delivery
of a necrotic agent-based ablative fluid. The counter-act-
ing agent can be delivered by treatment element 145 or
another component. The counter-acting agent can com-
prise an agent selected from the group consisting of: anti-
sclerotic agent; base; acid; buffer solution; saline; water;
and combinations of these. System 10 can be configured
to deliver ablative fluid directly to tissue as is described
in applicant’s co-pending U.S. Provisional Application
Serial Number 61/681,502, entitled "Ablation Systems,
Device and Methods for the Treatment of Tissue", filed
August 9, 2012.

[0269] As shown in Fig. 3, first treatment device 100
includes coaxial shafts 111a and 111b. Shaft 111b has
a distal end 112. In some embodiments, distal end 112
includes a bulbous element, ball 113. In these embodi-
ments, ball 113 can be sized to fit through a working
channel of endoscope 350, such as when ball 113 has
a diameter less than 6mm or less than 4mm. Alternative-
ly, ball 113 can have a larger diameter configured to as-
sist in smoothly traversing plicae, such as a diameter of
at least 8mm. Shafts 111a and 111b are sized and con-
figured such that shaft 111a slidingly receives shaft 111b,
such that they can be advanced and/or retracted in uni-
son orindependently. Alternatively, first treatment device
100 can comprise a single shaft. In some embodiments,
device 100 comprises a flexible portion (e.g. a portion of
shafts 111a and 111b including distal end 112) with a
diameter less than 6mm. In some embodiments, the flex-
ible portion is configured to pass through a working chan-
nel of an endoscope with a diameter of less than or equal
to 6.0mm, 4.2mm, 3.8mm, 3.2mm or 2.8mm. In some
embodiments, device 100 comprises a shaft length of
100cm or longer, or otherwise comprises a length suffi-
cient to be orally and/or nasally inserted into a patient,
and subsequently advanced to reach the esophagus,
stomach, duodenum and/or jejunum; and/or rectally in-
serted into a patient, and subsequently advanced to
reach the terminal ileum of that patient. In Fig. 3, shafts
111a and 111b have been inserted through a working
channel (e.g. a 6mm working channel), lumen 351, of
endoscope 350, typically a Gl endoscope. Shafts 111a
and/or 111b can be inserted over a standard interven-
tional guidewire, such as guidewire 60 shown exiting dis-
tal end 112 of shaft 111b. In an alternative embodiment,
shafts 111a and 111b are positioned in a side-by-side
configuration, such as to be placed in two separate lu-
mens of endoscope 350 or in two other non-coaxial lo-
cations. In some embodiments, one or both of shafts
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111a or 111b passes through a body lumen or other in-
ternal body location alongside endoscope 350 (i.e. not
through lumen 351, traveling relatively parallel with but
external to endoscope 350). Shaft 111aand/or 111b can
include manipulation means configured to deflect and/or
steer a distal portion of the shaft, such as via one or more
proximal handle controlled pull wires that extend and are
attached to the distal portion of the shaft (handle and pull
wires not shown but well known to those of skill in the
art), such as to deflect and/or steer treatment assembly
140 and/or expandable assembly 130 towards and/or
away from tissue and/or assist in navigating treatment
assembly 140 through tortuous anatomy.

[0270] Treatment assembly 140 can be positioned on
shaft 111a as shown. A tissue treatment element, treat-
ment element 145 is electrically, fluidly, mechanically
and/or otherwise operably connected to conduit 141.
Conduit 141 comprises one or more elongate filaments
selected from the group consisting of: a wire such as one
or more wires configured to deliver electrical or other
power and/or transmit electrical or other data signals; an
optical fiber such as one or more optical fibers configured
to deliver power and/or transmit data signals; a tube such
as a fluid delivery tube; a control rod such as an advance-
able and/or retractable control rod; and combinations of
these. Conduit 141 travels proximally through shaft 111a
and operably attaches to EDU 330, pumping assembly
340, motion transfer assembly 320 and/or another com-
ponent, assembly or device of system 10.

[0271] In some embodiments, conduit 141 comprises
one or more fluid delivery tubes constructed and ar-
ranged to deliver and/or recirculate heated or chilled fluid
into treatment assembly 140, such as heated or chilled
fluid received from EDU 330 and/or pumping assembly
340 and delivered into treatment element 145, such as
when treatment element 145 comprises a balloon or oth-
er fluid reservoir configured to receive ablative fluid at a
temperature sufficient to ablate tissue when treatment
element 145 contacts the tissue. Alternatively or addi-
tionally, conduit 141 can comprise one or more fluid de-
livery tubes constructed and arranged to deliver an ab-
lative fluid to treatment assembly 140, such as ablative
fluid provided by EDU 330 and/or pumping assembly 340
and delivered directly to target tissue TT by one or more
treatment elements 145, such as when treatment ele-
ment 145 comprises a fluid delivery element such as a
nozzle. Conduit 141 can further comprise one or more
insulating layers configured to prevent transfer of heat
into and/or out of conduit 141. Conduit 141 can include
a surrounding lumen which receives a circulating fluid
configured to provide an insulating, warming and/or cool-
ing effect on conduit 141 and/or any fluid contained within
conduit 141. Conduit 141 and/or another fluid delivery
tube of system 10 can comprise one or more elongate
hollow tubes, such as a hollow tube positioned within
shaft 111a. Alternatively, conduit 141 and/or another fluid
delivery tube of system 10 can comprise a lumen within
a shaft, such as a lumen within shaft 111a. In some em-
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bodiments, conduit 141 and/or another fluid delivery tube
of system 10 comprises both a lumen and a hollow tube,
such as when the lumen and hollow tube are fluidly con-
nected in an end-to-end configuration. Conduit 141 typ-
ically attaches to EDU 330 and/or pumping assembly 340
with one or more operator attachable fluid connections
ports, such as a fluid connection portincludedin a handle
positioned on the proximal end of shaft 111a, handle not
shown. Conduit 141 can comprise one or more fluid de-
livery tubes including one or more valves, not shown but
such as a duck-bill or other valve used to regulate flow
within conduit 141, such as to regulate flow pressure
and/or direction.

[0272] In some embodiments, conduit 141 comprises
one or more elongate filaments constructed and ar-
ranged to transmit energy and/or data. Conduit 141 can
comprise one or more wires constructed and arranged
to deliver RF energy to one or more electrode-type treat-
ment elements 145, such as when the treatment ele-
ments 145 are configured to ablate target tissue TT in
monopolar and/or bipolar modes as described herein.
Conduit 141 can comprise one or more filaments con-
structed and arranged to deliver laser energy, such as
one or more optical fibers constructed and arranged to
deliver laser energy to one or more lenses or other optical
component-type treatment elements 145, such as to ab-
late target tissue TT with laser or other light energy. Con-
duit 141 can comprise one or more wires or other energy
transfer filaments constructed and arranged to allow a
sound producing-type treatment element to ablate target
tissue TT with sound energy such as ultrasonic or sub-
sonic sound energy. Conduit 141 can comprise one or
more wires or optical fibers configured to transmit infor-
mation, such as information received from a sensor of
system 10 as described herebelow.

[0273] In some embodiments, conduit 141 comprises
one or more control rods constructed and arranged to
cause one or more treatment elements 145 to rotate
and/or translate, such as when conduit 141 is operably
attached to motion transfer assembly 320, such as prior
to, during and/or after delivery of energy to target tissue.
In some embodiments, one or more treatment elements
145 comprise a surface configured to abrade or other-
wise disrupt tissue as it is rotated and/or translated by
movement of conduit 141. Alternatively or additionally,
one or more treatment elements 145 can deliver energy
and/or fluid to tissue, and movement of one or more con-
trol rods of conduit 141 changes the location of the tissue
segment receiving the energy and/or fluid. Motion of one
or more treatment elements 145 can be configured to
treat a full circumferential (i.e. 360°) segment of tubular
tissue, or a partial circumferential (e.g. a 45°-350°) seg-
ment of tubular tissue. Motion of one or more treatment
elements 145 can be configured to treat a particular axial
length of tubular tissue, such as a length comprising at
least 25% of the length of the duodenum, or at least 35%
of the length of the duodenum, or at least 50% of the
length of the duodenum, or at least 66% of the length of
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the duodenum; or at least 75% of the length of the duo-
denum.

[0274] Treatment assembly 140 can be radially ex-
pandable, similar to expandable assembly 130 described
herebelow. System 10 can be configured to allow expan-
sion of treatment assembly 140 to cause one or more
treatment elements 145 to contact a tissue wall such as
a duodenal wall, such as when one or more treatment
elements 145 comprise a balloon configured to ablate
tissue with a contained hot or cold fluid, or when one or
more treatment elements 145 comprise an electrode con-
figured to deliver RF energy to ablate tissue. Treatment
assembly 140 can be configured to expand to a diameter
less than the diameter of the target tissue TT, such as
when a vacuum is applied to cause the target tissue TT
diameter to decrease to make contact with one or more
treatment elements 145, as has been described herea-
bove. System 10 can be configured to allow expansion
of treatment assembly 140 to cause one or more treat-
ment elements 145 to be positioned at a fixed distance
from the luminal wall of tubular tissue, such as a posi-
tioning at a fixed distance of at least 250 microns, at least
500 microns, or at least 1mm from a tissue wall, such as
when one or more treatment elements 145 are configured
to deliver ablative fluid to the target tissue TT and/or to
deliver light energy to the target tissue TT. In addition to
treating target tissue TT, treatment assembly 140 and/or
one or more treatment elements 145 can be configured
in one or more various forms to modify, manipulate,
measure and/or diagnose target tissue TT and/or other
tubular or non-tubular tissue.

[0275] In some embodiments, treatment element 145
can be further configured to extract fluids, such as to
extract previously administered ablative fluids and/or in-
sufflation fluids from a body lumen. Fluid extraction can
be performed prior to, during and/or after treatment of
target tissue TT.

[0276] EDU 330 and/or pumping assembly 340 can
comprise multiple heat or cold sources used to modify
the temperature of one or more fluids provided by and/or
passing through EDU 330 and/or pumping assembly 340.
The heat or cold sources can be at a fixed temperature
or they can be variable. In some embodiments, a first
heatorcold source is at a fixed temperature and a second
heat or cold source is at a variable temperature.

[0277] In some embodiments, a cooling fluid is deliv-
ered, prior to, during and/or after the treatment of target
tissue TT, such as to precisely control target tissue ab-
lation and avoid ablation of non-target tissue. The cooling
fluid can be provided by EDU 330 and/or pumping as-
sembly 340, and it can be delivered to tissue, such as
target or non-target tissue, and/or it can be delivered to
a component of system 10 such as to reduce the tem-
perature of a component of treatment assembly 140.
Treatment element 145 and/or another component of
system 10 can be constructed and arranged to deliver
the cooling fluid to one or more tissue surfaces, such as
a cooling fluid delivered to treatment element 145 via
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conduit 141 and configured to reduce the temperature of
one or more volumes of tissue. The ablation provided by
system 10 can comprise a non-desiccating or a desic-
cating ablation. In some embodiments, a non-desiccating
ablation is performed for a first portion of target tissue TT
such as in a first tissue treatment, and a desiccating ab-
lation is performed for a second portion of target tissue
TT such asin asecond tissue treatment. Non-desiccating
ablations can be performed to treat over-lapping portions
of target tissue TT, and/or to avoid creation of tissue de-
bris if desired. Desiccating ablations can be performed
to achieve a higher thermal gradient, to remove excess
tissue, and/or to ablate rapidly if desired.

[0278] EDU 330 and/or pumping assembly 340 can be
configured to deliver a hot fluid to pre-heat one or more
components of system 10. In some embodiments, the
one or more components include conduit 141; a fluid de-
livery tube such as a tube within shaft 111a, a fluid de-
livery lumen such as a lumen within shaft 111a; shaft
111a; treatment element 145; and combinations of these.
System 10 can be configured to pre-heat one or more
components by circulating or recirculating hot fluid, such
as a hot liquid or gas. In some embodiments, treatment
assembly 140 contains and/or treatment element 145 de-
livers a hot fluid, and one or more components of system
10 are pre-treated with a hot gas. Alternatively or addi-
tionally, system 10 can comprise one or more insulators
surrounding one or more conduits, lumens and/or shafts
of treatment device 100 and/or system 10, such as an
insulator surrounding conduit 141 and configured to pre-
vent transfer of heat across (e.g. into or out of) conduit
141.

[0279] System 10 can be configured to maintain target
tissue TT or other tissue below a threshold or within a
temperature range, such as in a closed-loop configura-
tion through the use of one or more sensors such as
sensor 149 of treatment assembly 140 or sensor 139 of
expandable assembly 130, each described in detail her-
ebelow. In some embodiments, tissue temperature is
maintained below 100°C, such as between 60°C and
90°C, such as between 65°C and 85°C. In some embod-
iments, system 10 is configured to maintain the temper-
ature of target tissue TT at a setpoint temperature. The
setpoint temperature can vary over time. System 10 can
be configured to deliver energy at a level that increases
and/or decreases overtime. In some embodiments, treat-
ment assembly 140 is constructed and arranged to cause
the temperature of at least a portion of target tissue TT
to rapidly rise to a setpoint (e.g. a setpoint between 60°C
and 75°C). After the target tissue TT reaches the setpoint
temperature, system 10 can deliver energy or otherwise
treat the target tissue TT to maintain the setpoint tem-
perature for an extended time period.

[0280] In some embodiments, EDU 330 and/or pump-
ing assembly 340 is configured to heat or chill one or
more fluids, such as one or more ablative fluids 331 or
other fluids. In some embodiments, treatment assembly
140 is configured to heat or chill one or more fluids. Ap-
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plicable heating and cooling elements include but are not
limited to heat exchangers, heating coils, peltier compo-
nents, refrigeration assemblies, gas expansion coolers,
and the like. Heating and cooling can be applied to a
source of fluid (e.g. fluid reservoir 341), or to fluid that is
withdrawn from device 100 (e.g. a recirculating fluid
and/or a body extracted fluid such as recovered, previ-
ously delivered, ablative or insufflating fluid). EDU 330
and/or pumping assembly 340 can include one or more
pumps configured to deliver and/or extract fluid at a par-
ticular flow rate, pressure, or other fluid delivery param-
eter. System 10 can be configured to deliver fluid at a
sufficiently high temperature to ablate target tissue TT,
after which a cooling fluid is delivered to removal thermal
energy from target tissue TT and/or other tissue, such
as cooling fluid delivered for a time period of at least 2
seconds, at least 5 seconds, at least 10 seconds or at
least 20 seconds.

[0281] In some embodiments, treatment device 100
furtherincludes aradially expandable assembly, expand-
able assembly 130, mounted to shaft 111b. In some em-
bodiments, treatment device 100 comprises a single
shaft, and both treatment assembly 140 and expandable
assembly 130 are mounted to that single shaft. Expand-
able assembly 130 can be configured in one or more
various forms to treat, modify, manipulate, measure
and/or diagnose target tissue TT and/or other tubular tis-
sue. Expandable assembly 130 can comprise one or
more expandable elements 131, such as one or more
expandable elements selected from the group consisting
of: an inflatable balloon; a radially expandable stent or
cage; an array of splines; one or more radially deployable
arms; a spiral or other helical structure; a furlable struc-
ture such as afurlable sheet; an unfurlable structure such
as an unfurlable sheet; a foldable structure such as a
foldable sheet; an unfoldable structure such as an un-
foldable sheet; and combinations of these. In some em-
bodiments, expandable assembly 130 is inflatable (e.g.
an inflatable balloon), and inflation fluid can be delivered
into expandable assembly 130 via an inflation tube 136.
Inflation tube 136 can comprise a lumen of shaft 111b
(or a tube within shaft 111b) that travels proximally
through shaft 111b and shaft 111a, such as to receive
inflation fluid delivered by pumping assembly 340. Ex-
pandable assembly 130 can be positioned distal to treat-
ment assembly 140 as shown in Fig. 3, or alternatively,
expandable assembly 130 can be positioned proximal to
treatment assembly 140, such as when treatment as-
sembly 140 is mounted to shaft 111b and expandable
assembly 130 is mounted to shaft 111a.

[0282] Expandable assembly 130 can be configured
to seal a body lumen location, such as to create a full or
partial occlusive barrier at a location within the duodenum
or other location in the Gl tract. System 10 can be con-
figured to cause a fluid or other seal comprising an oc-
clusive barrier selected from the group consisting of: a
pressure seal; a cryogenically applied seal such as an
ice ball seal; a vacuum seal; a full circumferential seal;
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a partial circumferential seal; and combinations of these.
In some embodiments, treatment element 145 treats a
portion of target tissue TT located proximal or distal to
the occlusive barrier. System 10 can include multiple ex-
pandable assemblies configured to seal a body lumen
location, such as first expandable assembly which pro-
vides a seal at a proximal end of a segment of tubular
tissue, and a second expandable assembly which pro-
vides a seal at a distal end of the tubular tissue segment.
In some embodiments, treatment element 145 treats a
portion of targettissue TT located between the two sealed
locations, such as between two locations of the duode-
num, each duodenal location sealed by an expandable
component or assembly of device 100. One or more ex-
pandable assemblies can be configured to occlude a first
location of a body lumen, followed by subsequent occlu-
sions of one or more different locations within the body
lumen. System 10 can be configured to apply a vacuum
between two occlusive elements, such as a vacuum ap-
plied by one or more treatment elements 145, via one or
more functional elements 138 and/or 148 (attached to
expandable assembly 130 and treatment assembly 140,
respectively, each functional element described in detail
herebelow) and/or by another device or component of
system 10. Applied vacuum can be used to modify (e.g.
change the shape of) the tubular tissue between the two
occlusive elements and/or to increase the sealing force
and/or the circumferentiality of the seal. In some embod-
iments, system 10 is configured to deploy a detached-
balloon configured to occlude a body lumen, where the
detached-balloon can later be punctured or otherwise
deflated for physiologic removal by the Gl tract. Deployed
balloons or other occlusive elements of system 10 can
be positioned to protect tissue, such as to protect the
ampulla of Vater and/or the pylorus from adverse effects
that can be caused by treatment of target tissue TT by
treatment element 145.

[0283] In some embodiments, in addition to expanda-
ble assembly 130, treatment assembly 140 can be radi-
ally expandable and/or include one or more radially ex-
pandable elements, such as those described hereabove
in reference to expandable assembly 130. In some em-
bodiments, treatment assembly 140 is configured to ra-
dially expand and cause treatment element 145 to move
closer to and/or become in contact with target tissue TT.
Expansion of treatment assembly 140 can occur prior to,
during and/or after treatment of target tissue TT by treat-
ment element 145. Treatment element 145 can be
mounted on, within and/or inside of an expandable as-
sembly, such as on, withinand/or inside of an expandable
balloon.

[0284] In some embodiments, expandable assembly
130 and/or treatment assembly 140 comprise a length
of at least 10mm, such as a length between 10mm and
40mm, a length between 15mm and 30mm, or a length
between 20mm and 25mm. In some embodiments, ex-
pandable assembly 130 and/or treatment assembly 140
comprise a length less than or equal to 15mm, such as
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when configured to treat curvilinear portions of the Gl
tract. Multiple assemblies positioned on shafts 111a
and/or 111b (e.g. between two and twenty treatment
and/or expandable assemblies), such as expandable as-
sembly 130 and treatment assembly 140, can be sepa-
rated along a shaft by a distance less than or equal to
25mm, such as a distance less than or equal to 20mm.
This separation distance can comprise the distance be-
tween a distal end of a tissue contacting portion of a first
expandable element, and the neighboring proximal end
of a tissue contacting portion of a second expandable
element. In some embodiments, expandable assembly
130 comprises a length, and the separation distance be-
tween expandable assembly 130 and treatment assem-
bly 140 is less than or equal to the expandable assembly
130 length. In these embodiments, treatment assembly
140 can comprise a similar length to that of expandable
assembly 130, such as when both expandable assembly
130 and treatment assembly 140 comprise an ablation
element as is described herebelow.

[0285] Expandable assembly 130 can include one or
more fluid delivery elements, such as fluid delivery ele-
ment 132 and/or fluid delivery element 135. Fluid delivery
elements 132 and 135 are connected to one or more fluid
delivery tubes (e.g. independent fluid delivery tubes), not
shown but traveling proximally within shafts 111b and/or
111a and fluidly connected to EDU 330 and/or pumping
assembly 340, such as via one or more ports on a handle
of treatment device 100. Fluid delivery elements 132
and/or 135 can be rotatable, advanceable and/or retract-
able, such as via one or more control shafts, not shown
but operably connected to motion transfer assembly 320.
Fluid delivery elements 132 and/or 135 can comprise a
nozzle or other fluid delivery element as described here-
in. Fluid delivery element 132 can be oriented such that
fluid delivered through fluid delivery element 132 is di-
rected toward one or more device 100 components or
assemblies, such as toward treatment assembly 140 and
treatment element 145 as shown in Fig. 3. Fluid delivery
element 132 can be used to perform various functions
such as the washing or removing of material from a de-
vice 100 component, or to cool or warm the temperature
of a device 100 component. Fluid delivery element 135
can be directed toward or otherwise deliver fluid to tissue
proximate device 100. Fluid delivery element 135 can
have its distal end positioned within tissue (e.g. after an
advancement), as shown in Fig. 3, such as to deliver fluid
to one or more internal tissue layers. Alternatively, fluid
delivery element 135 can have its distal end positioned
in a body lumen, such as to deliver fluid to at least initially
contact a tissue surface such as the wall of the duode-
num. Fluid delivery element 135 can be configured to
deliver a fluid to expand tissue. Alternatively or addition-
ally, a separate submucosal or other tissue expansion
device can be included, such as tissue expansion device
200. Fluid delivery element 135 and/or tissue expansion
device 200 can be constructed and arranged to expand
tissue as is described in applicant’s co-pending Interna-
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tional PCT Application Serial Number
PCT/US2013/37485, entitled "Tissue Expansion Devic-
es, Systems and Methods", filed April 19, 2013. Fluid
delivery element 135 can be configured to deliver a cool-
ing or warming fluid to tissue, and/or deliver a fluid con-
figured to counter-act a chemically caused ablation, as
has been described hereabove. System 10 can include
one or more fluids or other material to expand one or
more layers of tissue, such as when tissue expansion
device 200 includes an injectable tissue-expanding ma-
terial, such as a non-energy absorbing material and/or
an energy-absorbing material such as water or saline.
[0286] Expandable assembly 130 and/or treatment as-
sembly 140 can be configured to expand to a diameter
of at least 10mm, such as a diameter of at least 15mm,
at least 20mm, at least 25mm, at least 30mm, or at least
40mm. In some embodiments, expandable assembly
130 and/or treatment assembly 140 can expand to a di-
ameter between 15mm and 32mm. In some embodi-
ments, expandable assembly 130 and/or treatment as-
sembly 140 have their diameter controlled by a compo-
nent of system 10 (e.g. controller 310, EDU 330 and/or
pumping assembly 340), such as to control the diameter
to at least 10mm, at least 15mm, at least 20mm, at least
25mm, at least 30mm, or at least 40mm, or to control the
diameter to a diameter between 15mm and 32mm. Ex-
pandable assembly 130 and/or treatment assembly 140
can be resiliently biased, such as in a radially expanded
or radially compacted state. Expandable assembly 130
and/or treatment assembly 140 can be expanded and/or
compacted by a control shaft. Expandable assembly 130
and/or treatment assembly 140 can be configured to
achieve a round or non-round shape (e.g. a football
shape) when expanded. Expandable assembly 130
and/or treatment assembly 140 can approximate a tubu-
lar shape when expanded, such as a relatively constant
diameter or varying diameter tube shape. Expandable
assembly 130 and/or treatment assembly 140 can be
configured to un-fold to a radially expanded state, or to
fold to a radially compacted state.

[0287] Expandable assembly 130 can comprise at
least one functional element 138, and treatment assem-
bly 140 can comprise atleast one functional element 148.
Functional elements 138 and/or 148 can be elements
selected from the group consisting of: an ablation ele-
ment such as one or more electrodes configured to de-
liver electrical energy such as radiofrequency (RF) en-
ergy; asensor; atransducer; afluid delivery element such
as a needle, a fluid jet, a permeable membrane and/or
an exit port; a heating element; a cooling element; and
combinations of these.

[0288] In some embodiments, expandable assembly
130 is configured to ablate tissue, such as via functional
element 138. Functional element 138 of expandable as-
sembly 130 can comprise one or more ablation elements,
such as those described in applicant’s co-pending US
Patent Application Serial No. 13/945,138, entitled "De-
vices and Methods for the Treatment of Tissue", filed
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January 18, 2013. In some embodiments, functional el-
ement 138 comprises an ablation element selected from
the group consisting of: an RF energy delivery element
such as one or more electrodes, each comprising one or
more elongate conductors; an ultrasonic transducer such
as one or more piezo crystals configured to ablate tissue;
a laser energy delivery element such as one or more
optical fibers and/or laser diodes; a heat delivery element
such as a hot fluid filled balloon; a rotating ablation ele-
ment; a circumferential array of ablation elements; and
combinations of these. In these embodiments, either or
both expandable assembly 130 or treatment assembly
140 can be used to ablate target tissue TT. EDU 330 or
another component of system 10 can be configured to
deliver RF or other energy to functional element 138.
System 10 caninclude ground pad 70, such as a standard
RF energy delivery ground pad typically placed on the
patient’s back, such that EDU 330 can supply RF energy
to functional element 138 and/or any other electrodes of
system 10 in monopolar, bipolar and/or combined mo-
nopolar-bipolar energy delivery modes.

[0289] In some embodiments, expandable assembly
130 is configured to perform at least one non-ablative
function. Expandable assembly 130 can be configured
to occlude or partially occlude a lumen surrounded by
tissue (as described hereabove), such as a lumen of the
Gl tract to be occluded during an insufflation procedure.
Expandable assembly 130 can be configured to manip-
ulate tissue, such as to linearize and/or distend Gl tissue
by frictionally engaging (e.g. when expanded) and apply-
ing forces to the tissue (e.g. by advancing and/or retract-
ing shaft 111b). In some embodiments, one or more ex-
pandable assemblies 130 can perform a function select-
ed form the group consisting of: linearizing curvilinear
tissue; distending tissue; expanding tissue; occluding a
body lumen; and combinations of these. Expandable as-
sembly 130 can be configured to test and/or diagnose
tissue, such as when expandable assembly 130 is used
to measure a diameter of tubular tissue into which it has
been inserted. Diameter measurements can be per-
formed in various ways, including but not limited to: in-
jection of a radiopaque fluid into expandable assembly
130 and fluoroscopic measurement of the injected fluid;
controlled inflation of expandable assembly 130 to a
pressure whose level corresponds to a luminal diameter;
and combinations of these. In some embodiments, de-
vice 100 includes an expandable assembly that can be
expanded with one or more control rods (not shown),
such as to perform a diametric measurement of tubular
tissue by precision measurement of control rod advance-
ment (e.g. when control rod position correlates to ex-
pandable assembly diameter). Alternatively or addition-
ally, tubular tissue diameter can be determined by meas-
uring the diameter of an expandable assembly when it
initially, circumferentially contacts the wall of tubular tis-
sue (e.g. when a specific radial force is achieved and/or
when contact is observed such as using fluoroscopy or
ultrasound visualization devices). In some embodiments,
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system 10 includes a separate device, such as a balloon
catheter, used to perform a diameter measurement. One
or more energy delivery or other ablation parameters can
be adjusted based on the measured diameter of target
tissue TT and/or a target tissue segment.

[0290] In some embodiments, expandable assembly
130 is configured to expand or otherwise modify one or
more layers of tissue, such as when fluid delivery element
135 and/or functional element 138 comprises a needle,
water jet and/or iontophoretic fluid delivery element con-
figured to expand submucosal tissue of the Gl tract, as
has been described hereabove. Alternatively or addition-
ally, system 10 can include a separate tissue expansion
device, tissue expansion device 200. Tissue expansion
device 200 can comprise a reservoir or control means
for delivering a predetermined amount of fluid to tissue,
such as a volume of fluid of at least 1ml, or a volume of
fluid between 2ml and 5ml. Tissue expansion device 200
can be configured to inject fluid into multiple injection
sites (e.g. simultaneously or sequentially), such as a set
of multiple injection sites selected from the group con-
sisting of: at least 3 injection sites along a circumference
of tubular tissue, a first injection site separated from a
second injection site by approximately 1cm, or between
0.5cm to 5cm, or between 1cm and 3cm, or between 1cm
and 2cm; two or more injection sites that are axially and/or
radially spaced; two or more injections sites that are sep-
arated based on the diameter of the tubular tissue into
which they are injected; and combinations of these. Fluid
can be injected with the assistance of one or more vac-
uum applying elements positioned on or near fluid deliv-
ery elements 132 and/or 135. Injected fluid can comprise
a material selected from the group consisting of: water;
saline; gel; and combinations of these. In some embod-
iments, injected fluid comprises a protein hydrogel.
[0291] Tissue expansion can greatly alleviate the need
for precision of treatment, such as precision of delivery
of energy and/or precision of delivery of an ablative fluid,
due to the increased size (e.g. increased depth) of the
target tissue TT including an associated safety-margin
of tissue to which treatment causes no significant ad-
verse event (e.g. an expanded submucosal layer prior to
a mucosal layer ablation).

[0292] In some embodiments, expandable assembly
130 and/or treatment assembly 140 comprise a shape
that can be adjusted by an operator, such as via a control
rod manipulatable at a proximal handle and/or by motion
transfer assembly 320. In some embodiments, the shape
of the arrangement of one or more treatment elements
145 can be operator modified by adjusting the shape of
treatment assembly 140.

[0293] Treatment element 145 can be configured to
treat various thicknesses of Gl tissue, such as at least
the innermost 500 microns of duodenal tissue, or at least
the innermost 1mm of duodenal tissue. In some embod-
iments, treatment element 145 can be configured to ab-
late or otherwise treat a thickness of at least 600 microns,
at least Tmm or at least 1.25mm, such as when treating
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the mucosa of the stomach. Treatment element 145 can
be configured to treat a volume of tissue comprising a
surface area and a depth, where the ratio of magnitude
of the depth to the magnitude of the surface area is less
than or equal to 1 to 100 (e.g. less than 1%), or less than
or equal to 1to 1000 (e.g. less than 0.1%). In some em-
bodiments, expandable assembly 130 and/or treatment
assembly 140 are configured to be in a relatively rigid
state, such as during treatment of target tissue TT.
[0294] Treatment element 145 and/or other treatment
elements of the present disclosure can be arranged in
an array of elements, such as a circumferential or linear
array of elements. The circumferential array can com-
prise a partial circumferential array of treatment elements
145, such as an array covering approximately 45° to 300°
of circumferential area. Partial circumferential arrays of
treatment elements 145 can treat a first target tissue seg-
ment and a second target tissue segment in two sequen-
tial steps, where the array is rotated between treatments
(e.g. energy deliveries). The circumferential array can
comprise a full 360° array of treatment elements 145,
such that a full circumferential volume of target tissue TT
can be treated in a single or multiple treatments (e.g.
energy deliveries) that do not require repositioning of
treatment assembly 140. In some embodiments, less
than 360° of tubular tissue is treated, such as by treating
a circumferential portion of tissue comprising less than
or equal to a 350°, or between 300° and 350°, such as
to prevent a full circumferential scar from being created.
[0295] Two or more treatment elements 145 can be
arranged in a helical array. In some embodiments, at
leastthree, four or five treatment elements independently
treat target tissue, in similar or dissimilar treatments (e.g.
similar or dissimilar amounts of energy, provided simul-
taneously and/or sequentially by EDU 330).

[0296] Insome embodiments, EDU 330 and/or another
device or component of system 10 provides electrical or
other energy to a component of treatment device 100,
such as electrical energy provided to a heating coil in a
distal portion of device 100, now shown but typically con-
nected to one or more wires traveling proximally through
shaft 111a. EDU 330 and/or another device or compo-
nent of system 10 can provide energy such as electrical
energy to one or more of functional element 138 and/or
functional element 148 such as when either comprises
a transducer or other powered component.

[0297] Treatment element 145 can comprise one or
more treatmentelements configured to treat substantially
the entire length of the duodenum simultaneously and/or
without having to reposition treatment device 100, such
as when treatment element 145 comprises an array of
treatment elements positioned along substantially the
entire length of the target tissue, or when treatment ele-
ment 145 comprises at least one treatment element con-
figured to rotate and/or translate along substantially the
entire length of target tissue. Treatment element 145
and/or other tissue treatment elements of the present
disclosure can be configured to treat at least 25% of the
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entire length of the duodenum simultaneously and/or
without having to reposition treatment device 100. Treat-
ment element 145 and/or other ablation elements of the
present disclosure can be configured to treat a first por-
tion of target tissue TT followed by a second portion of
targetissue TT. The first and second treated tissue seg-
ments can be overlapping and they can have non-parallel
central axes (e.g. tissue segments in a curved portion of
the duodenum). Three or more target tissue segments
can be treated, such as to cumulatively ablate at least
25% or at least 50% of the duodenal mucosa.

[0298] In some embodiments, expandable assembly
130 and/or treatment assembly 140 comprise inflatable
or otherwise expandable balloons, such as one or more
of: a compliant balloon; a non-compliant balloon; a bal-
loon with a pressure threshold; a balloon with compliant
and non-compliant portions; a balloon with a fluid entry
port; a balloon with a fluid exit port; and combinations of
these. In some embodiments, expandable assembly 130
and/or treatment assembly 140 comprise a balloon which
is fluidly attached to an inflation tube, such as inflation
tube 136 which travels proximally through shaft 111a
and/or 111b andis attached to aninflation port, not shown
but typically attached to a handle on the proximal end of
treatment device 100.

[0299] In some embodiments, functional element 138
of expandable assembly 130 comprises an abrasive el-
ement configured for abrading target tissue, such as an
abrasive element attached to a balloon or expandable
cage.

[0300] Shafts 111aand 111b can include one or more
lumens passing therethrough, and can comprise wires
and/or optical fibers for transfer of data and/or energy
such as RF energy to functional element 138 and/or 148.
Shafts 111b and/or 111a can comprise one or more
shafts, such as one or more concentric shafts configured
to deliver and/or recirculate hot and/or cold fluid through
expandable assembly 130 and/or treatment assembly
140, respectively. In some embodiments, a heated fluid
is used to pre-heat one or more treatment device 100
components and/or to deliver a bolus of hot fluid energy,
each as described in applicant’s co-pending International
Application Serial Number PCT/US2013/28082, entitled
"Heat Ablation Systems, Devices and Methods for the
Treatment of Tissue", filed February 27, 2013. Device
100 can comprise multiple expandable assemblies 130,
such as a first expandable assembly positioned proximal
to treatment assembly 140 (not shown) and a second
expandable assembly positioned distal to treatment as-
sembly 140 (expandable assembly 130 as shown in Fig.
3).

[0301] Treatment assembly 140 and/or expandable
assembly 130 can be configured to ablate tissue or oth-
erwise perform a function while positioned in a curved
segment of the Gl tract, such as is described in reference
to Figs. 4 and 6 herebelow.

[0302] System 10 can be configured to ablate or oth-
erwise treat target tissue TT, such as duodenal mucosal
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tissue, while avoiding damaging non-target tissue, such
as the Gl adventitia. Targettissue TT can include at least
a portion of safety-margin tissue comprising tissue whose
ablation causes minimal or no adverse effect to the pa-
tient, such as sub-mucosal tissue of the Gl tract. Target
tissue TT can comprise one or more portions of tissue
that are treated simultaneously or sequentially. In some
embodiments, the target tissue TT comprises the major-
ity of the length of the duodenal mucosa, such as at least
25% or at least 50% of the duodenal mucosa. In some
embodiments, the target tissue TT comprises at least
90% of the duodenal mucosa, or at least 95% of the du-
odenal mucosa. In some embodiments, the target tissue
TT includes the full mucosal thickness of atleast a portion
of duodenal tissue, as well as at least the innermost 100
microns of submucosal duodenal tissue, or at least the
innermost 200 microns of submucosal duodenal tissue.
The target tissue TT can include at least one of ileal mu-
cosal tissue or gastric mucosal tissue.

[0303] Endoscope 350 can be a standard endoscope,
such as a standard Gl endoscope, or a customized en-
doscope, such as an endoscope including sensor 353
configured to provide information related to the tissue
treatment of the present disclosure. Endoscope 350 can
include camera 352, such as a visible light, ultrasound
and/or other visualization device used by the operator of
system 10 prior to, during and/or after the treatment of
target tissue TT, such as during insertion and/or removal
of endoscope 350 and/or shafts 111a and 111b of treat-
ment device 100. Camera 352 can provide direct visual-
ization of internal body spaces and tissue, such as the
internal organs of the Gl tract. Endoscope 350 can be
coupled with or otherwise include a guidewire, e.g.
guidewire 60, such as to allow insertion of endoscope
350 into the jejunum and/or advancement of treatment
device 100.

[0304] System 10 can be constructed and arranged to
perform insufflation of a body lumen, such as insufflation
of a segment of the Gl tract. The body lumen can be
pressurized, such as by using one or more standard in-
sufflation techniques. Insufflation fluid can be introduced
through second lumen 354 of endoscope 350. Second
lumen 354 travels proximally and connects to a source
of insufflation liquid and/or gas, such as pumping assem-
bly 340, and typically a source of air, carbon dioxide,
water and/or saline. Alternatively or additionally, insuffla-
tion fluid can be delivered by treatment device 100, such
as through shaft 111a and/or 111b, and/or through a port
in expandable assembly 130 and/or treatment assembly
140, such as when functional elements 138 and/or 148,
respectively, comprise a fluid delivery port attached to a
source of insufflation liquid and/or gas (e.g. provided by
pumping assembly 340). Alternatively or additionally, a
separate device configured to be inserted through endo-
scope 350 and/or to be positioned alongside endoscope
350, can have one or more lumens configured to deliver
the insufflation fluid. System 10 can include one or more
occlusive elements and/or devices, such as expandable
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assembly 130, treatment assembly 140 and/or another
expandable device configured to radially expand such
as to fully or partially occlude a body lumen, such that
insufflation pressure can be achieved and/or maintained
over time (e.g. reduce or prevent undesired migration of
insufflation fluid). The one or more occlusive elements
and/or devices can be positioned proximal to and/or distal
to the luminal segment to be insufflated.

[0305] Pumping assembly 340 can be configured to
remove fluid from a body lumen such as a segment of
the Gl tract. Removed fluids include but are not limited
to: delivered ablative fluid; condensate of delivered ab-
lative fluid; insufflation fluids; excess bodily fluids; chyme;
digestive fluids; gas; and combinations of these. Fluids
can be removed prior to, during and/or after treatment of
target tissue TT by treatment element 145. Pumping as-
sembly 340 can be configured to apply a vacuum, such
as to remove fluid via at least one treatment element 145,
an outflow drain, or other fluid extraction port of system
10. In some embodiments, extracted fluids are recycled,
such as for subsequent delivery by at least one treatment
element 145 to target tissue TT.

[0306] Pumpingassembly 340 and/or EDU 330 canbe
configured to deliver one or more gases (e.g. carbon di-
oxide, nitrogen, nitrous oxide and/or air) to at least one
treatment element 145 or another gas delivering compo-
nent of system 10. In some embodiments, at least one
treatment element 145 comprises a gas jet nozzle con-
figured to deliver gas to target tissue, such as a gas that
has been processed to remove moisture or otherwise be
dry (e.g. less than the dew point of air, or at a relative
humidity less than 20% or less than 10%). In some em-
bodiments, system 10 is configured to deliver gas to
cause agitation of an ablative fluid previously delivered
within a body lumen. System 10 can be configured to
deliver dry or other gas to move ablative fluid in a body
lumen. The delivered gas can comprise a cooling gas,
such as a gas below 37°C, a gas between 0°C and 7°C
such as a gas between 2°C and 7°C, and/or a gas at
approximately 4°C. System 10 can deliver cooling gas
for a time period of at least 10 seconds, at least 20 sec-
onds or at least 30 seconds. In some embodiments, sys-
tem 10 delivers cooling gas at a temperature less than
0°C for a time period less than or equal to 20 seconds,
less than or 10 seconds, or less than or equal to 5 sec-
onds. In some embodiments, system 10 is configured to
deliver gas at a temperature at or above 42°C, such as
to remove moisture or otherwise dry a tissue wall of the
Gl tract. System 10 can be configured to deliver carbon
dioxide gas.

[0307] Functional element 138 and/or functional ele-
ment 148 can comprise a sensor. In some embodiments,
functional element 138, functional element 148, sensor
353 and/or another sensor of system 10, such as sensor
139 positioned on expandable assembly 130 and/or sen-
sor 149 positioned on treatment assembly 140, can com-
prise a sensor selected from the group consisting of: tem-
perature sensors such as thermocouples, thermistors,
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resistance temperature detectors and optical tempera-
ture sensors; strain gauges; impedance sensors such as
tissue impedance sensors; pressure sensors; blood sen-
sors; optical sensors such as light sensors; sound sen-
sors such as ultrasound sensors; electromagnetic sen-
sors such as electromagnetic field sensors; visual sen-
sors; and combinations of these. The sensors can be
configured to provide information to one or more compo-
nents of system 10, such as to controller 310 and/or EDU
330, such as to monitor the treatment of target tissue TT
and/or to treat target tissue TT in a closed loop configu-
ration. Energy delivery from EDU 330 can be initiated,
stopped and/or modified based on one or more sensor
readings. Algorithm 311 of controller 310 and/or EDU
330 can be configured to determine one or more treat-
ment parameters. In some embodiments, algorithm 311
processes one or more sensor signals to modify an
amount of ablative fluid delivered, rate of ablative fluid
delivery, energy delivered, power of energy delivered,
voltage of energy delivered, current of energy delivered
and/or temperature of ablative fluid or energy delivery.
Alternatively or additionally, algorithm 311 can comprise
an algorithm configured to determine an energy delivery
zone parameter such as an energy delivery zone param-
eter selected from the group consisting of: anatomical
location of an energy delivery zone; size of energy deliv-
ery zone; percentage of energy delivery zone to receive
energy; type of energy to be delivered to an energy de-
livery zone; amount of energy to be delivered to an energy
delivery zone; and combinations of these. Information
regarding the energy delivery zone parameter can be
provided to an operator of system 10. This information
can be employed to set an energy delivery zone param-
eter, assist the operator in determining the completion
status of the procedure (e.g. determining when the pro-
cedure is sufficiently complete) and/or to advise the op-
erator to continue to complete a prespecified area or vol-
ume of target tissue. The total area of treatment or
number of energy delivery zones or number of treatments
during a particular procedure (any of which can be em-
ployed in algorithm 311) can be defined by patient clinical
or demographic data, as described herein.

[0308] Sensor 149 of treatment assembly 140 can
comprise a gravimetric sensor. In these embodiments,
sensor 149 can comprise an accelerometer or other sen-
sor configured to provide a signal representing the ori-
entation of treatment assembly 140 and/or treatment el-
ement 145 as it relates to the force of earth’s gravity. In
embodiments in which treatment element 145 delivers
ablative fluid to target tissue TT, the signal provided by
sensor 149 can provide information for manual and/or
automated control of ablative fluid delivery direction. In
some embodiments, gravimetric orientation of device
100 is provided to an operator, such as via a screen on
controller 310. In some embodiments, the signal from
sensor 149 is recorded by controller 310, such as to ad-
just a spray pattern delivered by treatment assembly 140
and/or treatment element 145. Based on a signal from
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sensor 149, treatment element 145 and/or shaft 111a
can be positioned to deliver ablative fluid in upward
and/or side-ways (i.e. horizontal) directions, such as to
allow delivered fluid to flow across the walls of a lumen
in a downward direction. Controller 310 can be config-
ured to adjust the flow pattern of ablative fluid delivery
by adjusting the rotation and/or translation of treatment
assembly 140 (e.g. by creating an asymmetric move-
ment). Controller 310 can be configured to adjust the flow
pattern of ablative fluid delivery by adjusting which of
multiple treatment elements 145 deliver ablative fluid
(e.g. by turning on or more one or more electronic fluid
valves) or by adjusting a nozzle direction or nozzle flow
path geometry of treatment element 145 (e.g. when treat-
ment element 145 comprises a rotatable nozzle and/or
a nozzle with an adjustable orifice). In some embodi-
ments, controller 310 utilizes a signal from sensor 149
to manipulate one or more treatment elements 145 to
deliver fluid in a relatively upward direction. In some em-
bodiments, system 10 includes a fluid removal element,
such as a treatment element 145 configured to remove
fluid or an outflow drain, and the fluid removal element
is gravimetrically oriented by a signal provided by sensor
149.

[0309] Sensors 139 and/or 149 can comprise a chem-
ical detection sensor, such as a chemical detection sen-
sor to confirm proper apposition of expandable assembly
130 and/or treatment assembly 140. In this configuration,
a chemical sensor such as a carbon dioxide sensor can
be placed distal to expandable assembly 130 and/or
treatment assembly 140, and a fluid such as carbon di-
oxide gas can be introduced proximal to the expandable
assembly 130 and/or treatment assembly 140. Detection
of the introduced fluid by sensor 139 and/or 149 can in-
dicate inadequate apposition of expandable assembly
130 and/or treatment assembly 140, respectively. Read-
justment to achieve sufficient apposition can prevent in-
adequate treatment of target tissue TT (e.g. inadequate
transfer of energy) and/or prevent inadequate measure-
ment, modification, manipulation and/or diagnosis of tar-
get tissue TT.

[0310] Functional element 138, functional element
148, sensor 139, sensor 149, sensor 353 and/or another
sensor of system 10 can be a sensor configured to pro-
vide information related to the tissue treatment performed
by treatment assembly 140 and/or expandable assembly
130, such as a visual sensor mounted to treatment as-
sembly 140 and/or expandable assembly 130 that is con-
figured to differentiate tissue types that are proximate
treatment assembly 140 and/or expandable assembly
130. In some embodiments, system 10 is constructed
and arranged to differentiate mucosal and submucosal
tissue, such as to adjust one or more treatment param-
eters (e.g. to stop treatment and/or modify the tempera-
ture of treatment) based on the differentiation. Applicable
visible sensors include but are not limited to: visible light
camera; infrared camera; CT Scanner; MRI; and combi-
nations of these. In some embodiments, energy provided
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by EDU 330 is based on one or more signals from the
visible sensor, such as a sensor providing a signal cor-
relating to tissue color wherein the energy delivered is
modified based on a tissue color change. Sensors 149
and 139 can comprise a sensor configured to provide
information related to the tissue treatment performed by
treatment assembly 140 and/or expandable assembly
130, respectively, such as a temperature sensor config-
ured to monitor the temperature of treatment provided
by treatment assembly 140 and/or expandable assembly
130 and/or tissue proximate treatment assembly 140
and/or expandable assembly 130. Sensors 149 and/or
139 can comprise multiple temperature sensors, such as
multiple temperature sensors positioned on treatment
assembly 140 and/or expandable assembly 130, respec-
tively, with a spacing of at least one sensor per square
centimeter. Energy delivered by EDU 330 can be based
on signals recorded by the multiple temperature sensors.
[0311] Functional element 138 and/or functional ele-
ment 148 can comprise a transducer. In these and other
embodiments, functional element 138, functional ele-
ment 148, and/or another transducer of system 10 can
be a transducer selected from the group consisting of: a
heat generating element; a drug delivery element such
as an iontophoretic drug delivery element; a magnetic
field generator; an ultrasound wave generator such as a
piezo crystal; a light producing element such as a visible
and/or infrared light emitting diode; and combinations of
these.

[0312] Insome embodiments, EDU 330 and/or another
device of component of system 10 is configured to deliver
a visualizable material, such as a visualizable material
delivered to one or more treatment elements 145. In
some embodiments, visualizable material is delivered by
treatment element 145 onto and/or beneath the surface
of tissue, to assist in the treatment of target tissue TT,
such as to assess the status of tissue ablation. In some
embodiments, the visualizable material is selected from
the group consisting of; radiopaque agent; ultrasonically
visible material; magnetically visible material; and com-
binations of these. An imaging device of system 10, such
asimaging device 410 described herebelow, can be used
to create an image of the visualizable material during
and/or after delivery of the visualizable material.

[0313] In some embodiments, EDU 330 or another de-
vice of component of system 10 is configured to deliver
abrasive particles, such as abrasive particles delivered
to one or more treatment elements 145. In some embod-
iments, visualizable material is also delivered by EDU
330toassistin the treatment of tissue, such astoimprove
ablation caused by a mechanical abrasion treatment.
[0314] In some embodiments, EDU 330 is configured
to deliver at least RF energy, and system 10 includes
ground pad 70 configured to be attached to the patient
(e.g. on the back of the patient), such that RF energy can
be delivered in monopolar delivery mode to one or more
electrode-based treatment elements 145 of treatment
device 100 or to one or more electrodes of another treat-
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ment device of system 10 (e.g. second treatment device
100’). Alternatively or additionally, EDU 330 can be con-
figured to deliver energy in a bipolar RF mode, such as
bipolar energy delivered between any two electrode-
based treatment elements 145 of treatment device 100
or between any other two electrodes of another treatment
device of system 10. Alternatively or additionally, EDU
330 can be configured to deliver energy in a combined
monopolar-bipolar mode.

[0315] EDU 330 can be configured to deliver RF and/or
other forms of energy to one or more treatment elements
145 of treatment assembly 140 and/or a treatment ele-
ment expandable assembly 130. In some embodiments,
EDU 330 delivers energy selected from the group con-
sisting of: RF energy; microwave energy; plasma energy;
ultrasound energy; light energy; and combinations of
these. Energy can be continuous and/or pulsed, and can
be delivered in a closed-loop fashion as described here-
above. Energy delivery parameters such as power, volt-
age, current and frequency can be held relatively con-
stant or they can be varied by EDU 330. Energy delivery
canbe varied from afirsttissue location (e.g. afirst portion
of target tissue TT) to a second location (e.g. a second
portion of target tissue TT), such as a decrease in energy
from a first treated location to a second treated location
when the second treated location is thinner than the first
treated location. Alternatively or additionally, energy de-
livery can be varied during a single application of energy
to a single tissue location, such as by adjusting one or
more energy delivery parameters during a continuous
energy delivery. Alternatively or additionally, one or more
energy delivery parameters can be varied between a first
treatment of target tissue and a second treatment of tar-
gettissue, forexample a first treatment performed during
a first clinical procedure and a second treatment per-
formed during a second clinical procedure, such as when
the second treatment is performed at least twenty-four
hours after the first treatment.

[0316] Pumping assembly 340 and/or EDU 330 typi-
cally include one or more fluid pumps, such as one or
more peristaltic, displacement and/or other fluid pumps;
as well as one or more heat exchangers and/or other
fluid heating elements internal and/or external to device
100. Pumping assembly 340 and/or EDU 330 can be
configured to rapidly deliver and/or withdraw fluid to
and/or from treatment assembly 140 and/or expandable
assembly 130 via one or more fluid transport means. Flu-
id transport means can include a pump configured to de-
liver fluid at a flow rate of at least 50 ml/min and/or a
pump and/or vacuum source configured to remove fluid
at aflow rate of atleast 50 ml/min. In some embodiments,
system 10 is configured to deliver fluid, such as a liquid,
at aflow rate of atleast 500 ml/min, or atleast 750 ml/min.
A pump and/or vacuum source can be configured to con-
tinuously exchange hot fluid and/or to perform a negative
pressure priming event to remove fluid from one or more
fluid pathways of device 100. Pumping assembly 340,
EDU 330, first treatment device 100 and or second treat-
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ment device 100’ can include one or more valves in the
fluid delivery and/or fluid withdrawal pathways or one or
more other valves in the fluid pathway within treatment
assembly 140 and/or expandable assembly 130. Valves
can be configured to control entry of fluid into an area
and/or to maintain pressure of fluid within an area. Valves
can be used to transition from a heating fluid, such as a
fluid of 90°C maintained in a treatment assembly for ap-
proximately 12 seconds, to a cooling fluid, such as a fluid
between 4°C and 10°C maintained in the assembly ele-
ment for approximately 30 to 60 seconds. Typical valves
include but are not limited to: duck-bill valves; slit valves;
electronically activated valves; pressure relief valves;
and combinations of these. Pumping assembly 340
and/or EDU 330 can be configured to rapidly inflate
and/or deflate treatment assembly 140 and/or expanda-
ble assembly 130. Pumping assembly 340 and/or EDU
330 can be configured to purge the fluid pathways of first
treatment device 100 and/or second treatment device
100’ with a gas such as air, such as to remove cold and/or
hot fluid from the devices and/or to remove gas bubbles
from the devices.

[0317] EDU 330, treatment element 145 and/or other
components of system 10 can be configured to treat tar-
gettissue TT with a non-desiccating ablation, such as by
avoiding tissue temperatures above 100°C, avoiding the
creation of steam, or otherwise avoiding deleterious des-
iccation of tissue. System 10 can be configured to mini-
mize heat production in the outermost 50% of a mucosal
layer, such as to ablate the outermost 50% of the mucosal
layer via thermal conduction. System 10 can be config-
ured to minimize heat production in the outermost 80%
of a mucosal layer, such as to ablate the outermost 80%
of the mucosal layer via thermal conduction. System 10
can be configured to maximize the flow of electrical cur-
rent, such as through the innermost 50% of a mucosal
layer, or through the innermost 20% of a mucosal layer.
In some embodiments, system 10 can be configured to
avoid detachment of tissue particles.

[0318] EDU 330, treatment element 145 and/or other
components of system 10 can be configured to treat tar-
get tissue TT such that the temperature of at least a por-
tion of the target tissue TT rises rapidly, such as at a rate
of greater than or equal to 17.5°C per second. Treatment
can be delivered to cause the temperature of at least a
portion of the target tissue TT to reach a setpoint tem-
perature between 60°C and 90°C, such as a setpoint
temperature between 65°C and 85°C. System 10 can be
configured to cause the target tissue TT to elevate to a
setpoint temperature and maintain that setpoint temper-
ature, such as by maintaining the setpoint temperature
for a time period between 2 and 40 seconds. In these
embodiments, the setpoint temperature can be between
60°C and 90°C, such as a setpoint temperature between
65°C and 85°C that is maintained for between 5 and 15
seconds. In some embodiments, after a setpoint temper-
ature is achieved and/or maintained, the treatment can
be adjusted (e.g. by adjusting energy delivery from EDU
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330) such that tissue temperature decreases over time,
such as to match a tissue response ofthe target tissue TT.
[0319] Controller 310 can include a graphical user in-
terface configured to allow one or more operators of sys-
tem 10 to perform one or more functions such as entering
of one or more system input parameters and visualizing
and/or recording of one or more system output parame-
ters. Controller 310 can include one or more user input
components (e.g. touch screens, keyboards, joysticks,
electronic mice and the like), and one or more user output
components (e.g. video displays; liquid crystal displays;
alphanumeric displays; audio devices such as speakers;
lights such as light emitting diodes; tactile alerts such as
assemblies including a vibrating mechanism; and the
like). Examples of system input parameters include but
are not limited to: temperature of ablative fluid to be de-
livered such as temperature of fluid to be delivered to a
nozzle or to an expandable reservoir such as a balloon;
type of ablative fluid to be delivered; rate of ablative fluid
to be delivered; volume of ablative fluid to be delivered;
type of energy to be delivered such as RF energy, thermal
energy and/or mechanical energy; quantity of energy to
be delivered such as a cumulative number of joules of
energy to be delivered and/or peak amount of energy to
be delivered; types and levels of combinations of ener-
gies to be delivered; energy delivery duration; pulse width
modulation percentage of energy delivered; temperature
of a cooling fluid to be delivered; temperature of a priming
fluid to be delivered; flow rate of a fluid to be delivered;
volume of a fluid to be delivered; number of reciprocating
motions for an energy delivery element to transverse;
temperature for atreatmentassembly such as target tem-
perature and/or maximum temperature; insufflation pres-
sure; insufflation duration; and combinations of these.
System input parameters can include information based
on patient anatomy and/or conditions such as pre-pro-
cedural and/or peri-procedural parameters selected from
the group consisting of: mucosal density and/or thick-
ness; mucosal "lift" off of submucosa after a submucosal
injection; longitudinal location of target tissue within the
Gl tract; and combinations of these. Examples of system
output parameters include but are not limited to: temper-
ature information such as tissue and/or treatment assem-
bly temperature information; pressure information such
as balloon pressure information and/or insufflation pres-
sure information; force information such as level of force
applied to tissue information; patient information such as
patient physiologic information recorded by one or more
sensors; and combinations of these.

[0320] Controller 310 and/or one or more other com-
ponents of system 10 can include an electronics module,
such as an electronics module including a processor,
memory, software, and the like. Controller 310 is typically
configured to allow an operator to initiate, modify and
cease treatment of target tissue TT by the various com-
ponents of system 10, such as by controlling EDU 330
and/or pumping assembly 340. Controller 310 can be
configured to modify one or more tissue treatment pa-
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rameters, such as a parameter selected from the group
consisting of: temperature of an ablative fluid to be de-
livered directly to tissue or to an expandable reservoir
such as a balloon; type of ablative fluid to be delivered;
rate of ablative fluid to be delivered; volume of ablative
fluid to be delivered; pulse width modulation on-time
and/or off-time; a time division multiplexing parameter;
and combinations of these. Controller 310 can be con-
figured for manual control, so that the operator first initi-
ates the tissue treatment, then allows the treatment ele-
ment 145 and/or another associated treatment element
to treat the target tissue TT for some time period, after
which the operator terminates the treatment.

[0321] Controller 310 and EDU 330 can be configured
to treat target tissue TT in constant, varied, continuous
and discontinuous energy delivery or other treatment de-
livery profiles. Pulse width modulation and/or time divi-
sion multiplexing (TDM) can be incorporated to achieve
precision of an ablative treatment, such as to ensure ab-
lation of target tissue TT while leaving non-target tissue
intact.

[0322] In some embodiments, where system 10 is fur-
ther configured to perform hot fluid ablation, controller
310 can be configured to adjust the temperature, flow
rate and/or pressure of fluid delivered to an expandable
reservoir, such as when treatment element 145 and/or
expandable assembly 130 comprise a balloon. Controller
310 can be configured to initiate insufflation and/or to
adjust insufflation pressure. Controller 310 can be con-
figured to deliver energy or otherwise treat target tissue
in a closed-loop fashion, such as by modifying one or
more tissue treatment parameters based on signals from
one or more sensors of system 10, such as those de-
scribed hereabove. Controller 310 can be programmable
such as to allow an operator to store predetermined sys-
tem settings for future use.

[0323] Controller 310 can comprise an impedance
monitoring assembly, such as an impedance monitoring
assembly that receives impedance information from one
or both of sensor 139 of expandable assembly 130 and/or
sensor 149 of treatment assembly 140. EDU 330 can
deliver RF energy to one or more electrode-based treat-
ment elements of system 10 based on the impedance
determined by the impedance monitoring assembly.
[0324] Numerous embodiments of the systems, meth-
ods and devices for treating target tissue TT described
hereabove include controlling and/or monitoring the
change in target tissue temperature to cause its ablation,
such as a temperature increase above 43°C, typically
above 60°C, 70°C or 80°C, to ablate at least a portion of
the target tissue TT. One or more cooling fluids can be
delivered to limit or otherwise control ablation, such as
to prevent damage to non-target tissue, such as the du-
odenal adventitia. Pumping assembly 340 can be con-
figured to deliver a fluid to tissue and/or a component
and/or assembly of system 10, such as to warm and/or
cool the tissue, component and/or assembly. Pumping
assembly 340 can be configured to deliver a cooling fluid
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to aluminal wall such as the duodenal wall, such as prior
to a delivery of energy, during a delivery of energy and/or
after adelivery of energy. In some embodiments, a chilled
fluid is used to cool tissue prior to, during and/or after a
high temperature ablation of tissue. System 10 can be
configured to deliver a fluid at a temperature below 37°C
or below 20°C. The chilled fluid can be delivered at a
temperature between 0°C and 7°C, and in some embod-
iments, the chilled fluid is delivered at a temperature less
than 0°C. System 10 to can be configured to deliver
chilled fluid at multiple temperatures to target tissue TT
and/or other tissue. System 10 can be configured to de-
liver a first chilled fluid at a first temperature for a first
time period, followed by a second chilled fluid delivered
at a second temperature for a second time period. The
first and second chilled fluids can be similar or dissimilar
fluids, such as similar or dissimilar liquids and/or gases.
In some embodiments, the first chilled fluid is colder than
the second chilled fluid, such as a first chilled fluid deliv-
ered at approximately 4°C for a time period of approxi-
mately 5 seconds, followed by fluid delivered at a higher
temperature (e.g. a temperature between 10°C and
37°C) for a time period of at least 5 seconds. The chilled
fluid can be delivered between treatment of a first portion
of target tissue and a second portion of target tissue (e.g.
to the same or different tissue), such as to remove resid-
ual heat remaining after the first treatment. The cooling
fluid can be delivered through functional element 138 of
expandable assembly 130 and/or functional element 148
of treatment assembly 140, such as when functional el-
ements 138 and/or 148 comprises a fluid delivery ele-
ment such as a nozzle, an exit hole, a slit, ora permeable
membrane. The cooling fluid can be supplied to a location
within expandable assembly 130 and/or treatment as-
sembly 140, such as when expandable assembly 130
and/or treatment assembly 140 comprises a balloon or
other expandable reservoir configured to contact tissue.
Alternatively or additionally, pumping assembly 340 can
be fluidly attached to another component of treatment
device 100 and/or system 10, the attached component
not shown but configured to deliver fluid to tissue and/or
a component of system 10 such as to add and/or absorb
heat. Pumping assembly 340 can comprise a cryogenic
source used to deliver fluids at low temperatures, such
as temperatures below 0°C. Typical fluids delivered in-
clude but are not limited to: liquids such as water and/or
saline; gases such as carbon dioxide, nitrogen, nitrous
oxide and/or air; and combinations of these.

[0325] Pumping assembly 340 caninclude a desiccant
and/or drying assembly configured to dehydrate or oth-
erwise remove moisture from one or more delivered gas-
es prior to their delivery. In some embodiments, fluid pro-
vided to one or more treatment elements 145 has its tem-
perature modified by a component in a distal portion of
device 100, such as a heating or cooling elementintegral
or proximal to treatment element 145 (e.g. a peltier cool-
ing element, an expanded gas cooling assembly, or a
heating coil integral to treatment element 145). Alterna-



83 EP 3 003 461 B1 84

tively or additionally, system 10 caninclude a component
configured to directly contact tissue in order to cool or
warm tissue. In some embodiments, radially expandable
assembly 130, functional element 138 and/or functional
element 148 can be configured to contact tissue and re-
move and/or add heat from the contacted tissue.
[0326] System 10 can include a motion control mech-
anism, such as motion transfer assembly 320. Motion
transfer assembly 320 can be configured to rotate, trans-
late and/or otherwise move a component of system 10,
such as to move one or more of treatment assembly 140,
treatment element 145 and/or expandable assembly
130. In some embodiments, motion transfer assembly
320 is configured to rotate and/or axially translate shafts
111a and/or 111b such that treatment assembly 140
and/or expandable assembly 130, respectively, are ro-
tated and/or translated. Motion transfer assembly 320
can be configured to rotate treatment assembly 140
and/orexpandable assembly 130 independently orin uni-
son. Motion transfer assembly 320 can be configured to
translate treatment assembly 140 as treatment is applied
to a portion of target tissue TT. In some embodiments,
contiguous tissue segments are treated by device 100
continuously as motion transfer assembly 320 causes
treatment assembly 140 to translate at a rate of at least
10 cm per minute, or at a rate of least 20 cm per minute.
In some embodiments, treatment assembly 140 is man-
ually translated, such as at a rate of at least 10 cm per
minute, or at least 20 cm per minute. Motion transfer as-
sembly 320 can be configured to translate treatment as-
sembly 140 between afirsttissue treatmentand a second
tissue treatment. Motion transfer assembly 320 can in-
clude one or more rotational and/or linear drive assem-
blies, such as those including rotational motors, magnetic
drives, lead screw and/or other linear actuators, and the
like which are operably connected to shaft 111a and/or
111b. Shafts 111a and/or 111b are constructed with suf-
ficient column strength and/or torque transfer properties
to sufficiently rotate and/or translate treatment assembly
140 and/or expandable assembly 130, respectively. Mo-
tion transfer assembly 320 can be in communication with
controller 310, such as to activate, adjust and/or other-
wise control motion transfer assembly 320 and thus the
motion of treatment assembly 140 and/or expandable
assembly 130. Motion transfer assembly 320 can be
manually driven and/or automatically (e.g. motor) driven.
Alternatively or additionally, motion transfer assembly
320 can be used to advance and/or retract treatment as-
sembly 140 and/or expandable assembly 130 from a first
position to treat a first portion of target tissue, to a second
position to treat a second portion of target tissue. In this
embodiment, repositioning of treatment assembly 140
and/or expandable assembly 130 can be configured to
provide overlapping treatment, such as the overlapping
treatment described in reference to Fig. 4 herebelow.
[0327] In some embodiments, system 10, first treat-
ment device 100 and/or second treatment device 100’
are constructed and arranged to perform a fractional
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treatment of tissue, such as is described hereabove in
reference to Fig. 1. First treatment device 100 and/or
second treatment device 100’ can be constructed and
arranged to treat target tissue with a fractional delivery
of RF energy, such as monopolar and/or bipolar RF en-
ergy delivered from an array of electrodes positioned on
an expandable element. In some embodiments, first
treatment device 100 and/or second treatment device
100’ are configured as a laser or other light energy de-
livery device constructed and arranged to provide a frac-
tional energy delivery to target tissue, such as device of
similar construction to device 500 of Figs. 5A and 5B
described herebelow. In some embodiments, first treat-
ment device 100 and/or second treatment device 100’
are configured to vaporize at least a portion of target tis-
sue.

[0328] Asdescribed hereabove, system 10caninclude
one or more additional treatment devices, such as sec-
ond treatmentdevice 100’. Second treatmentdevice 100’
and/or other treatment devices of the present disclosure
can be configured to treat target tissue TT in the same
clinical procedure, or in a clinical procedure performed
atleast twenty-four hours after the first clinical procedure.
Second treatment device 100’ can be of similar or dis-
similar construction to first treatment device 100. In some
embodiments, second treatment device 100’ comprises
an expandable assembly with a different diameter than
expandable assembly 130 of device 100. In some em-
bodiments, second treatment device 100’ comprises a
treatment element with a different construction and ar-
rangement than treatment element 145 of treatment de-
vice 100. In some embodiments, second treatment de-
vice 100’ comprises a device selected from the group
consisting of: hot fluid filled balloon device; RF energy
delivery device; vapor ablation device; cryoablation de-
vice; laser ablation device; ultrasound ablation device;
mechanical abrasion device; and combinations of these.
Second treatment device 100’ can comprise at least one
ablation element selected from the group consisting of:
an RF energy delivery element such as one or more elec-
trodes, each comprising one or more elongate conduc-
tors; an ultrasonic transducer such as one or more piezo
crystals configured to ablate tissue; a laser energy deliv-
ery element such as one or more optical fibers and/or
laser diodes; a heat delivery element such as a hot fluid
filled balloon; a rotating ablation element; a circumferen-
tial array of ablation elements; and combinations of
these.

[0329] System 10 can further include one or more im-
aging devices, such as imaging device 410. Imaging de-
vice 410 can be configured to be inserted into the patient
and can comprise a visual light camera; an ultrasound
imager; an optical coherence domain reflectometry
(OCDR) imager; and/or an optical coherence tomogra-
phy (OCT) imager, such as when integral to, attached to,
contained within and/or proximate to shaft 111a and/or
111b. Imaging device 410 can be inserted through a sep-
arate working channel of endoscope 350, lumen not
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shown. In one embodiment, imaging device 410 is an
ultrasound transducer connected to a shaft, not shown
but surrounded by shaft 111a and typically rotated and/or
translated to create amulti-dimensional image of the area
surrounding imaging device 410. Alternatively or addi-
tionally, imaging device 410 can be external to the pa-
tient, such as an imaging device selected from the group
consisting of: an X-ray; a fluoroscope; an ultrasound im-
age; an MRI; a PET Scanner; a near-infrared imaging
camera; a fluorescence imaging camera; and combina-
tions of these. Image and other information provided by
imaging device 410 can be provided to an operator of
system 10 and/or used by a component of system 10,
such as controller 310, to automatically or semi-automat-
ically adjust one or more system parameters such as one
or more energy delivery parameters.

[0330] System 10 can further include protective ele-
ment 191, configured to be positioned proximate tissue
to prevent damage to certain tissue during tissue ablative
fluid delivery, other energy delivery and/or other tissue
treatment event. Protective element 191 can comprise
an element selected from the group consisting of: a de-
ployable and/or recoverable cap and/or covering; an ad-
vanceable and/or retractable protective sheath; and
combinations of these. Protective element 191 can be
delivered with endoscope 350 and/or another elongate
device such that protective element 191 can be placed
over or otherwise positioned to protect non-target tissue,
such as tissue selected from the group consisting of: am-
pulla of Vater, bile duct, pancreas, pylorus, muscularis
externae, serosa; and combinations of these. In some
embodiments, protective element 191 is placed prior to
treatment of at least a portion of target tissue TT, and
removed in the same clinical procedure. In other embod-
iments, protective element 191 is implanted in a first clin-
ical procedure, and removed in a second clinical proce-
dure, such as a second clinical procedure as described
herein. System 10 can be configured to identify non-tar-
get tissue, such as via a camera used to identify the am-
pulla of Vater.

[0331] System 10 can be configured to prevent exces-
sive distension of the duodenum such as distension that
could cause tearing of the serosa. In some embodiments,
system 10 is configured such that all tissue contacting
components and/or fluids delivered by system 10 main-
tain forces applied on a Gl wall below 1.0 psi, such as
less than 0.5 psi, or less than 0.3 psi. System 10 can be
configured to avoid or otherwise minimize damage to the
muscularis layer of the Gl tract, such as by controlling
pressure of target tissue treatment (e.g. via controlling
expansion force of treatment assembly 140 and or ex-
pandable assembly 130) and/or by otherwise minimizing
trauma imparted on any tissue by one or more compo-
nents of system 10.

[0332] System 10 canfurtherinclude one or more phar-
maceutical and/or other agents 420, such as an agent
configured for systemic and/or local delivery to a patient.
Agents 420 can be delivered pre-procedurally, peri-pro-

10

15

20

25

30

35

40

45

50

55

44

EP 3 003 461 B1 86

cedurally and/or post-procedurally. Agents 420 can com-
prise one or more imaging agents, such animaging agent
used with imaging device 410. Agents 420 can be one
or more pharmaceutical or agents configured to improve
healing, such as agents selected from the group consist-
ing of: antibiotics, steroids, mucosal cytoprotective
agents such as sucralfate, proton pump inhibitors and/or
other acid blocking drugs; and combinations of these.
Alternative or in addition to agents 420, pre-procedural
and/or post-procedural diets can be employed, as de-
scribed herein. For example, pre-procedural diets can
include food intake that is low in carbohydrates and/or
low in calories, and post-procedural diets can include
food intake that comprise a total liquid diet and/or a diet
that is low in calories and/or low in carbohydrates.
[0333] In some embodiments, system 10 does not in-
clude a chronically implanted component and/or device,
only body inserted devices that are removed at the end
of the clinical procedure or shortly thereafter, such as
devices removed within 8 hours of insertion, within 24
hours of insertion and/or within one week of insertion. In
an alternative embodiment, implant 192 can be included.
Implant 192 can comprise at least one of: a stent; a
sleeve; and/or a drug delivery device such as a coated
stent, a coated sleeve and/or animplanted pump. Implant
192 can be inserted into the patient and remain implanted
for a period of at least one month, at least 6 months or
at least 1 year. In some embodiments, a first clinical pro-
cedure is performed treating target tissue, and a subse-
quent second clinical procedure is performed, as is de-
scribed herein. In these two clinical procedure embodi-
ments, a device can be implanted in the first clinical pro-
cedure, and removed in the second clinical procedure.
[0334] System 10 can include sizing device 430 which
is constructed and arranged to be placed into one or more
locations of the gastrointestinal tract or other internal lo-
cation of the patient and measure the size or other geo-
metric parameter of tissue. In some embodiments, sizing
device 430 comprises a balloon, expandable cage or oth-
er sizing element constructed and arranged to measure
the inner surface diameter of a tubular tissue such as
duodenal and/or jejunal tissue. A diameter measurement
can be performed by inflating a balloon of sizing device
430 to a predetermined pressure and performing a vis-
ualization procedure to determine balloon diameter. Al-
ternatively or additionally, a balloon can be filled with a
fluid and one or more of fluid volume or fluid pressure is
measured to determine balloon diameter and subse-
quently diameter of tubular tissue proximate the balloon.
In some embodiments, subsequent apposition of treat-
mentassembly 140 can be determined using these tissue
geometry measurements. Alternatively or additionally,
an expandable element such as a balloon or cage can
comprise two or more electrodes configured to provide
a tissue impedance measurement whose value can be
correlated to a level of apposition of the expandable el-
ement, and whose expanded diameter (e.g. visually
measured) subsequently correlated to a diameter of tu-
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bular tissue proximate the expandable element. In some
embodiments, treatment assembly 140 and/or expand-
able assembly 130 comprises sizing device 430, such
as when treatment assembly 140 and/or expandable as-
sembly 130 comprise a balloon or other sizing element
used to measure adiameter of the inner surface of tubular
tissue.

[0335] Anyofthe components of system 10 caninclude
a coating, such as a lubricious coating. In some embod-
iments, treatment elements 145 and/or radially expand-
able elements such as balloons include a lubricious or
other material property modifying coating. In some em-
bodiments, a radially expandable treatment assembly
140 and/or expandable assembly 130 comprise a hy-
drophilic coating, for example configured to disperse or
otherwise move an ablative fluid.

[0336] Each of the components and/or devices of sys-
tem 10 can be removably attached to another compo-
nent, particularly treatment device 100, controller 310,
EDU 330, motion transfer assembly 320, pumping as-
sembly 340, ground pad 70, endoscope 350 and/or sec-
ond treatment device 100’. Typical attachment means
include but are not limited to mechanical or electrome-
chanical connectors providing an electrical, optical
and/or fluidic connection between the attached compo-
nents.

[0337] Referring now to Fig. 4, a side sectional view
of the distal portion of a treatment device inserted into a
curvilinear section of duodenum is illustrated. Treatment
device 100 comprises shaft 110, a relatively flexible, bio-
compatible, elongate structure configured for insertion
into a body lumen such as the duodenal tissue shown.
Shaft 110 is typically connected to a handle on its prox-
imal end, not shown but configured to allow an operator
to advance, retract and otherwise manipulate or control
treatment device 100. Treatment device 100 can be con-
figured for delivery over a guidewire, via a lumen from a
proximal portion to a distal portion, or via a rapid ex-
change sidecar in the distal portion of the device
(guidewire lumen and sidecar not shown but known to
those of skill in the art). Shaft 110 is shown inserted
through introducer 50 which can comprise an endoscope,
sheath, or other body introduction device.

[0338] Treatment device 100 further comprises treat-
ment assembly 140, which can be similar to treatment
assembly 140 of Fig. 3. Treatment assembly 140 can be
expandable and/or it can include one or more expandable
elements. Treatment assembly 140 comprises treatment
element 145, which is constructed and arranged to de-
liver energy to one or more portions of an energy delivery
zone and to treat one or more portions of target tissue.
Treatment element 145 can comprise one or more treat-
ment elements such as a balloon configured to receive
sufficiently hot or cold ablative fluid; a fluid delivery ele-
ment such as a nozzle configured to deliver ablative fluid
directly onto tissue; one or more electrodes configured
to deliver RF energy to tissue; a light energy delivery
element such as a laser light energy delivery element
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described in reference to Figs. 5A and 5B herebelow;
and/or other ablation or other tissue treatment elements
such as those described in reference to Fig. 3 hereabove.
[0339] Treatment assembly 140 has been positioned
in a distal portion of duodenal tissue, such as a section
thatincludes an expanded segment of submucosaltissue
(expansion not shown). Treatment assembly 140 has
been radially expanded such as to contact the mucosal
surface of the duodenum at a discrete tissue segment of
target tissue, treatment portion 1 as shown. Treatment
portion 1 is located distal to a series of sequential tissue
segments of target tissue, treatment portions 2 through
6 as shown. Treatment element 145 is shown in Fig. 4
positioned to ablate or otherwise treat tissue segment 1.
Treatment element 145 can be operably connected to
one or more wires, fluid delivery tubes, or other conduits,
not shown but such as conduit 141 of Fig. 3, such that
treatmentelement 145 cantreattissue proximate to treat-
ment element 145. As described above, each of treat-
ment portions 1 through 6 has a corresponding energy
delivery zone (not shown) to which energy is delivered
from treatment element 145 to cause the appropriate
treatment of target tissue.

[0340] Treatment assembly 140 can be sized to allow
positioning in curved segments of the Gl tract with a min-
imum radius of curvature, such as a curved segment of
the duodenum and/or jejunum with an average radius of
curvature less than 5cm over a 75° arc, or less than 3cm
over a 75°arc, as described herebelow in reference to
Fig. 6. In these curved segments (and straighter seg-
ments as well), treatment assembly 140 can be expand-
ed without exerting undesired force onto tissue (e.g. ex-
panded to contact the tissue wall and/or to position treat-
ment element 145 a fixed distance from the tissue wall).
In some embodiments, treatment assembly 140 is con-
structed and arranged to treat curved segments of the
Gl tract and comprises a length less than or equal to
30mm, such as less than or equal to 25mm, less than or
equal to 20 mm, less than or equal to 15mm. After treat-
ment of the tissue segment 1, treatment assembly 140
can be repositioned to tissue segment 2, just proximal to
the tissue segment 1, with or without contracting treat-
ment assembly 140 prior to the repositioning. Subse-
quently, a second tissue treatment (e.g. a second energy
delivery) can be performed. The steps of repositioning
and treating portions of target tissue are repeated until
tissue segments 3, 4, 5, and 6 have been treated. In a
single clinical procedure, the combined length of target
tissue segments 1 through 6 can represent between 25%
and 100% of the length of the duodenal mucosa length,
such as when between 2 and 50 axial segments of tissue
receive between 2 and 50 energy deliveries from treat-
ment element 145 and/or another treatment element. In
some embodiments, each of tissue segments 1 through
6 have a maximum axial length of less than 20cm, less
than 15cm, less than 10cm, less than 5cm or less than
3cm. In some embodiments, the cumulative axial length
of tissue segments treated, (e.g. at least segments 1
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through 6) is less than 100cm, or less than 50cm. Alter-
natively or additionally, other tissue can be treated, such
as has been described hereabove.

[0341] Targettissue segments 1 through 6 typically in-
clude common or overlapping tissue segments, such as
is shown in Fig. 4. While the embodiment of Fig. 4 shows
six target tissue segments being treated, more or fewer
segments can be treated. Tissue treatments can be per-
formed in a contiguous manner (e.g. 15t portion followed
by 2nd portion, followed by 3 portion, etc); however any
order can be performed. In some embodiments, multiple
contiguous or discontiguous tissue segments are treated
simultaneously. In some embodiments, contiguous tis-
sue segments are treated by device 100 continuously,
as treatment assembly 140 is translated proximally
and/or distally, such as via a manual or automated re-
traction and/or advancement, respectively, as has been
described in reference to Fig. 1 hereabove. In some em-
bodiments, treatment of target tissue is performed as
treatment assembly 140 translates at a rate of at least
10 cm per minute. In some embodiments, a segment of
non-treated Gl tissue is positioned between two seg-
ments of treated Gl tissue, such as a non-treated seg-
ment of Gl tissue in a sharp bend, such as is described
in reference to Fig. 6 herebelow.

[0342] Referring now to Figs. 5A and 5B, side and
side sectional views of the distal portion of a light-energy
delivering tissue treatment device is illustrated. Treat-
ment device 500 comprises a shaft 511, typically a flex-
ible shaft including one or more lumens and configured
to be inserted into a patient, such as into the gastroin-
testinal tract via the patient’s mouth. Shaft 511 can be
advanced through or alongside an endoscope and/or
over a guidewire, endoscope and guidewire not shown
but such as is described in reference to Fig. 3 hereabove.
Positioned on the distal end of shaft 511 is treatment
assembly 540. In some embodiments, shaft 511 passes
through all or a portion of treatment assembly 540, not
shown but such as when treatment assembly 540 is po-
sitioned on a distal portion but proximal to the distal end
of shaft 511 (e.g. similar to the positioning of treatment
assembly 140 on shaft 111b of Fig. 3).

[0343] Treatmentassembly 540 includes treatment el-
ement 545, an energy delivery element constructed and
arranged to deliver laser or other tissue treating light con-
figured to treat target tissue. Treatment element 545 is
operably attached to conduit 541. Conduit 541 can in-
clude one or more filamentous elements selected from
the group consisting of: conductive wires; optical fibers;
rotatable shafts; fluid delivery lumens; insulating layers;
and combinations of these. Treatment assembly 540 fur-
ther includes an inflatable element, balloon 543, which
surrounds treatment element 545 and can be radially ex-
panded, such as by the delivery of one or more fluids to
balloon 543 via a fluid delivery tube of conduit 541. Treat-
ment assembly 540 can be configured to be expanded
(e.g. balloon 543 expanded), such as to move closer to
and/or contact an energy delivery zone of the present
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disclosure, such as an expansion performed prior to a
delivery of laser or other light energy to treat target tissue
proximate balloon 543.

[0344] Treatment assembly 540 and treatment ele-
ment 545 can be constructed and arranged to fractionally
deliver laser or other light energy to tissue, such as is
described in reference to the fractional delivery of energy
described in reference to Figs. 1 and 3 hereabove. In
some embodiments, fractional delivery is achieved by
balloon 543 selectively passing light energy delivered by
treatment element 545. Alternatively or additionally, frac-
tional delivery can be achieved by treatment element 545
delivering one or more rays of light energy that each con-
tact an energy delivery zone with a limited diameter (e.g.
focused light), such as a single ray of light delivered in a
scanning (e.g. rotating and/or translating) fashion, or light
delivered from an optical element that produces multiple
rays of light in an appropriate pattern, such as are de-
scribed herebelow.

[0345] In embodiments where balloon 543 selectively
passes light energy delivered by treatment element 545,
balloon 543 can be configured as a partial shroud that
blocks the majority of light emitted by treatment element
545 while selectively passing multiple rays of light ener-
gy. Inthese embodiments, balloon 543 can be configured
to pass light energy through one or more apertures 542,
such as a grid pattern of rows and/or columns of material
transparent or at least partially transmissive to one or
more wavelengths of light configured to treat target tis-
sue, while the remaining portions of balloon 543 block
(i.e. prevent transmission of) at least those wavelengths
of light.

[0346] In embodiments where treatment element 545
is configured to deliver one or rays of light with limited
diameter to tissue, treatment element 545 can include
one or more optical components configured to focus
and/or distribute the light rays. In these embodiments, all
or a majority of balloon 543 can be transmissive of light
emitted from treatment element 545.

[0347] Inthe fractional energy delivery approach, arel-
atively small proportion of an energy delivery zone re-
ceives energy treatment element 545. In some embodi-
ments, small portions of the entire surface of multiple
energy delivery zones receive energy, such as when
treatment assembly 540 is repositioned after each ener-
gy delivery zone receives an allotment of light energy. In
some embodiments, one or more energy delivery zones
have an area between 1cm?2 and 5cm?2.

[0348] The small portions of an energy delivery zone
receiving energy result in multiple treated target tissue
segments that each includes an inward facing surface
relatively positioned on the tissue surface receiving the
energy. In some embodiments, the inward facing surfac-
es comprise an elliptical geometry, such as a circular
geometry. Non-target or othertissue notreceiving energy
can be positioned between the multiple treated target
tissue segments. These treated target tissue segments
extend into the tissue, such as deeper into the wall of



91 EP 3 003 461 B1 92

tubular tissue such as deeper through a mucosal layer
and at least partially into a submucosal layer. In some
embodiments, these treated target tissue segments in-
cluding mucosal and submucosal tissue resultin reshap-
ing the mucosa and/or submucosa. Alternatively or ad-
ditionally, this fractional treatment of the target tissue
segments can reduce the submucosal surface area on
which new mucosal tissue subsequently grows. In some
embodiments, the target tissue segments inward facing
surfaces collectively comprise a quantity of 50 to 3000
per square centimeter of tissue surface receive energy,
such as approximately a quantity of 500 per square cen-
timeter. The target tissue inward facing surfaces can
each comprise a surface with an equivalent diameter of
between 20 and 200 microns (i.e. a surface whose area
is equivalent to a circle with a diameter between 20 and
200 microns). The target tissue inward facing portions
positioned within an energy delivery zone can be treated
sequentially, such as a sequential energy delivery by
treatment element 545, when treatment element 545
comprises a scanning light delivery element. Alternative-
ly or additionally, multiple target tissue inward facing por-
tions positioned within an energy delivery zone can be
treated simultaneously, such as when light delivered by
treatment element 545 delivers light to tissue through
one or more apertures 542.

[0349] A set of energy delivery zones can each com-
prise an axial length of between 0.5 and 3cm in length.
A treatment assembly 540 can be translated between
energy deliveries, such as a translation of approximately
between 0.5cm and 3cm, such as to allow a slight overlap
between any two energy delivery zones, such as to cause
a mating of boundaries of any two energy delivery zones
and/or such as to provide a gap between any two energy
delivery zones.

[0350] In a fractional approach, the ratio of energy de-
livery zone tissue receiving energy to energy delivery
zone tissue not receiving energy can be between 0.1%
and 90%, such as less than 50%, less than 20%, less
than 10%, less than 5%, less than 2% or less than 1%.
The target tissue segment inward facing surfaces can
comprise a major axis of less than or equal to 100 mi-
crons. The target tissue can be exposed to a temperature
greater than or equal to 60°C, between 60°C and 80°C,
or atemperature greater than or equal to 100°C. In some
embodiments, at least a portion of the target tissue is
vaporized.

[0351] In some embodiments, treatment element 545
comprises a laser or other light energy source and/or is
optically or otherwise coupled to a light energy source
(e.g. EDU 330 of Fig. 3), such as via conduit 541. In some
embodiments, the light source comprises a laser source
selected from the group consisting of: CO2; Erbium; fiber
laser; solid state crystal laser such as a Ho:YAG laser;
semiconductor laser; and combinations of these. In some
embodiments, treatment element 545 delivers light with
a wavelength selected from the group consisting of: 2.0
to 2.2 micron; 1.8 to 2.0 micron; 1.24 to 1.64 micron; and
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combinations of these. Treatment element 545 can be
constructed and arranged to deliver light energy in an
array of light beams and/or to include an energy distri-
bution element comprising a rotating element such as a
rotating mirror; prism; diffractive optic; and combinations
of these. Treatment element 545 can comprise one or
more optical components, such as an array of lenses
constructed and positioned to distribute multiple rays of
light energy. An array of lenses can include two or more
lenses selected from the group consisting of: holographic
lens; fresnel lens; and combinations of these.

[0352] In some embodiments, treatment element 545
comprises a light-scattering material 544, such as to scat-
ter light within balloon 543, such as to cause uniform
distribution of light through apertures 542. In some em-
bodiments, light-scattering material 544 is positioned
outside treatment element 545 but within balloon 543,
such as when balloon 543 is inflated with light-scattering
material 544. Light-scattering material 544 can comprise
a fluid or otherwise flowable medium including one or
more of: reflective polystyrene particles; aluminum
flakes; and reflective microspheres.

[0353] In some embodiments, conduit 541 comprises
one or more fibers configured to deliver laser light with a
high-water absorption wavelength (e.g. 1.9 or 2.1 mi-
crons) delivered to balloon 543 to be scattered via light-
scattering material 544 through apertures 542. Balloon
543 can be coated with opaque paint and apertures cre-
ated during the manufacturing process where salt or oth-
er dissolvable material is mixed in with the opaque paint
and subsequently dissolved after the paint is dry. The
size of the salt crystals used can be configured to create
correspondingly sized apertures.

[0354] Referring now to Fig. 6, a side sectional view
of the distal portion of a treatment device inserted into a
curvilinear section of the Gl tract is illustrated. A Gl tract
portion, tubular segment Gl1, includes one or more por-
tions to be treated, such as one or more portions selected
inthe method of Fig. 2 described hereabove. One or more
curvilinear portions of tubular segment Gl1 (e.g. those
comprising a sharp bend) can be selected to not receive
treatment (e.g. segments that do not include an energy
delivery zone). As shown, treatment device 100 has been
inserted into segment GI1. Treatment device 100 com-
prises shaft 110, a relatively flexible, biocompatible, elon-
gate structure configured for insertion into a body lumen
such as the duodenal tissue shown. Shaft 110 is typically
connected to a handle on its proximal end, not shown
but configured to allow an operator to advance, retract
and otherwise manipulate or control ablation device 100.
Treatment device 100 can be configured for delivery over
a guidewire, via a lumen from a proximal portion to a
distal portion, or via a rapid exchange sidecar in the distal
portion of the device (guidewire lumen and sidecar not
shown but known to those of skill in the art). Shaft 110
can be inserted through an introducer comprising an en-
doscope, sheath, or other body introduction device, such
as introducer 50 of Fig. 4 described hereabove.
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[0355] Treatment device 100 further comprises treat-
ment assembly 140, which can be similar to treatment
assembly 140 of Fig. 3. Treatment assembly 140 can be
expandable and/or it can include one or more expandable
elements. Treatment assembly 140 comprises treatment
element 145, which is constructed and arranged to de-
liver energy to one or more portions of an energy delivery
zone and to treat one or more portions of target tissue.
Treatment element 145 can comprise one or more treat-
ment elements such as a balloon configured to receive
sufficiently hot or cold ablative fluid; a fluid delivery ele-
ment such as a nozzle configured to deliver ablative fluid
directly onto tissue; one or more electrodes configured
to deliver RF energy to tissue; a light energy delivery
element such as a laser light energy delivery element
described in reference to Figs. 5A and 5B hereabove;
and/or other ablation or other tissue treatment elements
such as those described in reference to Fig. 3 hereabove.
[0356] Tubular segment Gl1includes atleast three en-
ergy delivery zones, EDZ1, EDZ2 and EDZ3, which are
selected for treatment, such as by receiving energy from
treatment assembly 140 in a series of energy deliveries
as described in reference to Fig. 4 hereabove. In some
embodiments, one or more curvilinear portions of tubular
segment Gl1 are not treated (e.g. those segments do not
include an energy delivery zone), such as curvilinear seg-
ment CS1 and/or curvilinear segment CS2 as shown. In
some embodiments, one or more axial segments of tis-
sue in a curvilinear portion of duodenal or other gastroin-
testinal tissue is not treated) if the one or more axial seg-
ments comprise a curvilinear portion with an approximate
average radius of curvature less than 5cm over a 75 de-
gree arc. In some embodiments, curvilinear segment 1
comprises an average radius of curvature less than 5cm
over a 75 degree arc and is not treated. In some embod-
iments, curvilinear segment 2 comprises an average ra-
dius of curvature greater than 5cm over a 75 degree arc
and is treated (i.e. includes a fourth energy delivery zone,
not shown). In some embodiments, an axial segment of
tissue proximate to the ampulla of Vater can be specifi-
cally excluded from an energy delivery zone to avoid
damage to this structure.

[0357] AsshowninFig. 6, treatmentassembly 140 has
been positioned in energy delivery zone EDZ2, such as
to deliver energy to an axial segment of energy delivery
zone EDZ2. Treatment assembly has treated and/or will
deliver energy to all surfaces of energy delivery zones
EDZ1, EDZ2 and EDZ3, such as via advancement or
retraction between energy deliveries as has been de-
scribed herein, such that the selected target tissue of
segment Gl receives proper treatment.

[0358] Referring now to Figs. 7A, 7B and 7C, end
sectional views of a tubular segment of Gl tissue are il-
lustrated, prior to tissue expansion, after tissue expan-
sion and after target tissue treatment, respectively. In
Fig. 7A, tubular segment GI1 can include a tubular seg-
ment of the duodenum and/or jejunum. Tubular segment
GI1 can include one or more inner layers L1, and one or
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more outer layers L2. Layers L1 can include the mucosal
layer and one or more inner layers of the submucosa.
Layers L2 can include the gastrointestinal adventitia, the
tunica serosal, the tunica muscularis and/or the outer-
most partial layer of the submucosa.

[0359] In Fig. 7B, a tissue expansion of one or more
layers of layers L1 has been performed, such as a tissue
expansion of one or more layers of submucosal tissue
performed by a tissue expansion device such as treat-
ment device 100 and/or tissue expansion device 200 of
Fig. 3 described hereabove. Expansion of layer 1 can
create one or more "peaks" and "valleys" on the inner
surface of GI1, such as surface peaks L1p and surface
valleys L1, as shown in Fig. 7B. Also as shown in Fig.
7B, atreatment device 100 has been advanced such that
treatment assembly 140 is positioned within tubular seg-
ment Gl1. Treatment device 100 and treatment assembly
140 can be configured as described in reference to treat-
ment device 100 and treatment assembly 140 described
in reference to Fig. 3 hereabove.

[0360] In Fig. 7C, treatment assembly 140 has been
expanded to contact at least the majority of the surface
of surface peaks L1p. Energy, such as energy delivered
from a hot fluid balloon or other energy delivery element
described herein, is delivered from treatment assembly
140 to the contacted tissue of surface peaks L1 p- Insome
embodiments, at least a portion of the surface of surface
valleys L1, do not receive energy from treatment assem-
bly 140, such that target tissue TT1 includes multiple par-
tial circumferential tissue segments separated by gaps
of untreated tissue.

[0361] Referring now to Figs. 8A, 8B and 8C, end
sectional views of a tubular segment of Gl tissue are il-
lustrated, prior to tissue expansion, after tissue expan-
sion and after target tissue treatment, respectively. In
Fig. 8A, tubular segment GI1 can include a tubular seg-
ment of the duodenum and/or jejunum. Tubular segment
GI1 can include one or more inner layers L1, and one or
more outer layers L2. Layers L1 can include the mucosal
layer and one or more inner layers of the submucosa.
Layers L2 can include the gastrointestinal adventitia, the
tunica serosal, the tunica muscularis and/or the outer-
most partial layer of the submucosa.

[0362] In Fig. 8B, a tissue expansion of one or more
layers of layers L1 has been performed, such as a tissue
expansion of one or more layers of submucosal tissue
performed by a tissue expansion device such as treat-
ment device 100 and/or tissue expansion device 200 of
Fig. 3 described hereabove. Expansion of layer 1 can
create one or more "peaks" and "valleys" on the inner
surface of Gl1, such as surface peaks L1p and surface
valleys L1, as shown in Fig. 8B. Also as shown in Fig.
8B, atreatment device 100 has been advanced such that
treatment assembly 140 is positioned within tubular seg-
ment Gl1. Treatment device 100 and treatment assembly
140 can be configured as described in reference to treat-
ment device 100 and treatment assembly 140 described
in reference to Fig. 3 hereabove.
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[0363] In Fig. 8C, treatment assembly 140 has been
expanded to contact at least the majority of the surface
of surface peaks L1p. In some embodiments, treatment
assembly 140 makes contact with the majority of the sur-
face of surface peaks L1 b and the majority of the surface
of surface valleys L1,. and/or is configured to deliver en-
ergy to the majority of the surface of surface peaks L1p
and the majority of the surface of surface valleys L1,,.
Target tissue TT1 comprises a full circumferential layer
of tissue with non-uniform thickness along its circumfer-
ence, such as target tissue whose thickness differs at
the locations of surface peaks L1p and surface valleys
L1,, such as is shown in Fig. 8C.

[0364] The presentinventionis setoutinthe appended
claims. The embodiments, aspects or examples accord-
ing to the present description that do not fall within the
scope of said claims are provided forillustrative purposes
only and do not form part of the present invention.

Claims
1. A system for treating a patient comprising:

an elongate shaft (511) with a distal portion;

a tissue treatment element (545) positioned on
the elongate shaft (511), wherein the tissue
treatment element (545) is constructed and ar-
ranged to fractionally deliver energy to target tis-
sue positioned in an energy delivery zone,
wherein the target tissue comprises multiple tis-
sue segments with aninward facing surface, and
wherein the energy delivery zone comprises be-
tween 50 and 3000 target tissue inward facing
surfaces per square centimeter of tissue;

an energy delivery unit (330) configured to pro-
vide energy to the tissue treatment element
(545); and a controller (310) constructed and ar-
ranged to control the energy delivery unit to se-
lectively deliver energy to each of the target tis-
sue inward facing surfaces of the energy deliv-
ery zone to safely reduce the luminal surface
area of at least a portion of the duodenum.

2. The system of any preceding claim wherein the tis-
sue treatment element (545) is constructed and ar-
ranged to deliver energy selected from the group
consisting of: RF energy; microwave energy; laser
energy; sound energy; subsonic sound energy; ul-
trasound energy; chemical energy; thermal energy;
heat energy; cryogenic energy; mechanical energy;
energy configured to cut tissue; energy configured
to resect tissue; and combinations thereof.

3. The system of any preceding claim wherein the con-
troller (310) is constructed and arranged to control
and/or or monitor a system parameter,
wherein the system parameter is selected from the
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group consisting of: a priming procedure parameter
such as priming temperature or priming duration; tar-
get tissue treatment parameter such as target tissue
temperature or target tissue treatment duration; fluid
flow rate such as treatment fluid flow rate; a pressure
parameter such as a tissue treatment element pres-
sure maintained during treatment of target tissue; a
tissue treatment element diameter such as a tissue
treatment element diameter maintained during treat-
ment of target tissue; and combinations thereof.

4. The system of any preceding claim wherein the con-
troller (310) is arranged to cause the energy to be
delivered to the target tissue segment inward facing
surfaces sequentially.

5. Thesystem of any preceding claim wherein the treat-
mentelement (545) comprises an energy distribution
element including one or more optical components
and the controller is configured to rotate, translate
and/or otherwise distribute laser or other light energy
to target tissue.

6. The system of claim 5 wherein the treatment element
(545) comprises an energy distribution element in-
cluding a rotating element such a rotating mirror, a
rotating prism and/or a rotating diffractive optic con-
trolled by the controller.

7. Thesystemof any preceding claim wherein the treat-
ment element (545) comprises one or more fibers
that deliver laser or other light energy to a treatment
element such as a balloon filled with light-scattering
material,

8. The system of any preceding claim wherein the tar-
get tissue segment inward facing surfaces each
comprise an equivalent diameter between approxi-
mately 20 and 200 microns.

9. The system of any preceding claim wherein the tar-
get tissue segment inward facing surfaces each
comprise a surface area with a major axis less than
or equal to 100 microns.

10. The system of claim 8 or claim 9 when dependent
upon claim 8, wherein the tissue treatment element
(545) is constructed and arranged to treat target tis-
sue segment inward facing surfaces at a tempera-
ture ator above 60°C or ata temperature at or above
100°C.

11. The system of any preceding claim where the tissue
treatment element (545) comprises at least an ex-
pandable portion constructed and arranged to ex-
pand to a diameter between 10 and 40mm.

12. The system of any preceding claim wherein the tis-
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sue treatment element (545) is constructed and ar-
ranged to deliver energy to less than 100% of each
of multiple energy delivery zones.

The system of any preceding claim wherein the elon-
gate shaft (511) comprises a distal end with a bul-
bous element positioned on the distal end.

The system of any preceding claim further compris-
ing a tissue expansion element constructed and ar-
ranged to expand one or more layers of tissue.

The system of any preceding claim wherein the mul-
tiple tissue segments comprise between 2 and 50
segments; and/or the multiple tissue segments each
comprise a length less than 15cm.

The system of any preceding claim further compris-
ing a pumping assembly (340) constructed and ar-
ranged to at least one of deliver or remove fluid from
the tissue treatment element.

The system of any preceding claim wherein:

the surface area reduction is arranged to reduce
at least one of absorption or secretion of the at
least a portion of the duodenum; and/or

the system is constructed and arranged to treat
diabetes; and/or

the tissue treatment element is constructed and
arranged to cause a reduction in a duodenum
tissue characteristic selected from the group
consisting of: average height of mucosal folds;
surface area of mucosal folds; number of mu-
cosal folds; and combinations thereof; and/or
wherein the tissue treatment element is con-
structed and arranged to reduce the surface ar-
ea of the treated portion of the duodenum by at
least 5%.

Patentanspriiche

1.

Ein System zum Behandeln eines Patienten, das
Folgendes beinhaltet:

einen langlichen Schaft (511) mit einem distalen
Anteil;

ein auf dem langlichen Schaft (511) positionier-
tes Gewebebehandlungselement (545), wobei
das Gewebebehandlungselement (545) so ge-
staltet und angeordnet ist, dass es in einer En-
ergiezufiihrungszone positioniertem Zielgewe-
be in Teilschritten Energie zufihren kann, wobei
das Zielgewebe mehrere Gewebesegmente mit
einer nach innen gerichteten Oberflache bein-
haltet, und wobei die Energiezufiihrungszone
zwischen 50 und 3000 nach innen gerichtete
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Zielgewebeoberflachen pro Quadratzentimeter
Gewebe beinhaltet;

eine Energiezufiihrungseinheit (330), die dazu
ausgelegt ist, dem Gewebebehandlungsele-
ment (545) Energie bereitzustellen; und eine
Steuereinheit (310), die zum Steuern der Ener-
giezuflihrungseinheit gestaltet und angeordnet
ist, um jeder von den nach innen gerichteten
Zielgewebeoberflichen der Energiezufiih-
rungszone selektiv Energie zuzuflihren, um den
luminalen Flacheninhalt mindestens eines An-
teils des Duodenums sicher zu reduzieren.

System nach einem der vorhergehenden Anspri-
che, wobei das Gewebebehandlungselement (545)
dazu gestaltet und angeordnet ist, Energie zuzuflih-
ren, die aus der Gruppe ausgewahlt ist, die aus Fol-
genden besteht: HF-Energie; Mikrowellenenergie;
Laserenergie; Schallenergie; Unterschallenergie;
Ultraschallenergie; chemische Energie; thermische
Energie; Warmeenergie; kryogene Energie; mecha-
nische Energie; Energie, die zum Schneiden von Ge-
webe ausgelegt ist; Energie, die zum Resezieren
von Gewebe ausgelegt ist; und Kombinationen da-
von.

System nach einem der vorhergehenden Anspri-
che, wobei die Steuereinheit (310) dazu gestaltet
und angeordnetist, einen Systemparameter zu steu-
ern und/oder tUberwachen,

wobei der Systemparameter aus der Gruppe ausge-
wahlt ist, die aus Folgenden besteht: einem Vorbe-
reitungsverfahrensparameter wie etwa Vorberei-
tungstemperatur oder Vorbereitungsdauer; einem
Zielgewebebehandlungsparameter wie etwa Zielge-
webetemperatur oder Zielgewebebehandlungsdau-
er; einer Fluid-Durchflussgeschwindigkeit wie etwa
Behandlungsfluid-Durchflussgeschwindigkeit;  ei-
nem Druckparameter wie etwa einem wahrend der
Behandlung von Zielgewebe aufrechterhaltenen
Gewebebehandlungselementdruck; einem Gewe-
bebehandlungselementdurchmesser wie etwa ei-
nem wahrend der Behandlung von Zielgewebe auf-
rechterhaltenen Gewebebehandlungselement-
durchmesser; und Kombinationen davon.

System nach einem der vorhergehenden Anspri-
che, wobei die Steuereinheit (310) dazu angeordnet
ist, zu bewirken, dass die Energie den nach innen
gerichteten Zielgewebesegmentoberflachen nach-
einander zugefihrt wird.

System nach einem der vorhergehenden Anspri-
che, wobei das Behandlungselement (545) ein En-
ergieverteilungselement beinhaltet, das eine oder
mehrere optische Komponenten umfasst, und wobei
die Steuereinheit zum Rotieren, Ubertragen
und/oder anderweitigen Verteilen Laser- oder ande-



10.

11.

12.

13.

14.

99
re Lichtenergie auf das Zielgewebe ausgelegt ist.

System nach Anspruch 5, wobei das Behandlungs-
element (545) ein Energieverteilungselement bein-
haltet, das ein von der Steuereinheit gesteuertes ro-
tierendes Element wie etwa einen Drehspiegel, ein
Drehprisma und/oder eine rotierende Beugungsop-
tik umfasst.

System nach einem der vorhergehenden Anspri-
che, wobei das Behandlungselement (545) eine
oder mehrere Fasern zum Zufiihren von Laser- oder
anderer Lichtenergie zu einem Behandlungsele-
ment wie etwa einem mit lichtstreuendem Material
gefillten Ballon beinhaltet.

System nach einem der vorhergehenden Anspri-
che, wobei die nach innen gerichteten Zielgewebe-
segmentoberflachen jeweils einen &quivalenten
Durchmesser zwischen ungefahr 20 und 200 Mikro-
meter beinhalten.

System nach einem der vorhergehenden Anspri-
che, wobei die nach innen gerichteten Zielgewebe-
segmentoberflachen jeweils einen Flacheninhalt mit
einer Hauptachse von weniger oder gleich 100 Mi-
krometer beinhalten.

System nach Anspruch 8 oder Anspruch 9 bei Ab-
hangigkeit von Anspruch 8, wobei das Gewebebe-
handlungselement (545) dazu gestaltet und ange-
ordnet ist, nach innen gerichtete Zielgewebeseg-
mentoberflachen bei einer Temperatur von oder
Uiber 60°C oder bei einer Temperatur von oder Gber
100°C zu behandeln.

System nach einem der vorhergehenden Anspri-
che, wobei das Gewebebehandlungselement (545)
mindestens einen expandierbaren Anteil beinhaltet,
der dazu gestaltet und angeordnet ist, bis zu einem
Durchmesser zwischen 10 und 40 mm zu expandie-
ren.

System nach einem der vorhergehenden Anspri-
che, wobei das Gewebebehandlungselement (545)
dazu gestaltet und angeordnet ist, Energie zu weni-
ger als 100% jeder von mehreren Energiezufiih-
rungszonen zuzufiihren.

System nach einem der vorhergehenden Anspri-
che, wobei der langliche Schaft (511) ein distales
Ende mit einem an dem distalen Ende positionierten
kugelférmigen Element beinhaltet.

System nach einem der vorhergehenden Anspri-
che, das ferner ein Gewebeexpansionselement be-
inhaltet, das dazu gestaltet und angeordnet ist, eine
oder mehrere Gewebeschichten zu expandieren.
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System nach einem der vorhergehenden Anspri-
che, wobei die mehreren Gewebesegmente zwi-
schen 2 und 50 Segmente beinhalten; und/oder wo-
bei die mehreren Gewebesegmente jeweils eine
Lange von weniger als 15 cm aufweisen.

System nach einem der vorhergehenden Anspri-
che, das ferner eine Pumpbaugruppe (340) beinhal-
tet, die zu mindestens einem der Folgenden gestaltet
und angeordnet ist: Zufiihren von Fluid oder Entfer-
nen von Fluid von dem Gewebebehandlungsele-
ment.

System nach einem der vorhergehenden Anspri-
che, wobei:

die Flacheninhaltreduktion so angeordnet ist,
dass sie mindestens eines von der Absorption
oder Sekretion von dem mindestens einen An-
teil des Duodenums reduziert; und/oder

das System dazu gestaltet und angeordnet ist,
Diabetes zu behandeln; und/oder

das Gewebebehandlungselement dazu gestal-
tet und angeordnet ist, eine Reduktion in einem
Duodenumgewebemerkmal zu bewirken, das
aus der Gruppe ausgewabhlt ist, die aus Folgen-
den besteht: durchschnittiche Hoéhe der
Schleimhautfalten; Flacheninhalt der Schleim-
hautfalten; Anzahl der Schleimhautfalten; und
Kombinationen davon; und/oder

wobei das Gewebebehandlungselement dazu
gestaltet und angeordnet ist, den Flacheninhalt
des behandelnden Anteils des Duodenums um
mindestens 5% zu reduzieren.

Revendications

1.

Systéme destiné au traitement d’'un

comprenant :

patient

un arbre allongé (511) avec une partie distale ;
un élémentde traitement de tissu (545) position-
né sur l'arbre allongé (511), dans lequel I'élé-
ment de traitement de tissu (545) est construit
et agencé pour libérer de maniere fractionnée
de I'énergie vers du tissu cible positionné dans
une zone de libération d’énergie, dans lequel le
tissu cible comprend des segments de tissumul-
tiples avec une surface orientée vers l'intérieur,
et dans lequel la zone de libération d’énergie
comprend entre 50 et 3 000 surfaces orientées
vers I'intérieur de tissu cible par centimétre carré
de tissu ;

une unité de libération d’énergie (330) configu-
rée pour fournir de I'énergie a I’élément de trai-
tement de tissu (545) ; et un dispositif de com-
mande (310) construit et agencé pour comman-
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der 'unité de libération d’énergie pour libérer de
I'énergie de maniére sélective vers chacune des
surfaces orientées vers l'intérieur de tissu cible
de la zone de libération d’énergie pour réduire
de maniere slre la superficie luminale d’au
moins une partie du duodénum.

Systeme selon I'une quelconque des revendications
précédentes dans lequel I'élément de traitement de
tissu (545) est construit et agencé pour libérer de
I'énergie sélectionnée parmi le groupe constitué
par : I'énergie RF ; 'énergie a micro-ondes ; I'éner-

gie laser; I'énergie sonore; I'énergie sonore
subsonique ; I'énergie ultrasonore; I'énergie
chimique ; I’énergie thermique ; I'énergie
calorifique ; I'énergie cryogénique ; I'énergie

mécanique ; I'énergie configurée pour couper du
tissu ; I'énergie configurée pour réséquer du tissu ;
et des combinaisons de celles-ci.

Systeme selon I'une quelconque des revendications
précédentes dans lequel le dispositif de commande
(310) est construit et agencé pour commander et/ou
surveiller un parameétre de systéeme,

danslequelle parameétre de systéme est sélectionné
parmi le groupe constitué par : un parametre de pro-
cédure d’apprétage tel qu'une durée d’apprétage ou
une durée d’apprétage ; un parametre de traitement
de tissu cible tel qu’une température de tissu cible
ou une durée de traitement de tissu cible ; un débit
de fluide tel qu'un débit de fluide de traitement ; un
parametre de pressiontel qu’une pression d’élément
de traitement de tissu maintenue pendant le traite-
ment de tissu cible ; un diamétre d’élément de trai-
tement de tissu tel qu’un diamétre d’élément de trai-
tement de tissu maintenu pendant le traitement du
tissu cible ; et des combinaisons de ceux-ci.

Systeme selon I'une quelconque des revendications
précédentes dans lequel le dispositif de commande
(310) estagencé pour amener|’énergie a étre libérée
vers les surfaces orientées vers l'intérieur de tissu
cible successivement.

Systeme selon I'une quelconque des revendications
précédentes dans lequel I'élément de traitement
(545) comprend un élément de distribution d’énergie
incluant un ou plusieurs composants optiques et le
dispositif de commande est configuré pour effectuer
la rotation, la translation et/ou la distribution autre-
ment d’énergie laser ou d’'une autre énergie lumi-
neuse vers le tissu cible.

Systeme selon la revendication 5 dans lequel I'élé-
ment de traitement (545) comprend un élément de
distribution d’énergie incluant un élément de rotation
tel qu’'un miroir rotatif, un prisme rotatif et/ou une
optique diffractive commandés par le dispositif de
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commande.

Systéme selon I'une quelconque des revendications
précédentes dans lequel I'élément de traitement
(545) comprend une ou plusieurs fibres qui libérent
une énergie laser ou une autre énergie lumineuse
vers un élément de traitement tel qu’un ballonnet
rempli avec un matériau de dispersion de lumiére.

Systéme selon I'une quelconque des revendications
précédentes dans lequel les surfaces orientées vers
I'intérieur de segment de tissu cible comprennent
chacune un diameétre équivalent compris entre ap-
proximativement 20 et 200 microns.

Systéme selon I'une quelconque des revendications
précédentes dans lequel les surfaces orientées vers
I'intérieur de segment de tissu cible comprennent
chacune une superficie avec un grand axe inférieur
ou égal a 100 microns.

Systéme selon la revendication 8 ou la revendication
9 quand elle dépend de la revendication 8, dans le-
quel I'élément de traitement de tissu (545) est cons-
truit et agencé pour traiter des surfaces orientées
vers l'intérieur de segment de tissu cible a une tem-
pérature supérieure ou égale a 60° C ou a une tem-
pérature supérieure ou égale a 100° C.

Systéme selon I'une quelconque des revendications
précédentes ou I'élément de traitement de tissu
(545) comprend au moins une partie capable de di-
latation construite et agencée pour se dilater jusqu’a
un diamétre compris entre 10 et 40 mm.

Systéme selon I'une quelconque des revendications
précédentes dans lequel I'élément de traitement de
tissu (545) est construit et agencé pour libérer de
I’énergie vers moins de 100 % de chacune des zones
de libération d’énergie multiples.

Systéme selon I'une quelconque des revendications
précédentes dans lequel I'arbre allongé (511) com-
prend une extrémité distale avec un élément bulbeux
positionné sur I'extrémité distale.

Systéme selon I'une quelconque des revendications
précédentes comprenant en outre un élément de di-
latation de tissu construit et agencé pour dilater une
ou plusieurs couches de tissu.

Systéme selon I'une quelconque des revendications
précédentes dans lequel les segments de tissu mul-
tiples comprennent entre 2 et 50 segments ; et/ou
les segments de tissu multiples comprennent cha-
cun une longueur inférieure a 15 cm.

Systéme selon I'une quelconque des revendications
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précédentes comprenant en outre un ensemble de
pompage (340) construit et agencé pour réaliser au
moins une action parmi la libération ou I'élimination
de fluide a partir de I'élément de traitement de tissu.

Systeme selon I'une quelconque des revendications
précédentes dans lequel:

la réduction de superficie est agencée pour ré-
duire au moins un élément parmi l'absorption ou
la sécrétion de l'au moins une partie du
duodénum ; et/ou

le systéme est construit et agencé pour traiter
le diabéte ; et/ou

I'élément de traitement de tissu est construit et
agenceé pour provoquer une réduction d’'une ca-
ractéristique de tissu de duodénum sélection-
née parmi le groupe constitué par : la hauteur
moyenne de plissements muqueux ; la superfi-
cie de plissements muqueux ; le nombre de plis-
sements muqueux; et des combinaisons de
ceux-ci ; et/ou

dans lequel I'élément de traitement de tissu est
construit et agencé pour réduire la superficie de
la partie traitée du duodénum d’au moins 5 %.
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