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& cfocus the HIFU beam relative to the desired treatment location. The desired treatment location may be dynamically determined

using bleed detection and localization (BD&L) techniques. Thus, the desired treatment location may be determined using 3D Doppler
ultrasound based techniques, wherein changes in quantitative 10 parameters extracted from the Doppler spectra, e.g., Resistance
Index (RI), are used to detect and localize a bleeding site for treatment.
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SYSTEMS AND METHODS FOR TRACKING AND GUIDING HIGH INTENSITY
FOCUSED ULTRASOUND BEAMS

BACKGROUND

1. Statement of Governmental Interest

The United States government may hold license and/or other rights to the systems and
methods claimed herein. Development of the systems and methods claimed herein was
supported by DARPA; Funding Opportunity No. DARPA05-01DBAC.

2. Technical Field

The present disclosure relates to high intensity focused ultrasound (HIFU) applications.
More particularly, the present disclosure relates to systems and methods for tracking and guiding
HIFU beams. Although exemplary embodiments relate primarily to acoustic hemostasis, the
disclosed systems and methods apply to and for any HIFU application, including but not limited
to HIFU treatments for uterine fibrosis, cancer, and cardiac arrhythmias, such as atrial
fibrillation.

3. Background Art

Blood loss from extremity wounds is the number one cause of preventable battlefield
death today. In civilian casualties, exsanguinations due to internal bleeding are the most
significant cause of death in trauma victims. Hemostatic therapies such as HIFU and
electrocautery may be used to quickly stop internal bleeding to prevent onset of progressive and
irreversible hemorrhagic shock, which ultimately leads to death. The onset of bleeding must be
detected and the site spatially localized in order to treat these trauma wounds effectively. As part
of the DARPA DBAC program at Philips Research Briarcliff, 3D Doppler ultrasound based
techniques have been developed to detect and localize a bleeding site (herein referred to as

“Bleed Detection and Localization” or “BD&L”) automatically by tracking the change in

ME1 6997643v.1
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quantitative parameters extracted from the Doppler spectra such as Resistance Index (RI). For
these emergent care type applications, the device is designed to be operator independent and,
therefore, image-based feedback allowing user interaction and control is not available.

Hence, an extremely essential component for success of HIFU based hemostasis
treatments is the ability to continually track if the therapy is being delivered at the correct
location. Due to tissue heterogeneities and lack of quantitative information on the local thermal
and acoustic properties, there exist errors between the intended spatial location of treatment and
the actual physical location of the HIFU focus. A tracking and guiding system must, therefore,
actively refocus the HIFU beam to the desired location so that the therapy is delivered at the
appropriate site without unwanted damage to surrounding normal tissue. Although BD&L
techniques may be repeated to determine if a bleed rate has slowed or stopped, these techniques
do not provide any quantitative feedback or spatial information relating to the optimal
reorientation or refocusing of the therapy relative to the desired treatment location.

A number of researchers have proposed the use of B-mode images to provide imaging
feedback and spatially locate the HIFU beam by tracking the presence of hyper-echogenicity.
However, it has been demonstrated that this information is not always reliable since hyperecho
can appear quite some time after the tissue has already been ablated and when the local tissue
temperature is close to boiling. The inhomogeneous structure of tissue would make direct B-
mode visualization of the focal region of HIFU preceding boiling even more challenging. See B.
A. Rabkin, V. Zderic, and S. Vaezy, “Hyperecho in ultrasound images of HIFU therapy:
involvement of cavitation," Ultrasound Med Biol, vol. 31, pp. 947-56, 2005. An effective
tracking method must be able to locate the HIFU focus without causing any damage to normal

tissue.
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The following U.S., foreign and PCT patents and publications provide examples of prior
art relating to hemostasis and/or HIFU systems. In all cases, the disclosed systems and methods
fail to provide adequate means for tracking and guiding therapeutic HIFU beams.

European Patent Publication No. EP0989822 describes a method of producing remote
hemostasis within a patient body. The method involves identifying an internal bleeding site and
focusing therapeutic ultrasound energy through tissue from a radiation source to coagulate blood
adjacent to the site. An imaging transducer provides an image of a portion of a patient body
having an internal bleeding site, typically using pulsed Doppler color flow imaging, elasticity
imaging, an angiogram or the like. Thus, this patent publication describes a method for effecting
hemostasis and the use of ultrasound methods to identify a bleed. In particular, the noted
European publication does not describe a method for identifying the location of HIFU focus to
ensure treatment of a desired location.

U.S. Patent Publication No. US2005/215899 describes a method for identifying ablated
tissue using acoustic radiation force impulse imaging. The disclosed method involves generating
acoustic radiation force impulse (ARFI) image data wherein a region of increased stiffness
represents ablated tissue. ARFI is thus employed to determine the extent and size of an ablated
region. The disclosure does not, however, propose a method of detecting the HIFU focus prior
to commencing ablation in order to determine if the ablation will be applied at the desired site.
In addition, the sonication for ARFI is not generated using the HIFU transducer.

PCT Publication No. W02004075987 describes an HIFU delivery method for tracking
and accounting for body movement of a subject patient. The disclosed method involves
acquiring ultrasound image data of the patient's target area and comparing current image data

with previously acquired image data. Discrepancies are analyzed in order to detect and account
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for patient movement prior to HIFU treatment administration. This patent publication does not
involve the use of ARFI. Rather, the disclosure relies on using a sequence of ultrasound images
to determine and account for movement. In addition, the disclosed technique does not detect the
HIFU beam focus.

U.S. Patent Publication No. US2005/203399 describes an image guided HIFU device for
therapy in obstetrics and gynecology. A frame ensures that the alignment between a high
intensity focused ultrasound (HIFU) transducer designed for vaginal use and a commercially
available ultrasound image probe is maintained, so that the HIFU focus remains in the image
plane during HIFU therapy. This patent publication does not propose the use of ARFI to
determine the location of the HIFU focus. The proposed mechanical frame is specifically
applicable for the transducer geometry in obstetrics and gynecology and cannot be extended for
other clinical applications of HIFU. Furthermore, the HIFU focus position is determined only
within a 2D plane.

Despite efforts to date, a need remains for systems and methods for effective tracking and
guiding HIFU beams. These and other needs are satisfied by the present disclosure, as will be

apparent from the description which follows.

SUMMARY

The present disclosure provides systems and methods for facilitating high intensity
focused ultrasound (HIFU). More particularly the present disclosure provides systems and
methods that facilitate beam tracking and guidance in HIFU applications.

Generally, the presently disclosed systems and methods involve the use of acoustic
radiation force impulse (ARFI) imaging to determine the focal position of an HIFU capable

transducer relative to a target arca. The focal position may then be compared to a desired
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treatment location and the orientation and focus of the transducer may be adjusted accordingly so
as to direct the HIFU beam relative to the desired treatment location. In exemplary
embodiments, ultrasound elasticity imaging-based techniques are used to estimate the focal
position of the HIFU beam in real-time. The estimated focal position is compared relative to a
desired treatment location. Typically, a processor is used to calculate and adjust the focus and
orientation of the transducer so as to optimally direct the HIFU beam relative to the desired
treatment location.

Ultrasound elasticity-based techniques, such as Acoustic Radiation Force Impulse (ARFI)
imaging, may be used to determine the focal position. See, e.g., K. Nightingale, R. Bentley, and
G. Trahey, "Observations of tissue response to acoustic radiation force: opportunities for
imaging," Ultrason Imaging, vol. 24, pp. 129-38, 2002; K. Nightingale, M. S. Soo,

R. Nightingale, and G. Trahey, "Acoustic radiation force impulse imaging: in vivo demonstration
of clinical feasibility," Ultrasound Med Biol, vol. 28, pp. 227-35, 2002. In exemplary
embodiments involving ARFI imaging, the transducer induces a radiation force relative to a
target area, ¢.g., using and/or based upon low power sonication. The focal position may be
determined by detecting the point of maximum tissue displacement following the radiation force.

In general, the systems and methods disclosed, as related to tracking and guiding of an
HIFU beam, may be implemented before HIFU therapy commences. Thus, the disclosed
systems and methods advantageously facilitate focusing of an HIFU beam relative to a treatment
location, while minimizing collateral damage to surrounding tissue. In exemplary embodiments
“Bleed Detection and Localization” (BD&L) techniques may be used to detect and localize a

desired treatment location. Thus, HIFU beam tracking and beam focusing steps may be
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cyclically interleaved with BD&L and HIFU beam administration to continuously ensure that
HIFU therapy is being delivered to the desired treatment location.

The disclosed systems and methods have broad-based applications and offer many
advantages over prior art as discussed in the present disclosure. Additional features, functions
and benefits of the disclosed systems and methods will be apparent from the description which

follows, particularly when read in conjunction with the appended figures.

BREIF DESCRIPTION OF THE DRAWINGS

To assist those of ordinary skill in the art in making and using the disclosed systems and
methods, reference is made to the appended figures, wherein:

Figure 1 is a block diagram of an exemplary high intensity focused ultrasound (HIFU)
system for hemostasis according to the present disclosure.

Figure 2 is an exemplary time sequence representation for using the HIFU system of
Figure 1.

DESCRIPTION OF EXEMPLARY EMBODIMENT(S)

Advantageous systems and methods for facilitating High Intensity Focused Ultrasound
(HIFU) are provided according to the present disclosure. In general, systems disclosed herein
include (i) an HIFU capable transducer, (ii) a diagnostic imaging probe, and (iii) a processor.
The disclosed methods typically involve determining the focal position of an HIFU capable
transducer and associated tracking/guidance steps/functionalities.

According to the present disclosure, acoustic radiation force impulse (ARFI) imaging
may be used to detect the focal position for an HIFU capable transducer relative to a target area.
In exemplary embodiments, the diagnostic imaging probe is used to probe a target area and

obtain imaging data before and after inducement of a radiation force relative to the target area.
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The radiation force is typically induced using the HIFU capable transducer, e.g., using low
power sonication. The radiation force causes motion of the target area and the region of greatest
tissue displacement represents the focal position of the transducer. Thus, in exemplary
embodiments, the imaging data is compared and/or analyzed using the processor to determine the
focal position for the HIFU capable transducer relative to a target area.

After the focal position of the HIFU capable transducer is detected, the orientation and/or
focus of the transducer may be adjusted such that a new/adjusted focal position substantially
matches a desired treatment location. In exemplary embodiments, the focal position of the
transducer is continuously detected and adjusted so as to dynamically track and guide the HIFU
beam relative to a desired treatment location and/or treatment path. Generally, treatment using
the HIFU beam, e¢.g., administration of high power sonication, will not commence until the
detected focal position substantially matches a desired treatment location, thereby reducing the
risk of harm to surrounding tissues.

In exemplary embodiments, the desired treatment location may be dynamically
determined using BD&L techniques. Thus, in exemplary embodiments, the desired treatment
location is determined using 3D Doppler ultrasound based techniques, wherein changes in
quantitative parameters extracted from the Doppler spectra, e.g., Resistance Index (RI), are used
to detect and localize a bleeding site for treatment. In general, other detection and localization
techniques may by employed instead of or in conjunction with BD&L in order to determine the
desired treatment area.

With reference now to Figure 1, an exemplary HIFU system 10 for inducing hemostasis

is depicted. The system includes an HIFU capable transducer 20, a diagnostic imaging probe 22,
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and a processor 24. The transducer 20 and probe 22 are positioned relative to a target area 28.
The target arca 28 may generally be determined by a rough initial assessment of an injury.

After the transducer 20 and probe 22 are positioned relative to the target area 28, BD&L
techniques may be used to detect the spatial location of the bleed site (the desired treatment
location 26). In general, the desired treatment location 26 is detected using 3D Doppler spectra
analysis. Sonication for producing the Doppler effect may be provided by the transducer 20.
Data for the spectra analysis is obtained by the probe 22 and analyzed by the processor 24.

Once the desired treatment location 26 is determined, the focal position for the transducer
20 may be detected using ultrasound elasticity techniques, such as ARFI imaging. In exemplary
embodiments, diagnostic level tracking pulses are applied relative to the target area 28 and a first
set of backscatter data is obtained for use as a reference. After the reference backscatter data is
obtained, low power sonication is applied using the transducer 20 relative to the target area 28.
The low power sonication induces a radiation force relative to the target area 28 which causes
tissue displacement. In alternative embodiments, the probe 22 may also be used to induce the
radiation force, alone or in conjunction with the transducer 20. After the radiation force has
caused tissue displacement, a second set of tracking pulses may be applied relative to the target
arca 28 and a second set of backscatter data may be obtained. The processor 24 is used to
compare and analyze the first and second sets of backscatter data to determine the focal position
of the transducer 20. The focal position of the transducer 20 corresponds to the point of
maximum tissue displacement.

After the focal position of the transducer 20 has been determined, the processor 24

adjusts the orientation and/or focus of the transducer 20, such that the new focal position
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substantially matches the desired treatment location 26. Thus, the HIFU beam focus is
configured to coincide with the bleed site determined using BD&L techniques.

Figure 2 depicts an exemplary time sequence for using the system 10 of Figure 1. In
exemplary embodiments, BD&L and/or tracking/guiding techniques may be cyclically repeated
to create a dynamically self-correcting system. Thus, HIFU beam therapy delivery may,
periodically, be interrupted, e.g., in order to ensure the correct orientation and/or focus of the
transducer. The BD&L technique may also be used to track the bleed rate and determine if the
rate has diminished or stopped. In exemplary embodiments, a non-diminishing bleed rate may
indicate that the HIFU beam is incorrectly focused or simply ineffective. Thus, the processor
may stop HIFU therapy if a diminishing bleed rate is not detected over a certain period time. If
HIFU therapy is stopped because of a non-diminishing bleed rate, tracking and guiding
techniques may be applied to reorient and/or refocus the transducer before treatment
recommences.

Thus, the disclosed systems and methods provide may be advantageously employed in
various high intensity focused ultrasound (HIFU) applications. The disclosed systems and
methods facilitate tracking and guiding of HIFU beams relative to a target region and/or target
path. The disclosed systems/methods have wide ranging applicability, including acoustic
hemostasis techniques, treatment of uterine fibrosis, cancer treatment and arterial fibrillation
treatments.

Although the present disclosure has been described with reference to exemplary
embodiments and implementations thereof, the disclosed systems and methods are not limited to
such exemplary embodiments/implementations. Rather, as will be readily apparent to persons

skilled in the art from the description provided herein, the disclosed systems and methods are
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susceptible to modifications, alterations and enhancements without departing from the spirit or
scope of the present disclosure. Accordingly, the present disclosure expressly encompasses such

modification, alterations and enhancements within the scope hereof.

10



WO 2009/081339 PCT/IB2008/055391

CLAIMS
What is claimed is
1. A system for facilitating administration of a High Intensity Focused Ultrasound (HIFU) beam
relative to a target area, the system comprising
a. an HIFU capable transducer,
b. a diagnostic imaging probe, and
c. aprocessor in communication with the transducer and probe;
wherein the diagnostic imaging probe is adapted to obtain a first set of imaging data for
the target area,
wherein the transducer is adapted to induce a radiation force relative to the target arca
using low power sonication,
wherein the diagnostic imaging probe is adapted to obtain a second set of imaging data
for the target area after the radiation force has been induced, and
wherein the processor is adapted to compare the first and second sets of imaging data to
determine a focal position for the transducer relative to the target area.
2. The system of claim 1, wherein the orientation and focus of the transducer are adjusted so
that the determined focal position matches a desired treatment location
3. The system of claim 1, wherein the transducer is adapted to treat hemostasis.
4. The system of claim 1, wherein bleed detection and localization (BD&L) techniques are used
to determine the desired treatment location.
5. The system of claim 4, wherein the BD&L techniques include the use of Doppler Ultrasound

analysis.

11
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11.

12.

13.
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The system of claim 1, wherein the first and second sets of imaging data are obtained by
detecting backscatter from a first and second tracking pulse.
The system of claim 1, wherein the focal position is determined by analyzing detected
backscatter using cross-correlation and time-delay estimation techniques.
The system of claim 1, wherein the focal position is determined as the region of the target
sample exhibiting maximum displacement.
The system of claim 1, wherein the transducer is further adapted to treat the target areca with
high power sonication.
A method for facilitating administration of a high intensity focused ultrasound (HIFU) beam
relative to a target area, the method comprising

a. probing the target area for a first set of imaging data;

b. inducing a radiation force relative to the target area using a low power sonication

from an HIFU capable transducer;
c. probing the target area for a second set of imaging data;
d. comparing the first set of imaging data to the second set of imaging data in order to
determine the focal position for the transducer relative to the target area; and

e. treating the target area with a high power sonication from the transducer
The method of claim 10, further comprising the step of adjusting the orientation and focus of
the transducer, prior to treating the target area, so that the determined focal position matches
a desired treatment location.
The method of claim 10, wherein the transducer is used to treat hemostasis.
The method of claim 10, further comprising the step of determining the desired location

using bleed detection and localization (BD&L) techniques.

12
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14. The method of claim 10, wherein the steps are repeated until treatment is no longer necessary
15. The method of claim 10, wherein BD&L techniques are used to determine when treatment is

no longer necessary.

13



PCT/IB2008/055391

WO 2009/081339

1/2

T 'Ol

|ossoA buipaslg gz

8¢

>n_m.‘_m£ |ewayl
aqo.d u_“mOEmm_u —L+~0C Aq p=jeas oq 03

punose.lyn m /mu_m poold
N\

14
burioyuop
SISEISOWDH
puy T8ad
9|npow 2oueping
pue
buppel NdJIH
SN0}
¢NAIH N4IH Jo uopedo
onupuo) _m_umam painsesiy
/dois
0T

elep Jayedsyoeq T 2qo.id Adesay
punose.n|n
SN204
9INPOW 1013U0) N4IH JO uonedo
Adetayy |eneds paiepdn




PCT/IB2008/055391

WO 2009/081339

2/2

swil

Asnije@ Adelayl N4IH

buppoen weasg N4IH

uoIjezI|ed0 pue uonRaleg pas|dg

¢ Ol

(yoeouddy
Apnse|q)
bupjpes |
puy
aouepino

ARAIPG wedayg

0=)
TRag

Adessyl  NdIH

H U

painseaw

weaq N4IH Jo
uonedo| jeneds

pazi|edo] puy
pS1333p Paalg



INTERNATIONAL SEARCH REPORT

International application No

PCT/IB2008/055391

A. CLASSIFICATION OF SUBJECT MATTER

INV. A61B8/08 A61N7/02
ADD. A61B8/06

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

A61B A6IN "

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practical, search terms used)

EPO-Internal

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X US 6 488 626 Bl (LIZZI FREDERIC L [UST ET 1,2,6-9
AL) 3 December 2002 (2002-12-03)
abstract
column 2, Tine 56 — column 7, Tine 24
Y figures 1,2A-B 3-5
Y US 5 993 389 A (DRISCOLL JR EDWARD C [US] 3-5
ET AL) 30 November 1999 (1999-11-30)
abstract

column 3, Tine 66 - column 4, Tine 67
column 6, line 65 - column 10, line 17

A US 2007/232912 A1 (CHEN CHIUNG-NIEN [TW] 1—9
ET AL) 4 October 2007 (2007-10-04)
abstract

paragraph [0030] - paragraph [0035]
figures 1,2

)

See patent family annex.

Further documents are listed in the continuation of Box C.

* 8pecial categories of cited documents :

*A" document defining the general state of the art which is not
considered to be of particular relevance

*E" eatlier document but published on or after the international
filing date

*L* document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
citation or other special reason (as specified)

*O" document referring to an oral disclosure, use, exhibition or
other means

*P" document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory undetlying the
invention

*X* document of particular relevancs; the claimed invention
cannot be considered novel or cannot be considered to
involve an inventive step when the document is taken alone

*Y* document of particular relevance; the claimed invention
cannot be considered to involve an inventive step when the
document is combined with one or more other such docu-

ments, such combination being obvious to a person skilled
in the art.

*&* document member of the same patent family

Date of the actual completion of the international search

3 April 2009

Date of mailing of the international search report

17/04/2009

Name and mailing address of the ISA/

European Patent Office, P.B. 5818 Patentlaan 2
NL — 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340~3016

Authorized officer

Artikis, T

Form PCT/ISA/210 (second sheet) (April 2005)




INTERNATIONAL SEARCH REPORT

International application No

PCT/IB2008/055391

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriats, of the relevant passages

Relevant to claim No.

P,A

US 2008/097207 A1 (CAI ANMING HE [US])

24 April 2008 (2008-04~24)

abstract

paragraph [0017] - paragraph [0051]
figures 1-3

US 2005/215899 Al (TRAHEY GREGG E [US] ET
AL) 29 September 2005 (2005-09-29)

cited in the application

the whole document

1-9

Form PCT/ISA/210 {continuation of second sheet) (April 2005)




International application No.
INTERNATIONAL SEARCH REPORT PCT/1B2008/055391
Box No.1l  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established In respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.:

0-15
because they relate to subject matter not required to be searched by this Authority, namely:

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful International search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This international Searching Authority found multiple inventions in this international application, as follows:

e

. D As all required additional search fees were timely paid by the applicant, this international search report covers allsearchable
claims.

2. I:l As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search reportcovers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Conseguently, this international search report Is
restricted to the invention first mentoned in the claims; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)




INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No

PCT/IB2008/055391
Patent document Publication Patent family Publication
cited in search report date member(s) date
US 6488626 Bl 03-12-2002  NONE
US 5993389 A 30-11-1999 US 6083159 A 04-07-2000
us 5882302 A 16-03-1999
Us 2007232912 Al 04-10-2007 NONE
US 2008097207 Al 24-04-2008 NONE
US 2005215899 Al 29-09-2005  NONE

Form PCT/ISA/210 (patent family annex) (Apri! 2005)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - claims
	Page 14 - claims
	Page 15 - claims
	Page 16 - drawings
	Page 17 - drawings
	Page 18 - wo-search-report
	Page 19 - wo-search-report
	Page 20 - wo-search-report
	Page 21 - wo-search-report

