US009020582B2

a2 United States Patent

Osorio et al,

US 9,020,582 B2
Apr. 28,2015

(10) Patent No.:
(45) Date of Patent:

(54) DETECTING OR VALIDATING A
DETECTION OF A STATE CHANGE FROM A
TEMPLATE OF HEART RATE DERIVATIVE
SHAPE OR HEART BEAT WAVE COMPLEX

(71) Applicant: Flint Hills Scientific, L.L.C., Lawrence,

KS (US)

Ivan Osorio, Leawood, KS (US); Mark
G. Frei, Lawrence, KS (US)

(72) Inventors:

(73) Flint Hills Scientific, LL.C, Lawrence,

KS (US)

Subject to any disclaimer, the term of this
patent is extended or adjusted under 35
U.S.C. 154(b) by 0 days.

Assignee:

Notice:

1)
(22)

Appl. No.: 14/042,557

Filed: Sep. 30, 2013

(65) Prior Publication Data

US 2014/0039331 Al Feb. 6, 2014

Related U.S. Application Data

Continuation of application No. 12/884.051, filed on
Sep. 16, 2010, now Pat. No. 8,571,643.

(63)

Int. CL
AGIB 5/0452
AGIB 5/04
AGIB 5/024
AGIB 5/00
AGIB 5/0468
AG6IN 1/36
US. CL
CPC ... AGIB 5/04012 (2013.01); A61B 5/02405
(2013.01); A61B 5/04525 (2013.01); A61B
5/4094 (2013.01); A6IN 1/36053 (2013.01);
AGIN 1/36064 (2013.01); A61B 5/0468
(2013.01)

(31)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(52)

(58) Field of Classification Search
USPC ..o 600/508-509, 515
IPC ... AG1B 5/165; GOGF 19/324; AGIM 5/2753;
Y108 128/92
See application file for complete search history.

(56) References Cited
U.S. PATENT DOCUMENTS
4,172,459 A 10/1979 Hepp
4,197,856 A 4/1980 Northrop
4,291,699 A 9/1981 Geddes et al.
4,320,766 A 3/1982 Alihanka et al.
4,541,432 A 9/1985 Molina-Negro et al.
4,573,481 A 3/1986 Bullara
4,702,254 A 10/1987 Zabara
(Continued)
FOREIGN PATENT DOCUMENTS
EP 1145736 10/2001
EP 1486232 12/2004
(Continued)
OTHER PUBLICATIONS

Bachman, D.,S. et al.; “Effects of Vagal Volleys and Serotonin on
Units of Cingulate Cortex in Monkeys;” Brain Research , vol. 130
(1977). pp. 253-269.

(Continued)

Primary Examiner — Deborah Malamud

7) ABSTRACT

Methods, systems, and apparatus for detecting and/or validat-
ing a detection of a state change by matching the shape of one
or more of an cardiac data series, a heart rate variability data
series, or at least a portion of a heart beat complex, derived
from cardiac data, to an appropriate template.

24 Claims, 21 Drawing Sheets

Darivs HR derivative

Continue

Recaiva P eciving
R shapel/comlex Heart Bost
morphiolagy Signal
—
710 — 720 e
760 -
\\~ Bivvice Ssine
Incication And/Or Take
AResponsive Action
]
78 77 it ket
‘\ ™ ™ ™
) ! Ly

Frovide Treatment
of 3o

Provide Warninig to
Sabent of Seize

Compute Ard Log
Qne Or More

Log Time Of Seizure - T
°a - © SBeizure Savarty

indices




US 9,020,582 B2
Page 2

(56)

4,867,164
4,920,979
4,949,721
4,979,511
5,025,807
5,062,169
5,113,869
5,137,020
5,154,172
5,179,950
5,186,170
5,188,104
5,194,847
5,203,326
5,205,285
5,213,568
5,215,086
5,215,089
5,222,494
5,231,988
5,235,980
5,237,991
5,243,980
5,251,634
5,263,480
5,269,302
5,260,303
5,299,569
5,304,206
5311,876
5313,953
5,330,507
5,330,515
5,334,221
5,335,657
5,404,877
5425373
5,513,649
5,522,862
5,523,742
5,540,730
5,540,734
5,571,150
5,610,590
5,611,350
5,645,077
5,645,570
5,651,378
5,658,318
5,683,422
5,690,681
5,690,688
5,700,282
5,707,400
5,716,377
5,720,771
5,743,860
5,748,113
5,792,186
5,800,474
5,807,284
5,808,552
5,833,709
5,853,005
5,879,300
5,905,436
5,913,876
5,916,181
5,916,239
5,928,272
5,941,906
5,942,979
5,978,702
5,978,972
5,987,352

References Cited

U.S. PATENT DOCUMENTS

B B B e e P e U B e B B e B e O O B U B 0 e e e B B B B B 0 O B U e O O B B B B B B B B B B e B O B D B e B e B B B B B B e B >

9/1989
5/1990
8/1990
12/1990
6/1991
11/1991
5/1992
8/1992
10/1992
1/1993
2/1993
2/1993
3/1993
4/1993
4/1993
5/1993
6/1993
6/1993
6/1993
8/1993
8/1993
8/1993
9/1993
10/1993
11/1993
12/1993
12/1993
4/1994
4/1994
5/1994
5/1994
7/1994
7/1994
8/1994
8/1994
4/1995
6/1995
5/1996
6/1996
6/1996
7/1996
7/1996
11/1996
3/1997
3/1997
7/1997
7/1997
7/1997
8/1997
11/1997
11/1997
11/1997
12/1997
1/1998
2/1998
2/1998
4/1998
5/1998
8/1998
9/1998
9/1998
9/1998
11/1998
12/1998
3/1999
5/1999
6/1999
6/1999
6/1999
7/1999
8/1999
8/1999
11/1999
11/1999
11/1999

Zabara
Bullara

Toriu et al.
Terry, Jr.
Zabara
Kennedy et al.
Nappholz et al.
Wayne et al.
Terry, Jr. et al.
Stanislaw
Varrichio et al.
Wernicke et al.
Taylor et al.
Collins

Baker, Jr.
Lattin et al.
Terry, Jr. et al.
Baker, Ir.
Baker, Ir.
Wernicke et al.
Varrichio et al.
Baker, Ir. et al.
Mehra
Weinberg
Wernicke et al.
Swartz et al.
Wernicke et al.
Wernicke et al.
Baker, Jr. et al.
Olsen et al.
Yomtov et al.
Schwartz
Rutecki et al.
Bardy

Terry, Jr. et al.
Nolan et al.
Causey, 111
Gevins et al.
Testerman et al.
Simkins et al.
Terry, Jr. et al.
Zabara
Wernicke et al.
Johnson et al.
John

Foxlin
Corbucci
Matheny et al.
Stroetmann et al.
Rise et al.
Geddes et al.
Noren et al.
Zabara

Terry, Jr. et al.
Rise et al.
Snell

Hively et al.
Torch

Rise

Benabid et al.
Foxlin

Wiley et al.
Rise et al.
Scanlon et al.
Johnson et al.
Dwight et al.
Taylor et al.
Socci et al.
Geddes et al.
Adkins et al.
Barreras, Sr. et al.
Luppino

Ward et al.
Stewart et al.
Klein et al.

5,995,868
6,016,449
6,018,682
6,048,324
6,061,593
6,073,048
6,083,249
6,091,992
6,095,991
6,104,956
6,115,628
6,115,630
6,128,538
6,134,474
6,162,191
6,163,281
6,167,311
6,171,239
6,175,764
6,205,359
6,208,894
6,208,902
6,221,908
6,246,344
6,248,080
6,253,109
6,269,270
6,272,379
6,304,775
6,315,740
6,324,421
6,337,997
6,339,725
6,341,236
6,356,784
6,356,788
6,361,507
6,361,508
6,366,813
6,366,814
6,374,140
6,397,100
6,427,086
6,429,217
6,441,731
6,449,512
6,459,936
6,463,328
6,466,822
6,473,639
6,473,644
6477418
6,480,743
6,484,132
6,501,983
6,505,074
6,532,388
6,539,263
6,542,081
6,542,774
6,549,804
6,556,868
6,560,486
6,564,102
6,587,719
6,587,727
6,594,524
6,599,250
6,609,025
6,610,713
6,611,715
6,611,783
6,615,081
6,615,085
6,622,038
6,622,041
6,622,047
6,628,985
6,628,987

A 11/1999
A 1/2000
A 1/2000
A 4/2000
A 5/2000
A 6/2000
A 7/2000
A 7/2000
A 8/2000
A 8/2000
A 9/2000
A 9/2000
A 10/2000
A 10/2000
A 12/2000
A 12/2000
A 12/2000
Bl 1/2001
Bl 1/2001
Bl 3/2001
Bl 3/2001
Bl 3/2001
Bl 4/2001
Bl 6/2001
Bl 6/2001
Bl 6/2001
Bl 7/2001
Bl 8/2001
B1  10/2001
Bl  11/2001
Bl 11/2001
Bl 1/2002
B1 1/2002
B1 1/2002
Bl 3/2002
B2 3/2002
Bl 3/2002
Bl 3/2002
Bl 4/2002
Bl 4/2002
Bl 4/2002
B2 5/2002
Bl 7/2002
Bl 8/2002
Bl 8/2002
Bl 9/2002
B2 10/2002
Bl 10/2002
Bl 10/2002
Bl 10/2002
Bl 10/2002
B2 11/2002
Bl 11/2002
Bl 11/2002
Bl  12/2002
B2 1/2003
Bl 3/2003
Bl 3/2003
B2 4/2003
B2 4/2003
Bl 4/2003
B2 4/2003
Bl 5/2003
Bl 5/2003
Bl 7/2003
B2 7/2003
B2 7/2003
B2 7/2003
B2 8/2003
B2 8/2003
Bl 8/2003
B2 8/2003
Bl 9/2003
B1 9/2003
B2 9/2003
B2 9/2003
B2 9/2003
B2 9/2003
Bl 9/2003

Osorio et al.
Fischell et al.
Rise

Socci et al.
Fischell et al.
Kieval et al.
Familoni
Bourgeois et al.
Krausman et al.
Naritoku et al.
Stadler et al.
Stadler et al.
Fischell et al.
Fischell et al.
Foxlin

Torch

Rezai
Humphrey
Loeb et al.
Boveja
Schulman et al.
Boveja
Kilgard et al.
Torch

Miesel et al.
Gielen
Boveja
Fischell et al.
lasemidis et al.
Singh

Stadler et al.
Rise

Naritoku et al.
Osorio et al.
Lozano et al.
Boveja

Foxlin
Johnson et al.
DiLorenzo
Boveja

Rise

Stadler et al.
Fischell et al.
Puskas

Hess

Boveja
Fischell et al.
John

Pless

Fischell et al.
Terry, Jr. et al.
Plicchi et al.
Kirkpatrick et al.
Hively et al.
Natarajan et al.
Boveja et al.
Hill et al.
Schiff et al.
Torch

Hill et al.
Osorio et al.
Naritoku et al.
Osorio et al.
Boveja
Barrett et al.
Osorio et al.
Esteller et al.
Webb et al.
Barrett et al.
Tracey
Boveja

Kelly, Jr. et al.
Boveja
Boveja
Barrett et al.
Terry, Jr. et al.
Barrett et al.
Sweeney et al.
Hill et al.



US 9,020,582 B2
Page 3

(56) References Cited 54,439 B2 8/2007 Misczynski et al.
63,467 B2 8/2007 Sackellares et al.
74,298 B2 9/2007 Frank

77,758 B2 10/2007 DiLorenzo
80,867 B2  10/2007 Frei et al.
82,030 B2  10/2007 Frei et al.
89,844 B2  10/2007 Misczynski et al.
92,890 B2  11/2007 Whitehurst et al.
95,881 B2  11/2007 Cohen et al.
99,096 B2  11/2007 Balzer et al.
02,298 B2 112007 Lowry et al.
04,580 B2  12/2007 Sullivan et al.
05,268 B2 12/2007 Gliner et al.
13,440 B2 12/2007 Miesel

14,451 B2 1/2008 Halperin et al.
21,837 B2 1/2008 Osorio et al.
24,850 B2 1/2008 Persen et al.
24851 Bl 1/2008 DilLorenzo
30,760 B2 2/2008 Heruth et al.
46,391 Bl 3/2008 Osorio et al.
53,063 B2 4/2008 Simms, Jr.
53,064 B2 4/2008 Gliner et al.
73,199 B2 5/2008 Sackellares et al.
85,443 Bl 6/2008 Denison

89,144 Bl 6/2008 Osorio et al.
89,147 B2 6/2008 Wabhlstrand et al.
95,113 B2 7/2008 Heruth et al.

2

2
U.S. PATENT DOCUMENTS %
2
2
2
2
2
2
3
3
3
3
3
3
3
3
3
3
3
3
3
3
3
3
3
401,008 B2 7/2008 Frei et al.
4
4
4
4
4
4
4
4
4
5
5
5
5
5
5
5
5
6
6
6
6
6
6
7
7

6,629,990 B2  10/2003 Putz et al.
6,647,296 B2 11/2003 Fischell et al.
6,656,125 B2 12/2003 Misczynski et al.
6,656,960 B2  12/2003 Puskas
6,668,191 Bl  12/2003 Boveja
6,671,555 B2 12/2003 Gielen et al. !
6,671,556 B2 12/2003 Osorio et al. M
6,684,105 B2 1/2004 Cohen et al. M
6,721,603 B2 4/2004 Zabara et al. M
6,730,047 B2 5/2004 Socciet al. M
6,735474 Bl 5/2004 Loeb et al. !
6,738,671 B2 5/2004 Christophersom et al. M
6,760,626 Bl 7/2004 Boveja M
6,763,256 B2 7/2004 Kimball et al. !
6,768,969 Bl 7/2004 Nikitin et al. !
6,786,877 B2 9/2004 Foxlin M
6,788,975 Bl 9/2004 Whitehurst et al. M
6,793,670 B2 9/2004 Osorio et al. M
6,819,953 B2 11/2004 Yonce et al. !
6,819,956 B2  11/2004 Dil.orenzo !
6,832,114 Bl 12/2004 Whitehurst et al.
6,836,685 Bl 12/2004 Fitz
6,850,601 B2 2/2005 Jones et al.
6,879,850 B2 4/2005 Kimball
6,885,888 B2 4/2005 Rezai
6,904,390 B2 6/2005 Nikitin et al.
6,920,357 B2 7/2005 Osorio et al.
6,923,784 B2 8/2005 Stein
6,931,274 B2 8/2005 Williams et al.
6,934,580 Bl 8/2005 Osorio et al.
6,934,585 Bl 8/2005 Schloss
6,944,501 Bl 9/2005 Pless
6,957,107 B2 10/2005 Rogers
6,961,618 B2  11/2005 Osorio et al.
6,984,993 B2 1/2006  Ariav
6,985,771 B2 1/2006 Fischell et al. M
6,990,377 B2 1/2006 Gliner et al. M
7,006,859 Bl 2/2006 Osorio et al. M
/
/

03,820 B2 7/2008 DiLorenzo
20,472 B2 9/2008 Tran

33,732 Bl 10/2008 Carney et al.
47,545 B2 11/2008 Heruth et al.
54,245 B2 11/2008 Armstrong et al.
88,293 B2 2/2009 Marcovecchio et al.
88,294 B2 2/2009 Torch

91,181 B2 2/2009 Heruth et al.
94,464 B2 2/2009 Rzesnitzek et al.
02,643 B2 3/2009 Farringdon et al.
15,054 B2 4/2009 Torch

39,532 B2 5/2009 Tran

39,533 B2 5/2009 Tran

39,543 B2 5/2009 Schiff et al.
58,622 B2 7/2009 Tran

65,132 B2 7/2009 Ben

90,453 B2 9/2009 Heruth et al.
20,456 B2 11/2009 Gliner et al.
20,890 B2 12/2009 Sullivan et al.
43,655 B2 1/2010 Liangetal,
47,121 B2 1/2010 Wahlstrand et al.
58,112 B2 2/2010 Nakamura
66,151 B2 2/2010 Sullivan et al.
14,757 B2 5/2010 Denison et al.
17,848 B2 5/2010 Heruth et al.

7,006,872 B2 2/2006 Gielen et al.
7,010,351 B2 3/2006 Firlik et al.
7,024,247 B2 4/2006 Gliner et al.
7,035,684 B2 4/2006 Lee

7,054,792 B2 5/2006 Frei et al. !
7,058,453 B2 6/2006 Nelson et al. !
7,068,842 B2 6/2006 Liang etal. !
7,076,288 B2 7/2006 Skinner M
7,077,810 B2 7/2006 Lange et al. !
7,079,977 B2 7/2006 Osorio et al. !
7,104,947 B2 9/2006 Riehl et al. /

7,110,820 B2 9/2006 Tcheng etal. RE41376 E 62010 Torch
7,112,319 B2 9/2006 Broderick et al. 7,733,224 B2 6/2010 Tran
7,127370 B2 10/2006 Kelly et al, 7,747318 B2 62010 John et al.
7,134,996 B2  11/2006 Bardy 7,769,464 B2 8/2010 Gerber et al.
7,139,677 B2 11/2006 Hively et al. 7,775,993 B2 82010 Heruth et al.
7,146,211 B2 12/2006 Frei et al. 7,792,583 B2 9/2010 Miesel et al.
7146217 B2 12/2006 Firlik et al. 7,801,603 B2 9/2010 Westlund et al.
7,146,218 B2 12/2006 Esteller et al. 7,801,618 B2 972010 Pless
7,149,572 B2 12/2006 Frei et al. 7,801,743 B2 9/2010 Graves et al.
7,164941 B2 1/2007 Misczynski et al. 7,813,802 B2 10/2010 Tchengetal.
7,167,743 B2 1/2007 Heruth et al. 7,822,481 B2 10/2010 Gerber et al.
7,167,750 B2 1/2007 Knudson et al. 7,827,011 B2 11/2010 DeVaul et al.
7,174206 B2 2/2007 Frei etal. 7,831,305 B2 112010 Gliner
7,177,678 Bl 2/2007 Osorio et al. 7,847,628 B2 12/2010 Denison
7,188,053 B2 3/2007 Nikitin et al. 7,866,212 B2 172011 Ariav et al.
RE39,539 E  4/2007 Torch 7,899,545 B2 32011 John
7,204:833 Bl 4/2007 Osorio et al. 7,935,076 B2 5/2011 Estesetal.
7,209,786 B2 4/2007 Brockway RE42471 E 6/2011 Torch
7,209,787 B2 4/2007 DiLorenzo 7,957,809 B2 6/2011 Bourget etal.
7,221,981 B2 5/2007 Gliner 7965833 B2 6/2011 Moeiretal.
7,228,167 B2 6/2007 Kara 7974671 B2 72011 Fujiwara et al.
7231254 B2 6/2007 DiLorenzo 7,996,076 B2 82011 Burns et al.
7,236,830 B2 6/2007 Gliner 7,999,857 B2 82011 Bumnetal.
7,236,831 B2 6/2007 Firlik etal. 8,000,789 B2 82011 Denison etal.
7,242983 B2 7/2007 Frcictal. 8,000,794 B2 82011 Lozano

7,242,984 B2 7/2007 DiLorenzo 8,021,299 B2 92011 Miesel ¢t al.



US 9,020,582 B2

Page 4

(56)

8,027,730

8,027,737

8,075,499

8,103,351

8,109,891

8,121,694

8,140,143

8,172,771
2002/0072782
2002/0099417
2002/0116030
2002/0151939
2002/0188214
2003/0040680
2003/0074032
2003/0083716
2003/0083726
2003/0125786
2003/0130706
2003/0144829
2003/0181954
2003/0181958
2003/0195588
2003/0208212
2003/0210147
2003/0212440
2003/0236474
2003/0236558
2004/0006278
2004/0030365
2004/0088024
2004/0111045
2004/0122484
2004/0122485
2004/0133119
2004/0138516
2004/0138517
2004/0138647
2004/0138711
2004/0138721
2004/0153129
2004/0158119
2004/0158165
2004/0171969
2004/0172085
2004/0172091
2004/0172094
2004/0176812
2004/0176831
2004/0199212
2004/0225236
2004/0225335
2004/0230105
2004/0249302
2004/0249416
2005/0004621
2005/0020887
2005/0021092
2005/0021103
2005/0021104
2005/0021105
2005/0021106
2005/0021107
2005/0021118
2005/0022606
2005/0027284
2005/0033378
2005/0033379
2005/0038484
2005/0049515
2005/0049655
2005/0060001
2005/0065562
2005/0065573
2005/0065574

References Cited

U.S. PATENT DOCUMENTS

B2
B2
B2
B2
B2

9/2011
9/2011
12/2011
1/2012
2/2012
2/2012
3/2012
5/2012
6/2002
7/2002
8/2002
10/2002
12/2002
2/2003
4/2003
5/2003
5/2003
7/2003
7/2003
7/2003
9/2003
9/2003
10/2003
11/2003
11/2003
11/2003
12/2003
12/2003
1/2004
2/2004
5/2004
6/2004
6/2004
6/2004
7/2004
7/2004
7/2004
7/2004
7/2004
7/2004
8/2004
8/2004
8/2004
9/2004
9/2004
9/2004
9/2004
9/2004
9/2004
10/2004
11/2004
11/2004
11/2004
12/2004
12/2004
1/2005
1/2005
1/2005
1/2005
1/2005
1/2005
1/2005
1/2005
1/2005
2/2005
2/2005
2/2005
2/2005
2/2005
3/2005
3/2005
3/2005
3/2005
3/2005
3/2005

John et al.
Kokones et al.
Nathan et al.
Gerber et al.
Kramer et al.
Molnar et al.
Picard et al.
Goto

Osorio et al.
Naritoku et al.
Rezai

Rezai
Misczynski et al.
Hassert et al.
Gliner
Nicolelis et al.
Zeijlemaker et al.
Gliner et al.
Sheffield et al.
Geatz et al.
Rezai

Dobak

Upton et al.
Cigaina
Humbard
Boveja

Singh
Whitehurst et al.
Webb et al.
Rubin et al.
Firlik et al.
Sullivan et al.
Hatlestad et al.
Stahmann et al.
Osorio et al.
Osorio et al.
Osorio et al.
Osorio et al.
Osorio et al.
Osorio et al.
Pless et al.
Osorio ¢t al.
Yonce et al.
Socci et al.
Knudson et al.
Rezai

Cohen et al.
Knudson et al.
Gliner et al.
Fischell et al.
Wheseler et al.
Whitehurst et al.
Geva etal.
Donoghue et al.
Yun et al.
Boveja et al.
Goldberg

Yun et al.
DiLorenzo
DiLorenzo
Firlik et al.
Firlik et al.
Firlik et al.
Genau et al.
Partin et al.
Lozano et al.
Sheffield et al.
Lozano et al.
Knudson et al.
Misczynski et al.
Boveja et al.
Singhal et al.
Rezai

Rezai

Rezai

2005/0065575
2005/0070971
2005/0075701 /
2005/0075702
2005/0101873
2005/0107716
2005/0119703
2005/0124901
2005/0131467 !
2005/0131485
2005/0131486
2005/0131493
2005/0143786
2005/0148893
2005/0148894
2005/0148895
2005/0153885
2005/0154425
2005/0154426
2005/0165458 /
2005/0187590 !
2005/0192644
2005/0197590
2005/0203366
2005/0245971
2005/0261542
2005/0277998
2005/0283200 /
2005/0283201 !
2005/0288600
2005/0288760
2006/0009815
2006/0018833
2006/0074450
2006/0079936
2006/0094971
2006/0095081
2006/0106430
2006/0135877 !
2006/0135881
2006/0149139
2006/0155495
2006/0167497
2006/0173493
2006/0173522
2006/0190056
2006/0195163
2006/0200206 :
2006/0212091 :
2006/0212097 :
2006/0224067
2006/0224191
2006/0241697
2006/0241725
2006/0293720
2007/0027486 !
2007/0027497 !
2007/0027498
2007/0027500
2007/0032834
2007/0043392
2007/0055320
2007/0073150
2007/0073355
2007/0088403
2007/0100278
2007/0100392
2007/0142862
2007/0142873
2007/0150024
2007/0150025
2007/0161919
2007/0162086
2007/0167991 :
2007/0173901
2007/0173902
2007/0179534
2007/0179557
2007/0179558

3/2005
3/2005
4/2005
4/2005
5/2005
5/2005
6/2005
6/2005
6/2005
6/2005
6/2005
6/2005
6/2005
7/2005
7/2005
7/2005
7/2005
7/2005
7/2005
7/2005
8/2005
9/2005
9/2005
9/2005
11/2005
11/2005
12/2005
12/2005
12/2005
12/2005
12/2005
1/2006
1/2006
4/2006
4/2006
5/2006
5/2006
5/2006
6/2006
6/2006
7/2006
7/2006
7/2006
8/2006
8/2006
8/2006
8/2006
9/2006
9/2006
9/2006
10/2006
10/2006
10/2006
10/2006
12/2006
2/2007
2/2007
2/2007
2/2007
2/2007
2/2007
3/2007
3/2007
3/2007
4/2007
512007
512007
6/2007
6/2007
6/2007
6/2007
7/2007
7/2007
7/2007
7/2007
7/2007
8/2007
8/2007
8/2007

Dobak

Fowler et al.
Shafer

Shafer
Misczynski et al.
Eaton et al.
DiLorenzo
Misczynski et al.
Boveja et al.
Knudson et al.
Boveja et al.
Boveja et al.
Boveja et al.
Misczynski et al.
Misczynski et al.
Misczynski et al.
Yun et al.
Boveja et al.
Boveja et al.
Boveja et al.
Boveja et al.
Boveja et al.
Osorio et al.
Donoghue et al.
Brockway et al.
Riehl

Tracey et al.
Rezai et al.
Machado et al.
Zhang et al.
Machado et al.
Boveja

Murphy et al.
Boveja

Boveja

Drew

Zhou et al.
Fowler et al.
Giftakis et al.
Giftakis et al.
Bonmassar et al.
Osorio et al.
Armstrong et al.
Armstrong et al.
Osorio

Fowler et al.
KenKnight et al.
Firlik et al.
Lozano et al.
Varadan et al.
Giftakis et al.
DiLorenzo
Libbus et al.
Libbus et al.
DiLorenzo
Armstrong et al.
Parnis et al.
Maschino et al.
Maschino et al.
Gliner et al.
Gliner et al.
Weinand et al.
Gopalsami et al.
DiLorenzo
Wryler et al.

Frei et al.
Maschino et al.
DiL orenzo
Esteller et al.
Leyde et al.
DiLorenzo et al.
DiLorenzo
DiLorenzo
DiL.orenzo
Reeve
Maschino et al.
Firlik et al.
Maschino et al.
Gliner et al.



US 9,020,582 B2
Page 5

(56)

2007/0208212
2007/0213785
2007/0233192
2007/0239210
2007/0242661
2007/0244407
2007/0249953
2007/0249954
2007/0255147
2007/0255155
2007/0260147
2007/0260289
2007/0265536
2007/0272260
2007/0282177
2008/0004904
2008/0033503
2008/0033508
2008/0046035
2008/0064934
2008/0071323
2008/0077028
2008/0081958
2008/0103548
2008/0114417
2008/0119900
2008/0125820
2008/0139870
2008/0146890
2008/0146959
2008/0161712
2008/0161713
2008/0161879
2008/0161880
2008/0161881
2008/0161882
2008/0183096
2008/0183097
2008/0208013
2008/0208284
2008/0258907
2008/0269579
2008/0275327
2008/0275328
2008/0275349
2008/0281376
2008/0281381
2008/0281550
2008/0319281
2009/0030345
2009/0040052
2009/0054737
2009/0054742
2009/0060287
2009/0062696
2009/0076350
2009/0099624
2009/0099627
2009/0105785
2009/0137921
2009/0227882
2009/0227888
2009/0322540
2010/0010382
2010/0010392
2010/0010583
2010/0023348
2010/0056878
2010/0106217
2010/0109875
2010/0121214
2010/0217533
2010/0223020
2010/0228103
2010/0228314

U.S. PATENT DOCUMENTS

Al
Al
Al
Al
Al

References Cited

9/2007
9/2007
10/2007
10/2007
10/2007
10/2007
10/2007
10/2007
11/2007
11/2007
11/2007
11/2007
11/2007
11/2007
12/2007
1/2008
2/2008
2/2008
2/2008
3/2008
3/2008
3/2008
4/2008
5/2008
5/2008
5/2008
5/2008
6/2008
6/2008
6/2008
7/2008
7/2008
7/2008
7/2008
7/2008
7/2008
7/2008
7/2008
8/2008
8/2008
10/2008
10/2008
11/2008
11/2008
11/2008
11/2008
11/2008
11/2008
12/2008
1/2009
2/2009
2/2009
2/2009
3/2009
3/2009
3/2009
4/2009
4/2009
4/2009
5/2009
9/2009
9/2009
12/2009
172010
172010
172010
172010
3/2010
4/2010
5/2010
5/2010
8/2010
9/2010
9/2010
9/2010

DiLorenzo
Osorio et al.
Craig

Libbus et al.
Tran et al.
Osorio

Osorio ¢t al.
Virag et al.
Drew et al.
Drew et al.
Giftakis et al.
Giftakis et al.
Giftakis et al.
Nikitin et al.
Pilz

Tran et al.
Fowler et al.
Frei et al.
Fowler et al.
Frei et al.
Lowry et al.
Schaldach et al.
Denison et al.
Fowler et al.
Leyde
DiLorenzo
Stahmann et al.
Gliner et al.
LeBoeuf et al.
Sheffield et al.
Leyde

Leyde et al.
Firlik et al.
Firlik et al.
Firlik et al.
Firlik et al.
Snyder et al.
Leyde et al.
Zhang et al.
Rezai et al.
Kalpaxis et al.
Schiebler et al.
Faarbaek et al.
Jones et al.
Halperin et al.
Gerber et al.
Gerber et al.
Hogle et al.
Aarts et al.
Bonnet et al.
Cameron et al.
Magar et al.
Kaminska et al.
Hyde et al.
Nathan et al.
Bly et al.
Kokones et al.
Molnar et al.
Wei et al.
Kramer et al.
Foo

Salmi
Richardson et al.
Panken
Skelton et al.
Panken et al.
Hardee et al.
Partin et al.
Colborn

Ayon et al.
Giftakis et al.
Nadkarni et al.
Goetz
Schecter
Goetz

2010/0268056 Al
2010/0280336 Al
2010/0280578 Al
2010/0280579 Al
2010/0286567 Al
2010/0298661 Al
2010/0298742 Al

10/2010 Picard et al.
11/2010 Giftakis et al.
11/2010 Skelton et al.
11/2010 Denison et al.
11/2010 Wolfe et al.
11/2010 McCombie et al.
11/2010 Perlman et al.
2010/0305665 Al  12/2010 Miesel et al.
2010/0312188 Al  12/2010 Robertson et al.
2011/0029044 Al 2/2011 Hyde et al.
2011/0040204 Al 2/2011 Ivorra et al.
2011/0040546 Al 2/2011 Gerber et al.
2011/0060252 Al 3/2011 Simonsen et al.
2011/0066062 Al 3/2011 Banet etal
2011/0066081 Al 3/2011 Goto et al.
2011/0137372 Al 6/2011 Makous et al.
2011/0172545 Al 7/2011 Grudic et al.
2011/0230730 Al 9/2011 Quigg et al.
2011/0245629 Al  10/2011 Giftakis et al.
2011/0251469 Al  10/2011 Varadan
2011/0270117 Al 11/2011 Warwick et al.
2011/0270134 Al  11/2011 Skelton et al.
2011/0295127 Al 12/2011 Sandler et al.
2011/0306846 Al  12/2011 Osorio
2011/0313484 A1  12/2011 Hincapie et al.

FOREIGN PATENT DOCUMENTS

GB 2026870 2/1980
GB 2079610 1/1982
WO 00/64336 11/2000
WO 2004/036377 4/2004
WO 2005/007120 1/2005
WO 2005/053788 6/2005
WO 2005/067599 7/2005
WO 2006/050144 5/2006
WO 2006/122148 11/2006
WO 2007/066343 6/2007
WO 2007/072425 6/2007
WO 2007/124126 11/2007
WO 2007/124190 11/2007
WO 2007/124192 11/2007
WO 2007/142523 12/2007
WO 2008/045597 4/2008
OTHER PUBLICATIONS

Baevskii, RM. “dnalysis of Heart Rate Variability in Space Medi-
cine;” Human Physiology, vol. 28, No. 2, (2002); pp. 202-213.
Baevsky, RM,, et al.; “dutonomic Cardiovascular and Respiratory
Control During Prolonged Spaceflights Aboard the International
Space Station;” J. Applied Physiological, vol. 103, (2007) pp. 156-
161.

Boon, P., et al.; “Vagus Nerve Stimulation for Epilepsy, Clinical
Efficacy of Programmed and Magnet Stimulation;” (2001); pp.93-98.
Boon, Paul, et al.; “Programmed and Magnet-Induced Vagus Nerve
Stimulation for Refractory Epilepsy;” Journal of Clinical
Neurophysiology vol. 18 No. 5; (2001); pp. 402-407.

Borovikova, L.V, et al.; “Vagus Nerve Stimulation Attenuates the
Systemic Inflammatory Response to Endotoxin,” Letters to Nature,
vol. 405; (May 2000); pp. 458-462.

Brack, Kieran E., et al.; “Interaction Between Direct Sympathetic and
Vagus Nerve Stimulation on Heart Rate in the Isolated Rabbit Heart;”
Experimental Physiology vol. 89, No. 1; pp. 128-139.
Chakravarthy, N., et al.; “Controlling Synchronization in a Neuron-
Level Population Model;” International Journal of Neural Systems,
vol. 17, No. 2 (2007) pp. 123-138.

Clark, K.B., et al.; “Posttraining Electrical Stimulation of Vagal
Afferents with Concomitant Vagal Efferent Inactivation Enhances
Memory Storage Processes in the Rat;” Neurobiology of Iearning
and Memory, vol. 70, 364-373 (1998) Art. No. NL983863.

Elmpt, WJ.C., et al.; “4 Model of Heart Rate Changes to Detect
Seizures in Severe Epilepsy” Seizure vol. 15, (2006) pp. 366-375.
Frei, M.G., et al; “Left Vagus Nerve Stimulation with the
Neurocybernetic Prosthesis Has Complex Effects on Heart Rate and
on Its Variability in Humans:” Epilepsia, vol. 42, No. 8 (2001); pp.
1007-1016.



US 9,020,582 B2
Page 6

(56) References Cited
OTHER PUBLICATIONS

George, M.S., etal.; “Vagus Nerve Stimulation: A New Tool for Brain
Research and Therapy;” Society of Biological Psychiatry vol. 47
(2000) pp. 287-295.

“Heart Rate Variability—Standards of Measurement, Physiological
Interpretation, and Clinical Use” Circulation—Electrophysiology
vol. 93, No. 5; http://circ.ahajournals.org/cgi/content-nw/full/93/5/
1043/F3.

Henry, Thomas R.; “Therapeutic Mechanisms of Vague Name Stimu-
lation;”. Neurology, vol. 59 (Supp 4) (Sep. 2002), pp. S3-S14.
Hallowitz et al., “Effects of Vagal Volleys on Units of Intralaminar and
Juxtalaminar Thalamic Nuclei in Monkeys;” Brain Research, vol.
130 (1977), pp. 271-286.

lasemidis; L.D., et al.; “Dynamical Resetting of the Human Brain at
Epilepctic Seizures: Application of Nonlinear Dynamics and Global
Optimization Techniques;” IEEE Transactions on Biomedical Engi-
neering, vol. 51, No. 3 (Mar. 2004); pp. 493-506.

lasemidis; L.D., et al.; “Spatiotemporal Transition to Epileptic Sei-
zures: A Nonlinear Dynamical Analysis of Scalp and Intracranial
EEG Recordings;” Spatiotemporal Models in Biological and Artifi-
cial Systems; F.L. Silva et al. (Eds.) [OS Press, 1997; pp. 81-88.
lasemidis, L.D.; “Epileptic Seizure Prediction and Control” IEEE
Transactions on Biomedical Engineering, vol. 50, No. 5 (May 2003);
Pp. 549-558.

Kautzner, J., et al; “Utility of Short-Term Heart Rate Variability for
Prediction of Sudden Cardiac Death After Acute Myocardial Infarc-
tion” Acta Univ. Palacki. Olomuc., Fac. Med., vol. 141 (1998) pp.
69-73.

Koenig, S.A., et al.; “Vagus Nerve Stimulation Improves Severely
Impaired Heart Rate Variability in a Patient with Lennox-Gastaut-
Syndrome” Seizure (2007) Article in Press—Yseiz—1305; pp. 1-4.
Koo, B., “EEG Changes With Vagus Nerve Stimulation” Journal of
Clinical Neurophysiology, vol. 18 No. 5 (Sep. 2001); pp. 434-441.
Krittayaphong, M.D., et al.; “Heart Rate Variability in Patients with
Coronary Artery Disease: Differences in Patients with Higher and
Lower Depression Scores” Psychosomatic Medicine vol. 59 (1997)
pp. 231-235.

Leutmezer, F., et al.; “Electrocardiographic Changes at the Onset of
Epileptic Seizures;” Epilepsia, vol. 44, No. 3; (2003); pp. 348-354.
Lewis, M.E., et al; “Vagus Nerve Stimulation Decreases Left
Ventricular Contractility in Vivo in the Human and Pig Heart” The
Journal of Physiology vol. 534, No. 2, (2001) pp. 547-552.

Li, M., et al.; “Vagal Nerve Stimulation Markedly Improves Long-
Term Survival After Chronic Heart Failure in Rats;” Circulation (Jan.
2004) pp. 120-124.

Licht, C.M.M.; Association Between Major Depressive Disorder and
Heart Rate Variability in the Netherlands Study of Depression and
Anxiety (NESDA); Arch. Gen Psychiatry, vol. 65, No. 12 (Dec. 2008);
pp. 1358-1367.

Lockard et al., “Feasibility and Safety of Vagal Stimulation in Monkey
Model;” Epilepsia, vol. 31 (Supp. 2) (1990), pp. S20-S26.
McClintock, P., “Can Noise Actually Boost Brain Power” Physics
World Jul. 2002; pp. 20-21.

Mori, T., et al.; “Noise-Induced Entrainment and Stochastic Reso-
nance in Human Brain Waves” Physical Review Letters vol. 88, No.
21 (2002); pp. 218101-1-218101-4.

Mormann, F., “Seizure prediction: the long and winding road,” Brain
130 (2007), 314-333.

Nouri, M.D.; “Epilepsy and the Autonomic Nervous System”
emedicine (updated May 5, 2006); pp. 1-14; http://www.emedicine.
com/neuro/topic658 htm.

O’Regan, M.E,, et al.; “Abnormalities in Cardiac and Respiratory
Function Observed During Seizures in Childhood” Developmental
Medicine & Child Neurlogy, vol. 47 (2005) pp. 4-9.

Pathwardhan, R.V., et al., Control of Refractory status epilepticus
precipitated by anticonvulasnt withdrawal using left vagal nerve
stimulation: a case report, Surgical Neurology 64 (2005) 170-73.
Poddubnaya, E.P., “Complex Estimation of Adaptation Abilities of
the Organism in Children Using the Indices of Responsiveness of the

Cardiovascular System and Characteristics of EEG” Neurophysiol-
ogyvol. 38, No. 1 (2006); pp. 63-74.

Rugg-Gunn, F.J., et al.; “Cardiac Arrhythmias in Focal Epilepsy: a
Prospective Long-Term Study” www.thelancet.com vol. 364 (2004)
pp. 2212-2219.

Sajadieh, A., et al.; “Increased Heart Rate and Reduced Heart-Rte
Variability are Associated with Subclinical Inflammation in Middle-
Aged and Elderly Subjects with No Apparent Heart Disease” Euro-
pean Heart Journal vol. 25, (2004); pp. 363-370.

Schernthaner, C., et al.; “Autonomic Epilepsy—The Influence of Epi-
leptic Discharges on Heart Rate and Rhythm” The Middle European
Journal of Medicine vol. 111, No. 10 (1999) pp. 392-401.

Terry et al.; “The Implantable Neurocybernetic Prosthesis System”,
Pacing and Clinical Electrophysiology, vol. 14, No. 1 (Jan. 1991), pp.
86-93.

Tubbs, R.S., et al.; “Left-Sided Vagus Nerve Stimulation Decreases
Intracranial Pressure Without Resultant Bradycardia in the Pig: A
Potential Therapeutic Modality for Humans” Child’s Nervous Sys-
tem Original Paper; Springer-Verlag 2004.

Umetani, M.D., et al.; “Twenty-Four Hour Time Domain Heart Rate
Variability and Heart Rate: Relations to Age and Gender Over Nince
Decades” JACC vol. 31, No. 3; (Mar. 1998); pp. 593-601.

Vonck, K., et al. “The Mechanism of Action of Vagus Nerve Stimula-
tion for Refractory Epilepsy—The Current Status”, Journal of
Neurophysiology. vol. 18 No. 5 (2001), pp. 394-401.

Woodbury, et al., “Vagal Stimulation Reduces the Severity of Maxi-
mal Electroshock Seizures in Intact Rats. Use of a Cuff Electrode for
Stimulating and Recording”; Pacing and Clinical Electrophysiology,
vol. 14 (Jan. 1991), pp. 94-107.

Zabara, J.; “Neuroinhibition of Xylaine Induced Emesis” Pharmacol-
ogy & Toxicology, vol. 63 (1988) pp. 70-74.

Zabara, 1. “Inhibition of Experimental Seizures in Canines by
Repetivie Vagal Stimulation” Epilepsia vol. 33, No. 6 (1992); pp.
1005-1012.

Zabara, J., et al.; “Neural Control of Circulation I’ The Physiologist,
vol. 28 No. 4 (1985); 1 page.

Zabara, J., etal.; “Neuroinhibition in the Regulation of Emesis” Space
Life Sciences, vol. 3 (1972) pp. 282-292.

Osorio, Ivan et al., “An Introduction to Contingent (Closed-Loop)
Brain Electrical Stimulation for Seizure Blockage, to Ultra-Short-
Term Clinical Trials. and to Multidimensional Statistical Analysis of
Therapeutic Efficacy,” Journal of Clinical Neurophysiology, vol. 18,
No. 6, pp. 533-544, 2001.

Osorio, Ivan et al., “Automated Seizure Abatement in Humans Using
Flectrical Stimulation,” Annals of Neurology, vol. 57, No. 2, pp.
258-268, 2005.

Sunderam, Sridhar et al., “Vagal and Sciatic Nerve Stimulation Have
Complex, Time-Dependent Effects on Chemically-Induced Sei-
zures: A Controlled Study,” Brain Research, vol. 918, pp. 60-66,
2001.

Weil, Sabine et al, “Heart Rate Increase in Otherwise Subclinical
Seizures Is Different in Temporal Versus Extratemporal Seizure
Onset: Support for Temporal Lobe Automatic Influence,” Epileptic
Disord., vol. 7, No. 3, Sep. 2005, pp. 199-204.

Digenarro, Giancarlo et al., “Ictal Heart Rate Increase Precedes EEG
Discharge in Drug-Resistant Mesial Temporal Lobe Seizures,” Clini-
cal Neurophysiology, No. 115, 2004, pp. 1169-1177.

Zijlmans, Maeike et al., “Heart Rate Changes and ECG Abnormali-
ties During Epileptic Seizures: Prevalence and Definition of an
Objective Clinical Sign,” Epilepsia, vol. 43, No. 8, 2002, pp. 847-
854.

O’Donovan, Cormac A. et al., “Computerized Seizure Detection
Based on Heart Rate Changes,” abstract of AES Proceedings,
Epilepsia, vol. 36, Suppl. 4, 1995, p. 7.

Robinson, Stephen E et al., “Heart Rate Variability Changes as Pre-
dictor of Response to Vagal Nerve Stimulation Therapy for Epilepsy.”
abstract of AES Proceedings,Epilepsia, vol. 40, Suppl. 7, 1999, p.
147.

Long, Teresa J. etal., “Effectiveness of Heart Rate Seizure Detection
Compared to EEG in an Epilepsy MoitoringUnit (EMU),” abstract of
AES Proceedings, Epilepsia, vol. 40, Suppl. 7, 1999, p. 174.

PCT Search Report for PCT/US11/051776; Aug. 12, 2011.



U.S. Patent Apr.28,2015  Sheet 1 0f21 US 9,020,582 B2

o
<&
@
o

FIGURE 1




US 9,020,582 B2

Sheet 2 of 21

Apr. 28, 2015

U.S. Patent

¥e FAAHNDid

U UOBEOILIDULILIOD

uup Buployuow

HUN
asegeled

oo
5z

SNOOP \/
yoew swejdws g 562

mw B, wm SDAB] DICUITY

UL BSBORIR(]

S

T L6l

/omN

SNPOPW X80woD >
JBANBAUST HH

62

DNPO LUDRBUILLISIDC
jeAIBIU} JeBIRILjiReY HESH

SINPOYY UCHOSHOD
Zieg sepieD

N

—5ic

/.mmN

Addng

18MO

fiowispy

Lol
s
[aY

£iZ

JOE8HI0I A

HITIOHLINGD

AVIAZC TYDIGIN

\NwN

{slosues

{s)pmar

e LiZ
TN

0oe




US 9,020,582 B2

Sheet 3 of 21

Apr. 28, 2015

U.S. Patent

82 Fdnoid

asZ

nun Bunojuop

Han
esEqEE0

7 oo

W BIAS(] SIOWISY

Hup sseqRiRg

[cmm

UM} UOREDIUNWIWIO.)

Addng Jamcdg

\Nwm

{s)iosusg

\J_ SINPoy \/ siripoyy xsduioy 8\
69z uolel ayeidwey  fesz | amEmeaNH | L
SINPpOW LHoNRUILLIBIAG SNPO UoHO30D

JEAIGI] JZGQIRIIO T WERH BiE(] SBIpJED
[mhm Km@m

\ALOEQ*\/M Q me
G2 S— LLE
— vur)
JOSSBO0I LOHBINLNG
HIATIOHLNQD Gz

AOIAZQ TYOIA3W

{s)peen

/\:N
TN

a6g

{s}epoiosiy

<

B8ZL

{s)pen '9¢L

(

102




US 9,020,582 B2

Sheet 4 of 21

Apr. 28, 2015

U.S. Patent

3

4

462 OL

A

gt FJdNSDid

FAINA0ONW

NOILVNHANEZ L3O WAHZLNKLYEG 1HV3H

SINPOY SINPON il yupy aBeioig
e Buiniaoay uoieusiag SBUSS QU]
ey EjR(] OBIpIET) jeARUIReY LBOH [RalBUiEST HESH /
3 GLZ
/I(Omw
¥Ye JuUNoid
nupn Buipissmioy -
HNoHD
eleQ oripueD j SONBIDN (s)enid (s)aicduy
J 5144 7 7
Ziy— 9t \\ iy —
fSUHaALODy MY ] .
iane00y jeubig eiec owipaeD
/
ogy — / g0z
FINAON NOLLDFTIOS Yiva JViguvd 01y




US 9,020,582 B2

Sheet 5 of 21

Apr. 28, 2015

U.S. Patent

ae FxNoid

L85
\'

HIN
uosueduwion apduin g

N

s

V2
7 Bun uonENpY
P

N

~
sbueys olelgs

L \

/// \\\

FINCOW HOLYW JEVTNE L

———» AR ji ‘esucdsey

3¢ FuinNoid

L8682 —

GLG
\

L4G 696
- -

Hun

®dWon
1895 HRaH

"y HUM

Hufy < Ueeinaeld e
Aupaeuen SIFER =t
&1y LesH SNOSURIUEISU]

FNAONW XITAWODZALLVARIEA YWH

G/ 1ojpue
COF WL



US 9,020,582 B2

Sheet 6 of 21

Apr. 28, 2015

U.S. Patent

¥ JuNSid

Q0PI

Aiienag ainzieg
QIO IO SUD
G0 puy snduiosy

amnzies 1O sul Bo

o} BuliiBAA SDIACIG

SINZIBS 10 WUBNEY

STHA Lid

T C

G4

USRS BDIACEY

BINZBG IO

T L

L84

v/

eubig
1eag HesH
Buiaisney
SNURUOD

LONOY SAISUDOSEN v

3 |, KO/ UOREDIPU]
SINZIBG BPIADIG /\
09/

aseduwisy eeudosdde o Abojoudiowy

1

SHA

0gl

LBMZIOS © aIevtpU

adeuys JO UDIBIL S8

Aojoydiow
xadwooradeys
SALBANBD MH SAUSO

Gcd

01l

ieubig seipieg

sAlEDaY

#




U.S. Patent Apr.28,2015  Sheet 7 of 21 US 9,020,582 B2

FIGURE §




U.S. Patent Apr.28,2015  Sheet 8 of 21 US 9,020,582 B2

FIGURE €




U.S. Patent Apr.28,2015  Sheet 9 of 21 US 9,020,582 B2

FIGURE 7

®8)

(A)

(<)



U.S. Patent Apr.28,2015  Sheet 10 of 21 US 9,020,582 B2

FIGURE 8

(8)




U.S. Patent Apr.28,2015  Sheet 11 of 21 US 9,020,582 B2

FIGURE 9




U.S. Patent Apr.28,2015  Sheet 12 of 21 US 9,020,582 B2

FIGURE 10




U.S. Patent Apr.28,2015  Sheet 13 of 21 US 9,020,582 B2

(B}

FIGURE 11

(&)




U.S. Patent Apr.28,2015  Sheet 14 of 21 US 9,020,582 B2

FIGURE 12




U.S. Patent Apr.28,2015  Sheet 15 of 21 US 9,020,582 B2

D)

FIGURE 13

(A)

(C}




U.S. Patent Apr.28,2015  Sheet 16 of 21 US 9,020,582 B2

FIGURE 14




U.S. Patent Apr.28,2015  Sheet 17 of 21 US 9,020,582 B2
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1
DETECTING OR VALIDATING A
DETECTION OF A STATE CHANGE FROM A
TEMPLATE OF HEART RATE DERIVATIVE
SHAPE OR HEART BEAT WAVE COMPLEX

CROSS-REFERENCE TO RELATED
APPLICATIONS

This application is a continuation of co-pending U.S.
patent application Ser. No. 12/884.051, filed Sep. 16, 2010,
which is incorporated herein by reference in its entirety.

FIELD OF THE INVENTION

This invention relates to medical device systems and meth-
ods capable of detecting or validating a detection and., insome
embodiments, treating an occurring or impending state
change.

DESCRIPTION OF THE RELATED ART

Approximately 60 million people worldwide are affected
with epilepsy, of whom roughly 23 million people suffer from
epilepsy resistant to multiple medications. In the USA alone,
the annual cost of epilepsy care is USD 12 billion (in 1995
dollars), most of which is attributable to subjects with phar-
maco-resistant state changes. Pharmaco-resistant state
changes are associated with an increase mortality and mor-
bidity (compared to the general population and to epileptics
whose state changes are controlled by medications) and with
markedly degraded quality of life for patients. State changes
may impair motor control, responsiveness to a wide class of
stimuli, and other cognitive functions. The sudden onset of a
patient’s impairment of motor control, responsiveness, and
other cognitive functions precludes the performance of nec-
essary and even simple daily life tasks such as driving a
vehicle, cooking, or operating machinery, as well as more
complex tasks such as acquiring knowledge and socializing.

Therapies using electrical currents or fields to provide a
therapy to a patient (electrotherapy) are beneficial for certain
neurological disorders, such as epilepsy. Implantable medical
devices have been effectively used to deliver therapeutic elec-
trical stimulation to various portions of the human body (e.g.,
the vagus nerve) for treating epilepsy. As used herein, “stimu-
lation.” “neurostimulation,” “stimulation signal,” “therapeu-
tic signal,” or “neurostimulation signal” refers to the direct or
indirect application of an electrical, mechanical, magnetic,
electro-magnetic, photonic, acoustic, cognitive, and/or
chemical signal to an organ or a neural structure in the
patient’s body. The signal is an exogenous signal that is
distinct from the endogenous electro-chemical, activity
inherent to the patient’s body and also from that found in the
environment. In other words, the stimulation signal (whether
electrical, mechanical, magnetic, electro-magnetic, photonic,
acoustic, cognitive, and/or chemical in nature) applied to a
cranial nerve or to other nervous tissue structure in the present
invention is a signal applied from a medical device, e.g., a
neurostimulator.

A “therapeutic signal” refers to a stimulation signal deliv-
ered to a patient’s body with the intent of treating a medical
condition through a suppressing (blocking) or modulating
effect to neural tissue. The effect of a stimulation signal on
neuronal activity may be suppressing or modulating; how-
ever, for simplicity, the terms “stimulating”, suppressing, and
modulating, and variants thereof, are sometimes used inter-
changeably herein. In general, however, the delivery of an
exogenous signal itself refers to “stimulation” of an organ or
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aneural structure, while the effects of that signal, if any, on the
electrical activity of the neural structure are properly referred
to as suppression or modulation.

Depending upon myriad factors such as the history (recent
and distant) of the nervous system, stimulation parameters
and time of day, to name a few, the effects of stimulation upon
the neural tissue may be excitatory or inhibitory, facilitatory
or disfacilitatory and may suppress, enhance, or leave unal-
tered neuronal activity. For example, the suppressing effect of
a stimulation signal on neural tissue would manifest as the
blockage of abnormal activity (e.g., epileptic state changes)
see Osorio et al., Ann Neurol 2005; Osorio & Frei IINS 2009)
The mechanisms thorough which this suppressing effect
takes place are described in the foregoing articles. Suppres-
sion of abnormal neural activity is generally a threshold or
suprathreshold process and the temporal scale over which it
occurs is usually in the order of tens or hundreds of millisec-
onds. Modulation of abnormal or undesirable neural activity
is typically a “sub-threshold” process in the spatio-temporal
domain that may summate and result under certain condi-
tions, in threshold or suprathreshold neural events. The tem-
poral scale of modulation is usually longer than that of sup-
pression, encompassing seconds to hours, even months. In
addition to inhibition or dysfacilitation, modification of neu-
ral activity (wave annihilation) may be exerted through col-
lision with identical, similar or dissimilar waves, a concept
borrowed from wave mechanics, or through phase resetting
(Winfree).

In some cases, electrotherapy may be provided by implant-
ing an electrical device, i.e., an implantable medical device
(IMD), inside a patient’s body for stimulation of a nervous
tissue, such as a cranial nerve. Generally, electrotherapy sig-
nals that suppress or modulate neural activity are delivered by
the IMD via one or more leads. When applicable, the leads
generally terminate at their distal ends in one or more elec-
trodes, and the electrodes, in turn, are coupled to a target
tissue in the patient’s body. For example, a number of elec-
trodes may be attached to various points of a nerve or other
tissue inside a human body for delivery of a neurostimulation
signal.

Although non-contingent, programmed periodic stimula-
tion (also referred to as “open-loop,” “passive,” or “non-
feedback” stimulation (i.e., electrotherapy applied without
reference to sensed information)) is the prevailing modality,
contingent (also referred to as “closed-loop,” “active,” or
“feedback” stimulation (i.e., electrotherapy applied in
response to sensed information)) stimulation schemes have
been proposed. Included in such proposed stimulation
schemes are electrotherapy applied in response to an indica-
tion of an impending, occurring, or occurred state change,
with the intent of reducing the duration, the severity, or both
of a state change or a post-state change recovery period.
However, such stimulation schemes would require reason-
ably sensitive techniques for indicating an impending, occur-
ring, or occurred state change.

Even if closed-loop neurostimulation, or any other therapy
for epilepsy, is not performed, reasonably sensitive and/or
specific techniques for indicating an impending, occurring, or
occurred state change would be desirable for warning of state
changes to minimize risk of injuries and for logging to assess
the state of the disease and assess the efficacy of therapies.
Numerous studies have shown that self-reporting by patients,
such as in state change diaries, generally only captures about
half of all state changes having both electroencephalographic
(EEG) and clinical signatures. Roughly a third of all patients
do not identify any of their state changes. Detection of brain
state changes may be accomplished using different body sig-
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nals, but cortical electrical signals are most commonly used
for this purpose. For multiple reasons (e.g., signal to noise
ratio, stability of signals, etc.) intracranial and not scalp
recordings are the modality of choice for prolonged (e.g.,
weeks to years) recording of cortical signals. However, since
use of intracranial signals requires costly and burdensome
surgical procedures that are associated with certain poten-
tially serious complications, they are neither accessible nor
acceptable to the majority of hundreds of thousands of
patients that could benefit from them. Use of non-cerebral or
extra-cerebral signals has emerged as a viable, useful, and
highly cost-effective alternative to electrical cortical signals
for the detection, warning, and logging of brain state changes,
such as epileptic seizures.

SUMMARY OF THE INVENTION

In one aspect of the present invention, a method for indi-
cating an occurrence of a state change is provided. In one
aspect of the present invention, the method comprises obtain-
ing a time series of cardiac data from a patient; determining a
reference heart rate parameter from said cardiac data; deter-
mining a heart rate derivative shape from said time series of
cardiac data, wherein said heart rate derivative shape com-
prises at least one characteristic selected from a number of
phases relative to said reference heart rate parameter, a num-
ber of extrema of said heart rate derivative, a number of
directions of change of said heart rate derivative, an area
under the curve of at least one phase, a number of positive
phases, or a number of negative phases; and indicating an
occurrence of a state change based upon a determination that
said heart rate derivative shape matches a state change tem-
plate in said at least one characteristic, wherein said at least
one characteristic of said state change template comprises
two or more phases relative to said reference heart rate param-
eter, two or more extrema of'said heart rate derivative, three or
more directions of change of said heart rate derivative, a
number of positive phases, or a number of negative phases,
provided the total number of positive phases and negative
phases is two or more.

In another aspect of the present invention, a method for
indicating an occurrence of a state change is provided. In one
aspect of the present invention, the method comprises obtain-
ing data relating to at least a portion of a heart beat complex
from a patient; comparing said at least said portion of said
heart beat complex with a corresponding portion of a refer-
ence heart beat complex template of said patient; and indicat-
ing an occurrence of a state change based upon a determina-
tion that said heart beat complex fails to match said reference
heart beat complex template.

In yet another aspect of the present invention, a computer
readable program storage device is provided that is encoded
with instructions that, when executed by a computer, perform
amethod described above.

In one aspect of the present invention, a medical device is
provided comprising a computer readable program storage
device as described above.

BRIEF DESCRIPTION OF THE DRAWINGS

The invention may be understood by reference to the fol-
lowing description taken in conjunction with the accompany-
ing drawings, in which like reference numerals identify like
elements, and in which:

FIG. 1 provides a stylized diagram of a medical device
implanted into a patient’s body for providing a therapeutic
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electrical signal to a neural structure of the patient’s body, in
accordance with one illustrative embodiment of the present
invention;

FIG. 2Ais a block diagram of a medical device system that
includes a medical device and an external unit, in accordance
with one illustrative embodiment of the present invention;

FIG. 2B is a block diagram of a medical device system that
includes a medical device and an external unit, in accordance
with one illustrative embodiment of the present invention;

FIG. 3A is a stylized block diagram of a cardiac data
collection module of a medical device, in accordance with
one illustrative embodiment of the present invention;

FIG. 3B is a stylized block diagram of a heart beat/interval
determination module of a medical device, in accordance
with one illustrative embodiment of the present invention;

FIG. 3C is a stylized block diagram of a HR derivative/
complex module of a medical device, in accordance with one
illustrative embodiment of the present invention;

FIG. 3D is a stylized block diagram of a template match
module of a medical device, in accordance with one illustra-
tive embodiment of the present invention;

FIG. 4 illustrates a flowchart depiction of a method for
detecting a state change and taking one or more responsive
actions, in accordance with an illustrative embodiment of the
present invention;

FIG. 5 shows basic shapes of a heart rate plot, from which
more complex shapes can be produced by deformation in
accordance with an illustrative embodiment of the present
invention;

FIG. 6 shows a graph of heart rate (BPM) vs. time (hr), with
an epileptic event identified by electrocorticography (ECoG)
indicated by vertical lines, from which a triangle pattern is
discernible, in accordance with an illustrative embodiment of
the present invention;

FIG. 7TA-C shows three graphs of heart rate vs. time, with
epileptic events identified by ECoG indicated by vertical
lines, from each of which a notched triangle pattern is dis-
cernible, in accordance with an illustrative embodiment of the
present invention;

FIG. 8 A-C shows three graphs of heart rate vs. time, with
epileptic events identified by ECoG indicated by vertical
lines, from each of which an “M” pattern is discernible, in
accordance with an illustrative embodiment of the present
invention;

FIG. 9 shows a graph of heart rate vs. time, with an epilep-
tic event identified by ECoG indicated by vertical lines, from
which a “W” pattern is discernible, in accordance with an
illustrative embodiment of the present invention;

FIG. 10 shows a graph of heart rate vs. time, with an
epileptic event identified by ECoG indicated by vertical lines,
from which a fused “M” and “W” pattern is discernible, in
accordance with an illustrative embodiment of the present
invention;

FIG. 11A-B shows two graphs of heart rate vs. time, with
epileptic events identified by ECoG indicated by vertical
lines, from which a pattern of periodic oscillations is discern-
ible, in accordance with an illustrative embodiment of the
present invention;

FIG. 12 shows a graph of heart rate vs. time, with an
epileptic event identified by ECoG indicated by vertical lines,
from which a pattern of periodic oscillations, specifically
forming a sawtooth pattern, is discernible, in accordance with
an illustrative embodiment of the present invention;

FIG. 13A-D shows four graphs of heart rate vs. time, with
epileptic events identified by ECoG indicated by vertical
lines, from which a pattern of periodic oscillations overlaid
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on a longer-timescale triangle pattern is discernible, in accor-
dance with an illustrative embodiment of the present inven-
tion;

FIG. 14 shows a graph of heart rate vs. time, with an
epileptic event identified by ECoG indicated by vertical lines,
from which periodic oscillations forming a “comb” pattern
are discernible, as well as a pattern of lower amplitude peri-
odic oscillations overlaid on a longer-timescale triangle pat-
tern is discernible, in accordance with an illustrative embodi-
ment of the present invention;

FIG. 15 shows a graph of heart rate vs. time, with an
epileptic eventidentified by ECoG indicated by vertical lines,
from which a pattern of periodic oscillations overlaid on a
longer-timescale parabola pattern is discernible, in accor-
dance with an illustrative embodiment of the present inven-
tion;

FIG. 16 shows a graph of heart rate vs. time, with an
epileptic eventidentified by ECoG indicated by vertical lines,
from which a triphasic pattern is discernible, in accordance
with an illustrative embodiment of the present invention;

FIG. 17A-B shows two graphs of heart rate vs. time, with
epileptic events identified by ECoG indicated by vertical
lines, from which multiple “M” and/or “W” patterns are
discernible, in accordance with an illustrative embodiment of
the present invention;

FIG. 18 shows exemplary heart beat complex changes
detectable by use of the P wave and the R wave of aheart beat,
in accordance with an illustrative embodiment of the present
invention; and

FIG. 19 shows a first heart beat complex derived from data
collected over an entire period of EKG monitoring ofa patient
(A)and a second heart beat complex derived from EKG data
collected from the same patient during circumictal periods
only (B).

While the invention is susceptible to various modifications
and alternative forms, specific embodiments thereof have
been shown by way of example in the drawings and are herein
described in detail. It should be understood, however, that the
description herein of specific embodiments is not intended to
limit the inventionto the particular forms disclosed, but on the
contrary, the intention is to cover all modifications, equiva-
lents, and alternatives falling within the spirit and scope of the
invention as defined by the appended claims.

DETAILED DESCRIPTION QOF SPECIFIC
EMBODIMENTS

MMustrative embodiments of the invention are described
herein. In the interest of clarity, not all features of an actual
implementation are described in this specification. In the
development of any such actual embodiment, numerous
implementation-specific decisions must be made to achieve
the design-specific goals, which will vary from one imple-
mentation to another. It will be appreciated that such a devel-
opment effort, while possibly complex and time-consuming,
would nevertheless be a routine undertaking for persons of
ordinary skill in the art having the benefit of this disclosure.

This document does not intend to distinguish between
components that differ in name but not function. In the fol-
lowing discussion and in the claims, the terms “including”
and “includes” are used in an open-ended fashion, and thus
should be interpreted to mean “including, but not limited to.”
Also, the term “couple” or “couples” is intended to mean
either a direct or an indirect electrical connection. “Direct
contact,” “direct attachment,” or providing a “direct cou-
pling” indicates that a surface of a first element contacts the
surface of a second element with no substantial attenuating
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medium there between. The presence of small quantities of
substances, such as bodily fluids, that do not substantially
attenuate electrical connections does not vitiate direct con-
tact. The word “or” is used in the inclusive sense (i.e., “and/
or”) unless a specific use to the contrary is explicitly stated.

The term “electrode” or “electrodes” described herein may
refer to one or more stimulation electrodes (i.e., electrodes for
delivering a therapeutic signal generated by an IMD to a
tissue), sensing electrodes (i.e., electrodes for sensing a
physiological indication of a state of a patient’s body), and/or
electrodes that are capable of delivering a therapeutic signal,
as well as performing a sensing function.

In one embodiment, the present invention provides a
method of detecting a state change based upon data derivable
from cardiac signals. The state change can be, for example, at
least one of an unstable brain state, a brain state indicative of
an elevated probability of a state change, a brain state indica-
tive of an impending state change, or a state change, among
others.

In one embodiment, the present invention provides a
method for indicating an occurrence of a state change. In one
embodiment, the method comprises obtaining a time series of
cardiac data from a patient; determining a reference heart rate
parameter from said cardiac data; determining a heart rate
derivative shape from said time series of cardiac data, wherein
said heart rate derivative shape comprises at least one char-
acteristic selected from a number of phases relative to said
reference heart rate parameter, a number of extrema of said
heart rate derivative, a number of directions of change of said
heart rate derivative, a number of positive phases, or a number
of negative phases; and indicating an occurrence of a state
change based upon a determination that said heart rate deriva-
tive shape matches a state change template in said at least one
characteristic.

The cardiac data can be gathered by any of a number of
techniques. For example, the cardiac data may be gathered by
an electrocardiogram (EKG) device. For another example,
the cardiac data may be gathered by a cranial nerve stimulator
device. In one embodiment, the cardiac data may be related to
the R-waves of the beat sequence, such as a time series of
R-waves or a series of R-R intervals. Those skilled in the art
having benefit of the present disclosure would appreciate that
other time series of cardiac waves and/or their fiducial points
(e.g., P waves, T waves, etc.) may be used and still remain
within the spirit and scope of the present invention.

Data relating to R-waves may be gathered by an EKG
device or, in one embodiment, by a vagus nerve stimulator,
such as described in U.S. Pat. No. 5,928,272, which is hereby
incorporated by reference herein.

Obtaining the cardiac data may comprise sensing a time of
beat sequence of a patient’s heart and generating a time series
data stream from the time of the beat sequence. In a further
embodiment, receiving the cardiac data of the patient’s heart
may comprise sensing and time-stamping a plurality of R
waves, and generating the time series data stream may com-
prise determining a series of R-R intervals from the time
stamps of the sensed R waves.

In one embodiment, the fiducial time marker is an R wave
peak or threshold crossing. The amplitude or height of one or
more representative R waves may be used to set a threshold
that, when reached or crossed, is registered as a fiducial time
marker of a heart beat.

In one embodiment, a heart rate derivative is determined
from the time series of cardiac data. As defined herein, a
“heart rate derivative™ is a value derivable, directly or indi-
rectly, from the time series of cardiac data, wherein the value
relates to a feature, property or relationship between two or
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more heart beats. Although a first or higher-order derivative,
as understood from calculus, 1s a “heart rate derivative” under
the above definition, a heart rate derivative is not necessarily
a first or higher-order calculus derivative. Exemplary heart
rate derivatives include, but are not limited to, heart rate and
heart rate variability (HRV). A “shape” is used herein to refer
to a feature apparent to the person of ordinary skill in the art
upon viewing a graph of the heart rate or of one of its deriva-
tive over a period of time. In one embodiment, a heart rate
derivative shape comprises at least one characteristic selected
from a number of phases relative to a reference heart rate
parameter, a number of extrema of the heart rate derivative, a
number of directions of change of the heart rate derivative, a
number of positive phases, or a number of negative phases.

By “heart rate shape” is meant one or more characteristics
or features of a time series of cardiac data that are reflective of
the appearance of that time series if plotted on a graph (on the
y-axis and time on the x-axis). For example, one characteris-
tic of heart rate shape is a number of phases relative to the
reference heart rate parameter. A “phase” is a period between
two consecutive deviations from, crossings of, or returns to
the reference heart rate parameter. A phase may be positive
(having a value greater than the reference heart rate param-
eter) or negative (having a value less than the reference heart
rate parameter). Yet another exemplary characteristic of heart
rate shape is a number of extrema of heart rate. An “extre-
mum” (plural, “extrema”) is a point where the slope of heart
rate changes sign, or phrased alternatively, a point that is a
highest high or lowest low of heart rate for some length of
time or number of beats before and after. Still another exem-
plary characteristic of heart rate shape is a number of direc-
tions of heart rate change, which can be defined as the number
of changes of the sign of the slope of heart rate, plus one. Yet
another exemplary characteristic of heart rate shape is the
steepness of one or more ascending or descending slopes.

Though not to be bound by theory, we have found that heart
activity during normal states (exercise, anger, etc.) and abnor-
mal states (e.g., epileptic seizures) as displayed or graphed
over various time scales take on distinctive shapes which may
be used to identify the various states as well as changes from
one state to another, such as from non-seizure to seizure. Said
shapes are considered and treated herein as templates, given
their stereotypical nature, and are used in several ways (to be
described below) to detect states, state changes, state and/or
state change onsets, and/or other features, such as duration,
intensity or magnitude, and/or other relevant characteristics,
such as type of state or state change.

Another heart rate derivative that may be considered is a
heart rate volatility (non-stationarity) parameter, a measure of
dispersion which may be defined as a change in the standard
deviation or variance of heart rate over a moving window.
Commonly, the higher the volatility, the higher appears to be
the probability of state changes. Volatility, a metric often
found in financial contexts, is used here to obtain certain
information about the state of a system regardless of the
similarities or dissimilarities between financial and biologi-
cal time series and consideration for the underlying systems’
dynamics.

For example, let ...m2Q,~1Q,’Q.™1Q,...be a stochastic pro-
cess. Its terms Q represent heart rates as components of a
vector or a matrix. The volatility of the process at time t™* is
defined as the standard deviation of the time t return. Typi-
cally, log returns are used, so the definition becomes
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where log denotes a natural logarithm.

If heart rate time series are conditionally homoskedastic,
definition [1] is precise. However, if they are conditionally
heteroskedastic, measure [ 1] requires modification. Volatility
attime t ™! represents in this case, the standard deviation of the
time t log return conditional on information available at time
t! as defined below

‘0
volatility ="~ std(log( g ]]‘

where the preceding superscript ™" indicates that the stan-
dard deviation is conditional on information available at time
.

Transitions from homoskedasticity (defined herein as
approximately constant standard deviations over a certain
time window) to heteroskedasticity (inconstant standard
deviation) also provide information about the probability of
being in or near a state change of interest and may be used for
automated detection, warning, delivery of therapy and log-
ging (of events, warnings and therapy) purposes.

Volatility will be measured using time scales (seconds to
days) based on temporal (e.g., duration) and other properties
of the state change on interest and of the reference state.

The method also comprises indicating an occurrence of a
state change based upon a determination that said heart rate
derivative shape matches a state change template in said at
least one characteristic.

A “state change template” is a template known or discov-
ered by the practitioner to be associated with the state change,
wherein the template can be used in the analysis of the heart
rate derivative shape.

Plots of instantaneous heart rate (v-axis) as a function of
time (x-axis) in subjects with epilepsy reveal consistent
changes before, during and after seizures, referred herein to as
circum-ictal changes. (“Circum-ictal” or “circumictal,” as
used herein, encompasses pre-ictal, ictal, and post-ictal sub-
periods. The circumictal period can be considered the time
window (e.g., in min) preceding and following a seizure
during which cardiac activity differs from that observed dur-
ing interictal conditions, normal physical activity (including
exercise), intense emotions (fear, anger, etc.), and physiologi-
cal functions such as defecation, urination or coitus). The
curves described by these circum-ictal changes in heart rate,
approximate triangles or parabolae, and may have indenta-
tions of varying sizes. See the discussion of FIGS. 5-17 below
for more information. Visual review of a large human data-
base of instantaneous heart rate plots reveal that over a certain
window length (referred herein as the mesoscopic scale) their
circum-ictal shapes are limited to the triangles and parabolae
and to “deformations” of these two shapes (see FIG. 5). These
“deformations” appear to have temporal and magnitude
dependencies, in that the longer the duration of the change in
heart rate and the larger its magnitude, the more likely they
are to occur. The behavior of these shapes likely reflect fluc-
tuations in the strength of sympathetic and parasympathetic
inputs to the heart. For example, transient, rapid drops in heart
rate may be caused by eithera withdrawal in sympathetic tone
or by an increase in parasympathetic tone resulting from
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differential activation or inhibition by epileptiform activity of
brain regions involved in autonomic control.

The shape (i.e., all the geometrical information that is
invariant to position (including rotation) and scale) of these
curves may be used for detection of changes in brain state
such as epileptic seizures and their properties may be char-
acterized through use of statistical shape analysis (e.g., Pro-
crustes analysis), of the different embodiments of “matched
filtering” or of other geometrical (Euclidian and non-Euclid-
ian) methods. Other approaches, such as computing the area
of the triangles and parabolae and comparing the results to a
reference value outside the circum-ictal state, may be used. In
the case of triangles, there area may be calculated using for
example Heron’s formula:

Area= VS(S-a)(S-b)(S -c), where

1
S = E(a+b+c)

and a, b, and ¢ are the sides of the triangle.

Similarly the area of parabolae (Area=%5 bxh, where b is
the base and the height, may be computed and used to detect
seizures.

Other attributes not captured by the concept of shape may
be applied as need to the signal for detecting state changes
such as epileptic seizures.

In one embodiment, the at least one characteristic of the
state change template comprises two or more phases relative
to the reference heart rate parameter, two or more extrema of
the heart rate derivative, three or more directions of change of
the heart rate derivative or its slope, a number of positive
phases, or a number of negative phases, provided the total
number of positive phases and negative phases is two or more.

In another embodiment, the at least one characteristic of
the state change template comprises at least one phase relative
to the reference heart rate parameter, at least one extremum of
the heart rate derivative or its slope, two or more directions of
change of the heart rate derivative, a number of positive
phases, or a number of negative phases, provided the total
number of positive phases and negative phases is at least one.

In another embodiment, the at least one characteristic of
the state change template comprises at least one of the ampli-
tude of at least one phase, the duration of at least one phase,
the valence (positive or negative) ofat least one phase, at least
one slope of at least one phase, the arc length (which is used
interchangeably with line length) of at least one phase, the
number of extrema in at least one phase, and the sharpness of
the extrema of at least one phase.

A reference heart rate parameter, as used herein, is a ref-
erence value obtained during a state that is deemed of no or
little interest for automated detection, warning, treatment or
logging purposes. The reference heart rate parameter may be
a single value, a series of values, a statistical is selected from
the group consisting of a shape, a vector, a vector space, a
matrix, and two or more thereof.

For example, heart activity during a non-seizure state is
considered as a reference state. The reference heart rate
parameter may be calculated from a time series of value over
any particular window, such as a window having a length
from 30 sec to 24 hr, although longer or shorter windows may
be used. The window may be a simple window or an expo-
nentially-forgetting window, as discussed in U.S. patent
application Ser. Nos. 12/770,562, filed Apr. 29, 2010; 12/771,
727, filed Apr. 30, 2010; and 12/771,783, filed Apr. 30, 2010;
the disclosures of each hereby incorporated herein by refer-
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ence. The reference heart rate parameter may be calculated as
any measure of any tendency of the time series, such as the
central tendency of the time series. For example, the reference
heart rate parameter may be calculated as a mean, median, nth
percentile (where n can be from 30 to 70), or exponential
moving average of the time series, among other measures of
central tendency. Other mathematical or statistical measures,
including, but not limited to, correlation dimension, entropy,
Lyapunov exponents, and fractal or multifractal dimensions,
may be also applied to any of the parameters or their tem-
plates.

The reference heart rate parameter may be determined
from previously recorded data or from “normative” values
obtained from normal or abnormal cohorts of subjects or
populations, or it may be determined from the time series of
cardiac data referred to above.

An exemplary state change template can be derived from
the pattern shown in FIG. 8, wherein the changes in heart rate
during a seizure form a readily discernible “M” between (.88
hr and 0.92 hr, having one positive phase relative to a refer-
ence heart rate parameter (calculated as the median value
from about 0.85 hr to 0.89 hr and from about 0.93 hr to about
1.00 hr), three extrema (two maxima and one minimum, each
being an extremum relative to about 20 seconds before and 20
seconds after), and four directions of heart rate change.

The state change template may be the “raw” pattern (ana-
log or digitized) or it can be derived by smoothing, averaging,
or otherwise mathematically processing subseries of cardiac
data obtained during state changes. A “matched filter” is a
type of filter matched to the known or assumed characteristics
ofatarget signal, to optimize the detection of that signalin the
presence of noise. A matched filter is the filter with impulse
response equal to the time reversed, complex conjugate
impulse response of the input.

One skilled in the art will appreciate that when applying
matched filter techniques to attempt to detect a pattern in a
signal, the raw signal may first be transformed so that it has
zero mean on a timescale of interest when the pattern is
absent. Such transformation may include, but not be limited
to, detrending or subtracting a background reference value (or
time-varying reference signal ) from the raw signal and is used
to remove bias in the matched filter output and improve its
signal-to-noise ratio.

Seizure detection may be performed over multiple time
scales or window lengths listed in no particular order:

a) “Mesoscopic” corresponding to a scale of observation of
several seconds to tens of seconds (e.g., 10-300 s) to capture
at least in part, a change in the shape of heart rate plot repre-
sentative of a state change.

b) “Microscopic” corresponding to the scale of observation
of at least part of a heart beat such as that represented by an
EKG’s P-QRS-T complex.

¢) “Macroscopic” corresponding to a scale of observation
longer than 300 s to encompass more than the information
contained in the mesoscopic scale or window as defined in a).

Seizure detection at a macroscopic scale provides informa-
tion not obtainable with the two other scales (micro- and
mesoscopic) allowing for the identification of certain patterns
(defined herein as the occurrence of more than one triangle or
parabola or combinations thereof within a macroscopic win-
dow).

A shape deformation (e.g., a deformed “M”) may show
local and global extrema that may be used for detection and
validation purposes.

In one embodiment, the method comprises matched filter-
ing. Matched filtering is a theoretical framework and not the
name of a specific filter. A matched filter is a type of filter
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matched to the known or assumed characteristics of a target
signal and is designed to optimize the detection of that signal
in the presence of noise as it maximizes S/N. A matched
filter’s impulse response is equal to the time reversed, com-
plex conjugate impulse response of the input.

The output response of a “matched” filter derived from
meso-, micro- or macroscopic patterns, as it is passed through
any of these patterns is characteristic (it forms a spatio-tem-
poral pattern) and in turn may be used not only to validate
detections but to allow detections before the convolution is
completed (“early” detection).

A second filter matched to the first matched filter’s output
response may be run simultaneously with the first matched
filter and its output response may be used for early detection
and second level validation of the detection.

The pattern formed by any of the cardiac activity param-
eters may used as a matched filter. Other realizations such as
the orthogonal and projected orthogonal matched filter detec-
tion (Eldar Y C. Oppenheim A, Egnor D. Signal Processing
2004; 84: 677-693), adaptive matched filter and parametric
adaptive matched filter (Dong Y. Parametric adaptive filter
and its modified version DSTO-RR-0313 My 2006 Austra-
lian Government, Dept. oif Defence); the nearest matched
filter fpr classification of spatio-temporal patterns (Hecht-
Nielsen R. Applied Optics 1987; 26:1892-98), an outlier
resistant matched filter (Gerlach K. IEEE Trans Aerospace
Electronic Syst 2002; 38:885-901), a phase-only matched
filter (Horner I L, Gianino P D. Applied Optics 1984; 23:812-
16) may be also used for detection and validation of state
changes such epileptic seizure.

The detection and validation of states based on the mor-
phology or shape of signals may be performed at various time
scales (micro-, meso-, or macroscopic) through estimation of
the autocorrelation function of said shapes or patterns. Fur-
thermore, estimation of the autocorrelation function of a ref-
erence state may also be used for detection and validation of
state changes alone or in combination with the autocorrela-
tion estimates of the state change shapes or patterns. Auto-
correlation may be considered as an equivalent method to
matched filtering.

Other methods such as non-linear detectors (Theiler I, Foy
B R, Fraser A M. Beyond the adaptive matched filter: Non-
linear detectors for weak signals in high dimensional clutter.
Proc SPIE 6565 (2007) 6565-02: 1-12) and maximum likeli-
hood estimation (Forney G D, Maximum-likelihood estima-
tion of digital sequences in the presence of intersymbol inter-
ference. IEEE Trans information Theory 1972; 18:363-76)
may be also applied in this invention.

Matching a heart rate shape to a state change template can
be performed by any appropriate mathematical technique.
For example, pattern matching by use of a matched filter is
generally known to one skilled in the art. In one embodiment,
the state change template comprises at least one matched
filter. In one embodiment, a “match” refers to a match score
found by a matched filter analysis of greater than about 0.75,
such as greater than about 0.80, greater than about 0.85,
greater than about 0.90, greater than about 0.95, greater than
about 0.98, or greater than about 0.99. A “failure to match”
refers to a match score found by a matched filter analysis of
less than about 0.75, such as less than about 0.80, less than
about 0.85, less than about 0.90, less than about 0.95, less than
about 0.98, or less than about 0.99. However, these values
may be changed as needed.

In one embodiment, the state change template comprises at
least a state change matched filter and a reference parameter
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matched filter. A “match” can be defined as a match to the
state change matched filter notaccompanied by a matchtothe
reference parameter filter.

Regardless of the type of filter, in one embodiment, the
heart rate derivative shape has a matched filter score to said
state change template greater than a value threshold for at
least a duration threshold. For example, any of the values set
forth above may be used as the value threshold and the dura-
tion threshold may be selected as any appropriate number of
seconds or heart beats, such as 1 to 10 sec, or 1 to 10 beats,
such as 3 beats.

In one embodiment, the state change template exists in a
first timescale and said heart rate derivative shape is present in
said first timescale. For example, the heart rate derivative
shape is present over a first timescale not typically found in a
reference heart rate derivative shape observed during rising
from lying to sitting, rising from sitting to standing, minor
physical exertion, exercise, or emotionally-intense experi-
ences. This allows distinction between heart rate derivative
shapes associated with a state change of interest, e.g., an
epileptic seizure, and heart rate derivative shapes associated
with normal daily activities.

In one embodiment, the state change template comprises at
least one positive phase and at least one negative phase. In a
further embodiment, the at least one positive phase is a period
of elevated heart rate. In an even further embodiment, the
period of elevated heart rate is a period of tachycardia. In
people fifteen years of age and older, tachycardia is defined as
a heart rate greater than 100 bpm. In another further embodi-
ment, the at least one negative phase is a period of decreased
heart rate. In an even further embodiment, the period of
decreased heart rate is a period of bradycardia. Bradycardia is
defined in adults as a heart rate less than 60 bpm.

In one embodiment, the state change template comprises at
least two extrema of heart rate. In a further embodiment, the
state change template can also comprise at least two phases.

The state change template may comprise one or more
shapes readily discernible to the human eye. For example, the
state change template may comprise a triangle, such as that
shown in FIG. 6. Although in many cases, state change tem-
plates that appear more complex than a triangle may be use-
ful, they can generally be understood as involving one or more
triangles or parabolas and/or deformations thereof.

FIG. 5 illustrates the metamorphosis or transformation of
circumictal heart rate shapes or patterns at a mesoscopic
scale. The simplest shape is that of a parabola (left upper
panel). In certain seizures a short-lived withdrawal or reduc-
tion of sympathetic influences or an increase in parasympa-
thetic ones early in the course of a seizure causes a notch or
indentation in the parabola (right upper panel). In other sei-
zures (in the same subject or in a different subject), a later,
more pronounced and prolonged withdrawal or reduction of
sympathetic influences or an increase in parasympathetic
ones (compared to that seen in the right upper panel) leads to
a prominent indentation or notch (right lower panel), resem-
bling the letter “M”. A later, briefer, and less pronounced
withdrawal or reduction of sympathetic influences or an
increase in parasympathetic ones (compared to that seen in
the right lower panel) causes an indentation in the parabola.

The relative balance of sympathetic and parasympathetic
influences can be assayed at multiple timescales. As can be
seen with reference to at least some of the figures discussed
below, the relative balance of sympathetic and parasympa-
thetic influences can oscillate on multiple timescales.

While a parabola is shown in FIG. 5 as an example, this
may be replaced by a triangle or by any other topologically
equivalent shape.
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We have discovered a number of specific patterns or shapes
occurring in at least some circumictal periods of at least some
patients, which patterns or shapes may be used as the basis for
a state change template as discussed herein.

Generally, the specific patterns or shapes can be considered
as belonging to one of three categories:

Simple patterns, including the parabola shown in FIG. 5 or
the triangle shown in FIG. 6, among others;

Complex patterns, including the notched triangle pattern of
FIG. 7, the “M” pattern of F1G. 8, and the “W” pattern of FIG.
9, among others;

Polymorphic patterns, containing two or more simple and/
or complex patterns, including fused simple and/or complex
patterns, periodic or quasiperiodic oscillations, periodic or
quasiperiodic oscillations overlaid on a longer term simple
and/or complex patterns, and multiple simple and/or complex
patterns, such as those shown in FIGS. 10-17, among others.

Exemplary patterns or shapes are shown in FIGS. 6-17. In
each of these figures, a relevant portion of a graph of a
patient’s heart rate in beats per minute (BPM) vs. time in
hours from the onset of ECoG monitoring ofhis or her seizure
activity is shown. Vertical lines mark the electrographic onset
and electrographic termination of a seizure.

The reader will have noticed that some patterns notable in
FIGS. 6-17 as being closely correlated in time with a seizure
also occur at times when no seizure was detected by ECoG. It
should be pointed out that since monitoring of brain activity
with intracranial electrodes is limited to certain regions, sei-
zures may occur and go undetected if they originate in regions
not monitored by the available electrodes. This may explain
the presence of multiple heart rate patterns in the circumictal
period when only one seizure was recorded. In other words,
the cardiac data may indicate the occurrence of seizures that
intracranial electrodes failed to detect. The use of cardiac
information, such as the uses described and claimed herein,
may supplement the inherent limitations of brain-based sei-
zure detection.

FIG. 6 shows what may be termed a simple pattern, viz., a
triangle, in accordance with an illustrative embodiment of the
present invention. Herein, when discussing shapes, the words
“triangle” and “parabola” can be used interchangeably. Gen-
erally, “triangle” will be used for convenience only.

FIG. TA-C shows three graphs of what may be termed a
notched triangle.

In various examples, the state change template may com-
prise one or more shapes that can be considered as comprising
a plurality of triangles. For example, the state change tem-
plate may comprise one or more shapes resembling letters of
the Latin alphabet.

FIG. 8A-C shows three graphs of what may be termed an
“M” pattern, formed by two contiguous triangles or parabo-
lae. The “M” pattern may be monophasic (the heart rate does
not drop below the reference value or baseline) or multiphasic
(after raising above the reference value, the heart rate drops
below it). An “M” can be considered as distinct from a
“notched triangle” in that the indentation of the M generally
returns substantially to a baseline value and generally divides
the M into substantially symmetrical halves.

The “M” patterns shown in FIGS. 8 A-8C have total dura-
tions of about 60-90 sec, beginning anywhere from about 15
sec before electrographic onset to about 90 sec after electro-
graphic onset. However, other total durations and beginning
times relative to electrographic onset may occur in other “M”
patterns.

FIG. 9 shows a graph of what may be termed a “W” pattern,
discernible from about 15 sec after electrographic onset to
about 20 see after electrographic termination. Though not to
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be bound by theory, the “W” pattern may reflect differences
(compared to the “M” pattern) in the timing of changes in
autonomic influences during seizures.

The triangle, notched triangle, “M,” and “W” patterns of
FIGS. 6-9 can be considered to occur on a mesoscopic times-
cale. However, the same patterns may be discerned at shorter
or longer timescales.

FIGS. 10-17 show patterns that can be considered to occur
at long mesoscopic and/or macroscopic timescales. As can be
seen and will be discussed below, the patterns of FIGS. 10-17
can generally be considered as polymorphic patterns com-
prising two or more of the basic shapes, simple patterns, or
complex patterns discussed above.

FIG. 10 shows a fused “M” and “W” pattern. The “W” can
be considered as starting at about 30 sec before electrographic
onsetand ending at about 60-75 sec after electrographic onset
in the region of highest heart rate during the seizure event. The
“M” can be considered as starting a few seconds before elec-
trographic onset and ending about at electrographic termina-
tion. One may also discern a “W” occurring at a microscopic
or short mesoscopic timescale at the notch of the “M.”’

Alternatively orinaddition, a person of ordinary skill in the
art, having the benefit of the present disclosure, may discern
an “M” beginning at about 45-60 sec before electrographic
onset and ending at about the middle of the seizure, with a
“W” beginning about 30 sec after electrographic onset and
ending about 15-30 sec after electrographic termination.

FIG. 11A-B shows two graphs of patterns of periodic or
quasiperiodic oscillations. (For convenience, we will use the
term “periodic,” although it must be borne in mind that the
frequency and the amplitude of the oscillations associated
with a single seizure in one patient may vary over the course
of about 10 min, as shown in FIGS. 11A-B. In other words,
the term “periodic” is not limited herein to refer to series of
oscillations with fixed frequency and amplitude).

The pattern of periodic oscillations may be deformed by a
seizure event (e.g., FIG. 11B). In instances where this is not
the case, a dysfunction of the patient’s autonomic nervous
system may be indicated. For example, FIG. 11A shows a
rapid oscillation of the patient’s heart rate by as much as 40
BPM in a short time.

Detecting a pattern in a preictal period in a time series of
heart rate data may be considered, at least in some patients, as
a “prediction” of a seizure and/or an indication of a period of
greater risk of a seizure. Alternatively or in addition, it may be
used to aid detection of seizures originating in brain regions
not surveyed by intracranial electrodes.

Multiple triangles with a certain degree of periodicity and
either monophasic or biphasic nature can form what may be
viewed as a “sawtooth” patternin the circumictal period. FIG.
12 shows a graph of another pattern of periodic oscillations.
The periodic oscillations from about 15-30 sec after the sei-
zure to about 3 min after the seizure can be considered a
sawtooth pattern.

FIG. 13A-D shows four graphs of patterns of periodic
oscillations overlaid on a longer-timescale triangle pattern.
For example, the pattern in FIG. 13A shows an asymmetric
triangle with a trailing slope lasting about 5 min, on which is
overlaid a pattern of periodic oscillations having an average
wavelength of about 20 sec is discernible from about 90 sec
after the seizure until the end of the window shown.

FIG. 14 shows, in addition to a pattern of periodic oscilla-
tions overlaid in the post-ictal period on a longer-timescale
triangle pattern, a comb pattern in the preictal period. For a
duration of about 2.5 min starting about 3.5 min before elec-
trographic onset, a pattern of periodic oscillations is shown
with pronounced negative amplitudes (relative to the average
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heart rate over the first 30-45 sec of the window) and an
average wavelength of about 15 sec. Again, detecting a pat-
tern in a preictal period in a time series of heart rate data may
be considered, at least in some patients, as a “prediction” of a
seizure and/or an indication of a period of greater risk of a
seizure. Alternatively or additionally, the presence of one
pattern of long duration, or more than one pattern of any
duration in the circumictal period, are indicative of cardiac or
autonomic instability. This information may be used to warn
the patient or his caregiver(s) of an increased risk of a serious
outcome and/or institute therapeutic measures.

FIG. 15 shows another comb pattern, this one with pro-
nounced positive amplitudes, overlaid on a longer-timescale
parabola.

FIG. 16 shows a triphasic pattern relative to the preictal
baseline, in which a first positive phase forms a notched
triangle from just before electrographic onset until late in the
seizure; a second, negative phase follows until about 30-45
sec after the seizure; and a third, positive phase ensues with a
duration of about 4 min until the end of the window.

FIG. 17A-B shows two graphs from which multiple “M”
and/or “W” patterns are discernible in all three of the preictal,
ictal, and postictal time periods. These multiple “M” and/or
“W” patterns can be considered as part of a macroscopic
pattern comprising a plurality of complex shapes.

In addition, very rapid oscillations in heart rate may also
occur, and along with lower frequency oscillations, may pro-
vide useful insight into the behavior of heart rate variability
circum-ictally and of its usefulness for seizure detection,
given its differences from those observed outside the circum-
ictal period. That is, oscillations at two frequencies (e.g., slow
and fast) or more than two frequencies (e.g., very fast, slow,
and very slow) may overlap to form a pattern that is com-
monly associated with a circumictal period.

Any one or more of the patterns shown in FIGS. 6-17,
among others, can be taken as the basis for a state change
template. Also, HRV values can be derived from the time
series of heart rates depicted in FIGS. 6-17, and one or more
distinctive patterns discernible from the HRV values can be
used as the basis for a state change template. Such distinctive
patterns would generally be expected to be distinct from HRV
changes resulting from exercise or normal exertion.

Regardless of how HRV values are determined, in one
embodiment, the pattern or shape of heart rate variability (as
distinct from heart rate) measured at any or all of the times-
cales (micro-, meso-, or macroscopic) may be used as a tem-
plate for detection and quantification of state changes using
matched filtering or its autocorrelation function.

In aparticular embodiment, the state change template com-
prises one phase relative to the reference heart rate parameter,
three extrema, four directions of heart rate change, and two
periods of increased heart rate relative to the reference heart
rate parameter. This state change template may be considered
to be the “M” pattern shown in FIG. 8.

Multiple state change templates, including but not limited
to multiple templates at different timescales, may be used for
various purposes. For example, a first template found to have
a particularly high sensitivity, specificity, or both can be used
as a primary detection technique, with other templates used to
validate detections made by the first template. For another
example, a template found to have high sensitivity but low
specificity (i.e., giving detections with a relatively high false
positive rate) can be paired with another template found to
have high specificity to be used in detections with higher
sensitivity and specificity than either alone. For still another
example, afirst template can be used to identify a state change
e.g., from a non-circumictal state to a preictal state, and this
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identification can be used to trigger use of a second template
to identify a second state change, e.g., from a preictal state to
an ictal state. For a particular example, a comb pattern can be
used to identify a state change from a non-circumictal state to
a preictal state, and an “M” pattern can be used to identify a
state change from a preictal state to an ictal state.

In one embodiment, a plurality of matched filters (and/or
the output of one or more of the matched filters as another
matched filter or filters) can be used. For example, two or
three matched filters, each on a separate one of the macro-
scopic, mesoscopic, and microscopic timescales can be run
simultaneously on the time series of heart rate derivative data.
After adequate analysis, comparisons of the results of
matched filtering at the three times scales can be made to find
the matched filter/timescale combination(s) giving highest
sensitivity, highest specificity, fastest detection, or two or
more thereof. Depending on the intended use, the most useful
matched filter/timescale can then be used and run continu-
ously and its output (detection) used to run the other matched
filters/timescales for detection of changes (at longer or
shorter time scales) and validation of detected changes.

Alternatively or in addition to the state change detections
discussed herein, circumictal changes at various times scales
may be used for assessment of disease state, both among
circumictal changes monitored over long time periods (such
as months or years) and between circumictal and non-cir-
cumictal states. In one embodiment, such disease state assess-
ment may include assessment of the patient’s risk of epilepsy-
related sudden death (SUDEP).

Regardless of the desired use of circumictal data, circumic-
tal changes may be quantified in one or more dimensions. In
one embodiment, the output value of a detection, a disease
state assessment, or the like can be monitored as a function of
time (days, month years), both inter-circumictally and cir-
cumictally vs. non-circumictally, with the results analyzed
for the presence of changes and trends. In another embodi-
ment, circumictal changes can be classified as a function of
pattern type (e.g., simple, complex, or polymorphic) and their
temporal evolution tracked. In another embodiment, the tem-
poral density of the circumictal period can be defined as
percent time spent in a pattern(s).

Quantification of the match between the heart rate deriva-
tive shape and the state change template can also provide
information about the duration of a seizure. In one embodi-
ment, the method further comprises indicating the termina-
tion of the state change based upon a determination that the
heart rate derivative shape fails to match the state change
template, after an indication of an occurrence of a state
change.

In one embodiment, the state change template further com-
prises at least one second characteristic selected from a mag-
nitude of heart rate change relative to the reference heart rate
parameter, a slope of heart rate change, a duration of one or
more phases, a duration from a heart rate excursion from the
reference heart rate parameter to a peak or a trough heart rate,
a total duration of all the phases, or a duration of a constant
slope of heart rate change; and indicating an occurrence of a
state change is based upon a determination that the heart rate
shape matches a state change template in both the at least one
characteristic and in the at least one second characteristic.

The slope can be measured on any time scale, though for
cardiac data, it may be smoother if taken over multiple beats,
such as five or fifteen beats, or over a length of time, such as
five to fifteen seconds. The term “constant slope” is used
herein to refer to a fit, such as a least-squares fit or other fit, of
the data series in question that has a sufficiently high fit to a
straight line as to commend itself to the person of ordinary
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skill in the art as being a constant. For example, a region of a
data series having a linear least-squares fit with an R value of
at least 0.9 can be considered to have a constant slope.

As stated above, a state change can be indicated by quan-
tifying the match of the heart rate shape to the state change
template. This state change indication can be considered as
the sole indication of a state change, it can be validated by
other techniques of state change identification, or it can be
used to verify state changes indicated by other techniques.
Such other techniques include those described elsewhere
herein, as well as others known to the person of ordinary skill
in the art or others the subject of one or more patent applica-
tions, such as U.S. patent application Ser. Nos. 12/770,562,
filed Apr. 29, 2010; 12/771,727, filed Apr. 30, 2010; and
12/771,783, filed Apr. 30, 2010.

In one embodiment, the determination comprises using a
first matched filter to yield a first output, building a second
matched filter from the first output, and using the second
matched filter to detect the state change. In other words,
because the passage of a first matched filter over a data win-
dow will produce a stereotypical output when it begins pass-
ing over a shape which it matches, the stereotypical output
itself can be used to detect a state change prior to, or as a
validation of a detection by the first matched filter.

Thus, in one embodiment, the method further comprises
identifying an occurrence of a state change; and wherein said
determining said heart rate derivative shape and said indicat-
ing are performed in response to said identifying, to validate
said identifying.

In another embodiment, the method further comprises
identifying an occurrence of a state change in response to said
indicating, to validate said indicating. In a further embodi-
ment, the method further comprises obtaining data relating to
at least a portion of a heart beat complex from said patient;
comparing said at least said portion of said heart beat complex
with a corresponding portion of a reference heart beat com-
plex template of said patient, wherein the reference heart beat
complex template is not indicative of a state change; and
validating said indicating an occurrence of a state change,
wherein said validating is based upon a determination that
said heart beat complex fails to match said reference heart
beat complex template.

In one embodiment, the reference heart beat complex tem-
plate is selected from a normal template (e.g., a reference
heart beat complex template not indicative of a state change
from a patient with healthy heart activity) or an abnormal
template (e.g., a reference heart beat complex template not
indicative of a state change from a patient with current or past
unhealthy heart activity).

For example, a heart rate derivative shape present over a
first timescale not typically found in a reference heart rate
derivative shape observed during rising from lying to sitting,
rising from sitting to standing, minor physical exertion, exer-
cise, or emotionally-intense experiences can be used to indi-
rectly validate an identification of a seizure made from a rise
in heart rate, or vice versa.

Alternatively or in addition, in another embodiment, the
method comprises determining a second reference heart rate
parameter; determining a second heart rate derivative shape
from said time series of cardiac data, wherein said second
heart rate derivative shape comprises at least one second
characteristic selected from a number of phases relative to
said reference heart rate parameter, a number of positive
phases relative to said reference heart rate parameter, a num-
ber of negative phases relative to said reference heart rate
parameter, a number of extrema of said second heart rate
derivative, or a number of directions of change of said second
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heart rate derivative; and validating said indicating an occur-
rence of a state change, wherein said validating is based upon
a determination that said second heart rate derivative shape
matches a second state change template in said at least one
second characteristic.

The present invention also provides a method for indicat-
ing an occurrence of a state change, comprising obtaining
data relating to at least a portion of a heart beat complex from
a patient; comparing the at least the portion of the heart beat
complex with a corresponding portion of a reference heart
beat complex template of the patient; and indicating an occur-
rence of a state change based upon a determination that the
heart beat complex fails to match the reference heart beat
complex template.

A heart beat complex is used herein to refer to a PQRST
complex, as is known from the electrocardiography (EKG)
art, from a single heart beat, including both the relative and
absolute magnitudes ofthe P-, Q-, R-, S-,and T-waves, and all
of the intervals P-Q, P-R, P-S, P-T, Q-R, Q-S, Q-T, R-S, R-T,
and S-T. A portion of the heart beat complex is then any one
or more of the relative and/or absolute magnitudes of the
waves, their shapes, and/or one or more of the intervals
between waves. A relative magnitude may be defined accord-
ing to any one or more of the waves of the complex, e.g., an
R-wave amplitude can be defined as r times the P-wave ampli-
tude. FIG. 18 shows exemplary heart beat complexes with P-
and R-waves identified by name. The horizontal lines are
drawn for convenience, to point out plausible deviations
between the various waves of different beat complex.

Although the term “a heart beat complex” is used above, a
plurality, such as, but not necessarily, a sequential plurality, of
heart beat complexes can be used, with the comparing being
done for one or more of the plurality of heart beat complexes.
The plurality may be a fixed set of beats or a moving window
over a predetermined time or number of beats.

In one embodiment, the portion of the heart beat complex
comprises at least one of an amplitude of a P wave, a polarity
of a P wave, at least one of an amplitude of an R wave, a
polarity of a Q wave, a polarity of an R wave, an amplitude of
an S wave, a polarity of an S wave a polarity of an S wave, an
amplitude of a T wave, a polarity of a T wave, an area under
the curve of a P wave, an area under the curve ofa Q wave, an
area under the curve of an R wave, an area under the curve of
an S wave, an area under the curve of a T wave, a width of a
P wave, a with of a Q wave, a width of an n R wave, a width
of an 8 wave, a width of a T wave, a morphology of a P wave,
a morphology of a Q wave, a morphology of an R wave, a
morphology of a T wave, a magnitude of a change in the
distance from a P wave to a Q wave, a magnitude of a change
in the distance from a P wave to an R wave, a magnitude ofa
change in the distance from a Q wave to an R wave, a mag-
nitude of a change in the distance from an R wave to an S
wave, a magnitude of a change in the distance from an R wave
to a'T wave, a magnitude of a change in the distance from an
Swave to a T wave, a magnitude of an S-T segment elevation,
amagnitude of an S-T segment depression, a magnitude ofa
Q-T segment elevation, a magnitude of a Q-T segment
depression, a P-R interval, an R-S interval, an S-T interval, an
R-T interval, and a Q-T interval.

The reference heart beat complex template can be derived
from any non-state change heart beats. Such beats may be
one, some, or all the same beats used to define the reference
heart rate parameter and/or reference HRV described above,
butneed not be any of the same beats. In one embodiment, the
reference heart beat complex template comprises at least one
matched filter. In a further embodiment, the heart beat com-
plex fails to match the reference heart beat complex template
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if a matched filter score for the heart beat complex to the at
least one matched filter is less than a heart beat complex value
threshold.

Although one reference heart beat complex template is
referred to above, a plurality of reference heart beat com-
plexes may be used. For example, a plurality of reference
heart beat complexes can be used on the same heart beats, or
one or more of the plurality can be used at different times of
day, under different states of exertion or arousal, in view of
changes in heart health histories or differences in heart health
between patients, among other possibilities. In one embodi-
ment, a second reference heart beat complex template com-
prises at least one of T wave depression, P-Q segment elon-
gation, another abnormality, or two or more thereof. relative
to the canonical “normal” heart beat complex.

Alternatively, one or more heart beat complex templates
derived from heart beat complexes observed during one or
more periods of state change may be used, with a state change
declared if the heart beat complex(es) match(es) the state
change heart beat complex template(s).

FIG. 19A shows an exemplary heart beat complex derived
from data collected over an entire period of EKG monitoring
of a patient, which may be used as a reference heart beat
complex template. FIG. 19B shows an exemplary heart beat
complex derived from EKG data collected from the same
patient during circumictal periods only, which may be used as
a state change heart beat complex template.

In the event a plurality of reference heart beat complex
templates are used, one or more of the templates may be
modified over time, based on observed changes in the
patient’s heart beat complexes, such as during non-state-
change periods.

The at least portion of the heart beat complex and the
corresponding portion of the reference heart beat complex
template can be compared using any of the pattern matching
techniques described herein. Because the reference heart beat
complex template is taken from non-seizure heart beats, a
failure to match between the at least portion of the heart beat
complex and the corresponding portion of the reference heart
beat complex template is an indirect indication of a seizure.

Quantification of the match between a portion of a heart
beat complex and the corresponding portion of the reference
heart beat complex template can also provide information
about the duration of a seizure. In one embodiment, the
method further comprises obtaining a time series of data
relating to a plurality of heart beat complexes from the
patient; comparing at least a portion of each of a sequential
plurality of heart beat complexes with a corresponding por-
tion of the first reference heart beat complex template; and
indicating the termination of the state change based upon a
determination that at least one heart beat complex of the
sequential plurality matches the reference heart beat complex
template, after an indication of an occurrence of a state
change. Matched filters can be used in this determination, as
described elsewhere herein.

In one embodiment, the determination further comprises
analyzing one or more of a pulse shape, an R wave amplitude,
an apex cardiogram, or a pressure wave, to validate or classify
the state change.

In one embodiment, a heart beat complex fails to match a
reference heart beat complex template if a matched filter
output for said heart beat complex is less than a first matched
filter threshold, or differs from a second matched filter thresh-
old by at least a predetermined magnitude.

Also similarly to the heart rate derivatives described above,
a state change can be indicated by quantifying the match of
the portion of the heart beat complex to the reference heart
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beat complex template. This state change indication can be
considered as the sole indication of a state change, it can be
validated by other techniques of state change identification,
or it can be used to verify state changes indicated by other
techniques. Such other techniques include those described
elsewhere herein, as well as others known to the person of
ordinary skill in the art or others the subject of one or more
patent applications, such as U.S. patent application Ser. Nos.
12/770,562, filed Apr. 29, 2010; 12/771,727, filed Apr. 30,
2010; and 12/771,783, filed Apr. 30, 2010.

Thus, in one embodiment, the method further comprises
identifying an occurrence of a state change; wherein the
obtaining, the comparing, and the indicating are performed in
response to the identifying, to validate the identifying.

Particularly, the prior indicating can be performed using
heart rate or HRV data, and in one embodiment, one or more
heart beats taken from the reference heart rate parameter of
the heart rate or HRV data can be used to define the reference
heart beat complex template and one or more heart beats
taken from the excursion of the heart rate or HRV data from its
reference heart rate parameter can be used to as the heart beat
complex from which a portion is matched with a correspond-
ing portion from the reference heart beat complex template.
By “zooming” from the heart rate or HRV shape into one or
more individual heart beats giving rise to the heart rate or
HRV shape, a state change indication from HRV data can be
validated. For example, if the heart rate or HRV shape gives
an indication of a state change, but one or more heart beat
complexes from the putative state change match the reference
heart beat complex template, the excursion of heart rate or
HRYV from the reference heart rate parameter may be consid-
ered to result from exercise or another non-seizure-event
source.

In another embodiment, the method further comprises
identifying an occurrence of a state change in response to said
indicating, to validate said indicating. For example, identify-
ing an occurrence of a state change to validate an indication
can be performed by using a prior detection algorithm, using
asecond characteristic of the state change template, or match-
ing at least a portion of a heart beat complex with a corre-
sponding portion from a reference heart beat complex tem-
plate, among other techniques.

The present invention also provides a method for identify-
ing a state change template from cardiac data, comprising
obtaining a time series of cardiac data from a patient during a
first time window; determining a time of occurrence of at least
one state change suffered by the patient during the first time
window; and either (i) determining at least one state change
template in the time series of cardiac data within the first time
window and timewise correlated with the at least one state
change, wherein the at least one state change template com-
prises at least one characteristic selected from a number of
phases relative to a reference heart rate parameter, a number
of extrema, a number of directions of change, a number of
positive phases relative to said reference heart rate parameter,
or a number of negative phases relative to said reference heart
rate parameter, or (i1) determining at least one reference heart
beat complex template in the time series of cardiac data
within the first time window and not timewise correlated with
the at least one state change.

In a particular embodiment, the at least one characteristic
comprises at least one of the amplitude of at least one phase,
the duration of at least one phase, the valence (positive or
negative) of at least one phase, at least one slope of at least one
phase, the arc length of at least one phase, the number of
extrema in at least one phase, and the sharpness of the extrema
of at least one phase.
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The cardiac data can comprise one or more of heart rate
data, HRV data, or heart beat complex data, such as data from
at least a portion of each of a plurality of heart beat com-
plexes, among others. The cardiac data can be derived from
signals collected from or related to EKG, heart sounds (such
as can be collected by a microphone mounted on the skin of
the chest), blood pressure, apex cardiography, echocardio-
graphy, thermography, or blood flow velocities estimated by
Doppler imaging, among other techniques known to the pet-
son of ordinary skill in the art.

The time of occurrence of the at least one state change can
be determined by any appropriate technique, such as EEG,
cardiac-based seizure detection (such as that disclosed in U.S.
patent application Ser. Nos. 12/770,562, filed Apr. 29, 2010;
12/771,727, filed Apr. 30, 2010; and 12/771,783, filed Apr.
30, 2010), testing of the patient’s responsiveness (such as that
disclosedin U.S. patent application Ser. No. 12/756,063, filed
Apr. 7, 2010, the disclosure of which is hereby incorporated
herein by reference), among other techniques known to the
person of ordinary skill in the art or otherwise available.

The finding of a timewise correlation of at least one state
change template with a state change, or the finding of a
non-timewise correlation of at least one reference heart beat
complex template with a state change, can be performed by
any appropriate technique. “Timewise correlation” refers to
any substantially repeated duration between a putative tem-
plate and a state change, and includes putative templates
taking place before a state change, during a state change, or
after a state change.

The state change template can be further defined according
to at least one second characteristic selected from a magni-
tude of cardiac data value change relative to the reference
heart rate parameter cardiac data series, a slope of cardiac
data value change, a duration of one or more phases, a dura-
tion from a cardiac data excursion from the reference heart
rate parameter cardiac data series to a peak or a trough cardiac
data series, a total duration of a cardiac data excursion from
the reference heart rate parameter cardiac data series, or a
duration of a constant slope of cardiac data series change.

In another embodiment, the present invention relates to a
method for determining at least one property of a pattern
indicative of an occurrence of a state change. In one embodi-
ment, this method comprises obtaining a time series of car-
diac data from a patient; determining if at least one heart rate
derivative shape forms at least one pattern; and determining at
least one property of the pattern.

For example, in one embodiment, the at least one property
of the pattern comprises a shape of the pattern, a time of
occurrence of the pattern, a time elapsed between occurrences
of the pattern, and an association of the pattern with a state
change of a body organ.

Any state change of any body organ may be considered. In
one embodiment, the at least one property of the pattern is an
association of the pattern with a state change of the brain. In
a further embodiment, the state change of the brain is a
epileptic seizure.

The state change template or reference heart beat complex
template produced by the present method can be used in a
method as described above.

However the state change is identified, and regardless of
the state change template, the timescale, and the subperiod of
the circumictal period in which state changes are detected, in
some embodiments, an indication of a state change can be
used as the basis for taking a responsive action selected from
warning, logging the time of a state change, computing and
storing one or more state change severity indices, treating the
state change, or two or more thereof. In one embodiment,
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quantification of one or more state change severity indices
can be performed through comparisons of matched filtering
outputs, although scaling and/or other appropriate transfor-
mation may be required when the shapes are similar but their
sizes are not.

A state change warning may be given as, for example, a
warning tone or light, vibration, pressure, or scent imple-
mented by a medical device or a device adapted to receive
indications of the state change; as an automated email, text
message, telephone call, or video message sent from a medi-
cal device or a unit in communication with a medical device
to the patient’s cellular telephone, PDA, computer, television,
911 or another emergency contact number for paramedic/
EMT services, etc. Such a warning may allow the patient or
his or her caregivers to take measures protective of patient’s
well-being and those of others, e.g., pulling out of traffic and
turning off a car, when the patient is driving; stopping the use
of machinery, contacting another adult if the patient is pro-
viding childcare, removing the patient from a swimming pool
or bathtub, lying down or sitting if the patient is standing, etc.

The time may be logged by receiving an indication of the
current time and associating the indication of the current time
with an indication of the state change.

State change severity indices may be calculated and stored
by appropriate techniques and apparatus.

In an exemplary embodiment of the present invention, any
method of indicating a seizure can further comprise taking a
responsive action based upon the identifying the state change.
The responsive action may include providing a warning and/
or notifying the patient or a caregiver, logging the time of a
state change, computing and storing one or more state change
severity indices, or treating the state change.

In one embodiment of the present invention, treating the
state change comprises providing a neurostimulation therapy.
The neurostimulation therapy may involve applying an elec-
trical, mechanical, magnetic, electro-magnetic, photonic,
acoustic, cognitive, sensori-perceptual and/or chemical sig-
nal to a neural structure of the body. The neural structure may
be a brain, a spinal cord, a peripheral nerve, a cranial nerve, or
another neural structure. In a particular embodiment, the
responsive action comprises treating the state change by pro-
viding a cranial nerve stimulation therapy. Cranial nerve
stimulation has been proposed to treat a number of medical
conditions pertaining to or mediated by one or more struc-
tures of the nervous system, including epilepsy, movement
disorders, depression, anxiety disorders and other neuropsy-
chiatric disorders, dementia, traumatic brain injury, coma,
migraine headache, obesity, eating disorders, sleep disorders,
cardiac disorders (such as congestive heart failure and atrial
fibrillation), hypertension, endocrine disorders (such as dia-
betes and hypoglycemia), and pain (including neuropathic
pain and fibromyalgia), among others. See, e.g., U.S. Pats.
Nos.4,867,164;5,299,569; 5,269,303; 5,571,150, 5,215,086;
5,188.104; 5,263,480; 6,587,719; 6,609,025; 5,335,657,
6,622,041, 5,916,239; 5,707,400; 5,231,988; and 5,330,515.

In some embodiments, electrical neurostimulation may be
provided by implanting an electrical device underneath the
skin of a patient and delivering an electrical signal to a nerve
such as a cranial nerve. In another alternative embodiment,
the signal may be generated by an external pulse generator
outside the patient’s body, coupled by an RF or wireless link
to an implanted electrode, in one embodiment, the treatment
comprises at least one of applying an electrical signal to a
neural structure of a patient; delivering a drug to a patient; or
cooling a neural structure of a patient. When the treatment
comprises applying an electrical signal to a portion of a neural
structure of a patient, the neural structure may be at least one
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of a portion of a brain structure of the patient, a portion of a
cranial nerve of a patient, a portion of a spinal cord of a
patient, a portion of a sympathetic nerve structure of the
patient, a portion of a parasympathetic nerve structure of the
patient, and/or a portion of a peripheral nerve of the patient.

The above methods can be performed alone. In one
embodiment, the above methods can be performed in combi-
nation with a continuous or open-loop therapy for epilepsy. In
one embodiment, the above methods are performed to take
action in response to an indication of a state change, and at all
or most other times, a chronic therapy signal is applied to a
target structure in the patient’s body. In one embodiment, the
target structure is a cranial nerve, such as the vagus nerve.

Although not limited to the following, an exemplary sys-
tem capable of implementing embodiments of the present
invention is described below. FIG. 1 depicts a stylized
implantable medical system (IMD) 100 for implementing one
or more embodiments of the present invention. An electrical
signal generator 110 is provided, having a main body 112
comprising a case or shell with a header 116 for connecting to
an insulated, electrically conductive lead assembly 122. The
generator 110 is implanted in the patient’s chest in a pocket or
cavity formed by the implanting surgeon just below the skin
(indicated by a dotted line 145), similar to the implantation
procedure for a pacemaker pulse generator.

A perve electrode assembly 125, preferably comprising a
plurality of electrodes having at least an electrode pair, is
conductively connected to the distal end of the lead assembly
122, which preferably comprises a plurality of lead wires (one
wire for each electrode). Each electrode in the electrode
assembly 125 may operate independently or alternatively,
may operate in conjunction with the other electrodes. In one
embodiment, the electrode assembly 125 comprises at least a
cathode and an anode. In another embodiment, the electrode
assembly comprises one or more unipolar electrodes.

Lead assembly 122 is attached at its proximal end to con-
nectors on the header 116 of generator 110. The electrode
assembly 125 may be surgically coupled to the vagus nerve
127 in the patient’s neck or at another location, e.g., near the
patient’s diaphragm or at the esophagus/stomach junction.
Other (or additional) cranial nerves such as the trigeminal
and/or glossopharyngeal nerves may also be used to deliver
the electrical signal in particular alternative embodiments. In
one embodiment, the electrode assembly 125 comprises a
bipolar stimulating electrode pair 126, 128 (i.e., a cathode and
an anode). Suitable electrode assemblies are available from
Cyberonics, Inc., Houston, Tex., USA as the Model 302 elec-
trode assembly. However, persons of skill in the art will
appreciate that many electrode designs could be used in the
present invention. In one embodiment, the two electrodes are
wrapped about the vagus nerve, and the electrode assembly
125 may be secured to the vagus nerve 127 by a spiral anchor-
ing tether 130 such as that disclosed in U.S. Pat. No. 4,979,
511issued Dec. 25, 1990 to Reese S. Terry, Jr. Lead assembly
122 may be secured, while retaining the ability to flex with
movement of the chest and neck, by a suture connection to
nearby tissue (not shown).

In alternative embodiments, the electrode assembly 125
may comprise temperature sensing elements. blood pressure
sensing elements, and/or heart rate sensor elements. Other
sensors for other body parameters may also be employed.
Both passive and active stimulation may be combined or
delivered by a single IMD according to the present invention.
Either or both modes may be appropriate to treat a specific
patient under observation.

The electrical pulse generator 110 may be programmed
with an external device (ED) such as computer 150 using
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programming software known in the art. A programming
wand 155 may be coupled to the computer 150 as part of the
ED to facilitate radio frequency (RF) communication
between the computer 150 and the pulse generator 110. The
programming wand 155 and computer 150 permit non-inva-
sive communication with the generator 110 after the latter is
implanted. In systems where the computer 150 uses one or
more channels in the Medical Implant Communications Ser-
vice (MICS) bandwidths, the programming wand 155 may be
omitted to permit more convenient communication directly
between the computer 150 and the pulse generator 110.

Turning now to FIG. 2A, a block diagram depiction of a
medical device 200 is provided, in accordance with one illus-
trative embodiment of the present invention.

In some embodiments, the medical device 200 may be
implantable (such as implantable electrical signal generator
110 from FIG. 1), while in other embodiments the medical
device 200 may be completely external to the body of the
patient.

The medical device 200 (such as generator 110 from FIG.
1) may comprise a controller 210 capable of controlling vari-
ous aspects of the operation of the medical device 200. The
controller 210 is capable of receiving internal data or external
data, and in one embodiment, is capable of causing a stimu-
lation unit 220 (FIG. 2B) to generate and deliver an electrical
signal to target tissues of the patient’s body for treating a
medical condition. For example, the controller 210 may
receive manual instructions from an operator externally, or
may cause the electrical signal to be generated and delivered
based on internal calculations and programming. In other
embodiments, the medical device 200 does not comprise a
stimulation unit 220 (FIG. 2A). In either embodiment, the
controller 210 is capable of affecting substantially all func-
tions of the medical device 200.

The controller 210 may comprise various components,
such as a processor 215, a memory 217, etc. The processor
215 may comprise one or more microcontrollers, micropro-
cessors, etc., capable of performing various executions of
software components. The memory 217 may comprise vari-
ous memory portions where a number of types of data (e.g.,
internal data, external data instructions, software codes, sta-
tus data, diagnostic data, etc.) may be stored. The memory
217 may comprise one or more of random access memory
(RAM), dynamic random access memory (DRAM), electri-
cally erasable programmable read-only memory (EEPROM),
flash memory, etc.

As stated above, in one embodiment, the medical device
200 may also comprise a stimulation unit 220 capable of
generating and delivering electrical signals to one or more
electrodes 126, 128 via leads 201 (FIG. 2B). A lead assembly
such as lead assembly 122 (FIG. 1) may be coupled to the
medical device 200. Therapy may be delivered to the leads
201 comprising the lead assembly 122 by the stimulation unit
220 based upon instructions from the controller 210. The
stimulation unit 220 may comprise various circuitry, such as
electrical signal generators, impedance control circuitry to
control the impedance “seen” by the leads, and other circuitry
that receives instructions relating to the delivery of the elec-
trical signal to tissue. The stimulation unit 220 is capable of
delivering electrical signals over the leads 201 comprising the
lead assembly 122. As should be apparent, in certain embodi-
ments, the medical device 200 does not comprise a stimula-
tion unit 220, lead assembly 122, or leads 201.

In other embodiments, a lead 201 is operatively coupled to
an electrode, wherein the electrode is adapted to couple to at
least one of a portion of a brain structure of the patient, a
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cranial nerve of a patient, a spinal cord of a patient, a sympa-
thetic nerve structure of the patient, or a peripheral nerve of
the patient.

The medical device 200 may also comprise a power supply
230. The power supply 230 may comprise a battery, voltage
regulators, capacitors, etc., to provide power for the operation
of the medical device 200, including delivering the therapeu-
tic electrical signal. The power supply 230 comprises a power
source that in some embodiments may be rechargeable. In
other embodiments, a non-rechargeable power source may be
used. The power supply 230 provides power for the operation
of the medical device 200, including electronic operations
and the electrical signal generation and delivery functions.
The power supply 230 may comprise a lithium/thiony] chlo-
ride cell or a lithium/carbon monofluoride (LiCFx) cell if the
medical device 200 is implantable, or may comprise conven-
tional watch or 9V batteries for external (i.e., non-implant-
able) embodiments. Other battery types known in the art of
medical devices may also be used.

The medical device 200 may also comprise a communica-
tion unit 260 capable of facilitating communications between
the medical device 200 and various devices. In particular, the
communication unit 260 is capable of providing transmission
and reception of electronic signals to and from a monitoring
unit 270, such as a handheld computer or PDA that can
communicate with the medical device 200 wirelessly or by
cable. The communication unit 260 may include hardware,
software, firmware, or any combination thereof.

The medical device 200 may also comprise one or more
sensor(s) 212 coupled via sensor lead(s) 211 to the medical
device 200. The sensor(s) 212 are capable of receiving signals
related to a physiological parameter, such as the patient’s
heart beat, blood pressure, and/or temperature, and delivering
the signals to the medical device 200. In one embodiment, the
sensor(s) 212 may be the same as implanted electrode(s) 126,
128 (FIG. 1). In other embodiments, the sensor(s) 212 are
external structures that may be placed on the patient’s skin,
such as over the patient’s heart or elsewhere on the patient’s
torso.

In one embodiment, the medical device 200 may comprise
a cardiac data collection module 265 that is capable of col-
lecting cardiac data comprising fiducial time markers of each
of a plurality of heart beats. The cardiac data collection mod-
ule 265 may also process or condition the cardiac data. The
cardiac data may be provided by the sensor(s) 212. The car-
diac data collection module 265 may be capable of perform-
ing any necessary or suitable amplifying, filtering, and per-
forming analog-to-digital (A/D) conversions to prepare the
signals for downstream processing. The cardiac data collec-
tion module, in one embodiment, may comprise software
module(s) that are capable of performing various interface
functions, filtering functions, etc., to process fiducial time
markers of each of a plurality of heart beats. In another
embodiment the cardiac data collection module 265 may
comprise hardware circuitry that is capable of performing
these functions. In yet another embodiment, the cardiac data
collection module 265 may comprise hardware, firmware,
software and/or any combination thereof. A more detailed
illustration of the cardiac data collection module 265 is pro-
vided in FIG. 3A and accompanying description below.

The cardiac data collection module 265 is capable of col-
lecting cardiac data comprising fiducial time markers of each
of a plurality of candidate heart beats and providing the col-
lected cardiac data to a heart beat/interval determination mod-
ule 275. Based upon the signals processed by the cardiac data
collection module 265, the heart beat/interval determination
module 275 may calculate an interbeat interval from a con-
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secutive pair of the fiducial time markers and store such
interbeat interval or forward it on for further processing/
analysis. The heart beat/interval determination module 275
may comprise software module(s) that are capable of per-
forming various interface functions, filtering functions, etc.,
to calculate interbeat intervals. In another embodiment the
heart beat/interval determination module 275 may comprise
hardware circuitry that is capable of performing these func-
tions. In yet another embodiment, the heart beat/interval
determination module 275 may comprise hardware, firm-
ware, software and/or any combination thereof. Further
description of the heart beat/interval determination module
275 is provided in FIG. 3B and accompanying description
below.

The heart beat/interval determination module 275 is
capable of calculating an interbeat interval and providing the
interbeat interval to the heart rate/heart rate variability
(HRV)/complex module 297. Based upon one or more inter-
beat intervals received from the heart beat/interval determi-
nation module 275, and/or signals of sufficient sampling rate
to provide information regarding the heart beat complex
received from the cardiac data collection module 265, the HR
derivative/complex module 297 determines at least one or
more of an heart rate (such as from an interbeat interval
determined from a consecutive pair of fiducial time markers),
aheart rate variability (such as from two consecutive interbeat
intervals determined from fiducial time markers), or at least a
portion of a heart beat complex.

The HR derivative/complex module 297 may comprise
software module(s) that are capable of performing various
interface functions, filtering functions, etc., to calculate the
various values. In another embodiment the HR derivative/
complex module 297 may comprise hardware circuitry that is
capable of performing these functions. In yet another embodi-
ment, the HR derivative/complex module 297 may comprise
hardware, firmware, software and/or any combination
thereof. Further description of the HR derivative/complex
module 297 is provided in FIG. 3E and accompanying
description below.

The HR derivative/complex module 297 is capable of for-
warding the calculated information to template match module
299. Based upon the information received by the template
match module 299, it performs any operations desired to
indicate a state change. For example, the template match
module 299 may indicate a state change based on one or more
of a heart rate shape matching an appropriate state change
template, an HRV shape matching an appropriate state
change template, a portion or more of a heart beat complex
failing to match a reference heart beat complex template, or
two or more of the foregoing. The template match module 299
may comprise software module(s) that are capable of per-
forming various interface functions, filtering functions, etc.,
to indicate a state change. In another embodiment the tem-
plate match module 299 may comprise hardware circuitry
that is capable of performing these functions. In yet another
embodiment, the template match module 299 may comprise
hardware, firmware, software and/or any combination
thereof. Further description of the template match module
299 is provided in FIG. 3F and accompanying description
below.

In addition to components of the medical device 200
described above, an implantable medical system may com-
prise a storage unit to store an indication of at least one of state
change or an increased risk of a state change. The storage unit
may be the memory 217 of the medical device 200, another
storage unit of the medical device 200, or an external data-
base, such as the local database unit 255 or a remote database



US 9,020,582 B2

27

unit 250. The medical device 200 may communicate the
indication via the communications unit 260. Alternatively or
in addition to an external database, the medical device 200
may be adapted to communicate the indication to at least one
of a patient, a caregiver, or a healthcare provider.

In various embodiments, one or more of the units or mod-
ules described above may be located in a monitoring unit 270
or a remote device 292, with communications between that
unit or module and a unit or module located in the medical
device 200 taking place via communication unit 260. For
example, in one embodiment, one or more of the cardiac data
collection module 265, the heart beat/interval determination
module 275, the HR derivative/complex module 297, or the
template match module 299 may be external to the medical
device 200, e.g., in a monitoring unit 270. Locating one or
more of the cardiac data collection module 265, the heart
beat/interval determination module 275, the HR derivative/
complex module 297, or the template match module 299
outside the medical device 200 may be advantageous if the
calculation(s) is/are computationally intensive, in order to
reduce energy expenditure and heat generation in the medical
device 200 or to expedite calculation.

The monitoring unit 270 may be a device that is capable of
transmitting and receiving data to and from the medical
device 200. In one embodiment, the monitoring unit 270 is a
computer system capable of executing a data-acquisition pro-
gram. The monitoring unit 270 may be controlled by a health-
care provider, such as a physician, at a base station in, for
example, a doctor’s office. In alternative embodiments, the
monitoring unit 270 may be controlled by a patient in a
system providing less interactive communication with the
medical device 200 than another monitoring unit 270 con-
trolled by a healthcare provider. Whether controlled by the
patient or by a healthcare provider, the monitoring unit 270
may be a computer, preferably a handheld computer or PDA,
but may alternatively comprise any other device that is
capable of electronic communications and programming,
e.g., hand-held computer system, a PC computer system, a
laptop computer system, a servet, a personal digital assistant
(PDA), an Apple-based computer system, a cellular tele-
phone, etc. The monitoring unit 270 may download various
parameters and program software into the medical device 200
for programming the operation of the medical device, and
may also receive and upload various status conditions and
other data from the medical device 200. Communications
between the monitoring unit 270 and the communication unit
260 in the medical device 200 may occur via a wireless or
other type of communication, represented generally by line
277 in FIG. 2. This may occur using, e.g., wand 155 (FIG. 1)
to communicate by RF energy with an implantable signal
generator 110. Alternatively, the wand may be omitted in
some systems, e.g., systems in which the MD 200 is non-
implantable, or implantable systems in which monitoring unit
270 and MD 200 operate in the MICS bandwidths.

In one embodiment, the monitoring unit 270 may comprise
a local database unit 255. Optionally or alternatively, the
monitoring unit 270 may also be coupled to a database unit
250, which may be separate from monitoring unit 270 (e.g., a
centralized database wirelessly linked to a handheld monitor-
ing unit 270). The database unit 250 and/or the local database
unit 255 are capable of storing various patient data. These
data may comprise patient parameter data acquired from a
patient’s body, therapy parameter data, state change severity
data, and/or therapeutic efficacy data. The database unit 250
and/or the local database unit 255 may comprise data for a
plurality of patients, and may be organized and stored in a
variety of manners, such as in date format, severity of disease
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format, etc. The database unit 250 and/or the local database
unit 255 may be relational databases in one embodiment. A
physician may perform various patient management func-
tions (e.g., programming parameters for a responsive therapy
and/or setting thresholds for one or more detection param-
eters) using the monitoring unit 270, which may include
obtaining and/or analyzing data from the medical device 200
and/or data from the database unit 250 and/or the local data-
base unit 255. The database unit 250 and/or the local database
unit 255 may store various patient data.

One or more of the blocks illustrated in the block diagram
of the medical device 200 in FIG. 2A or FIG. 2B, may com-
prise hardware units, software units, firmware units, or any
combination thereof. Additionally, one or more blocks illus-
trated in FIG. 2A-B may be combined with other blocks,
which may represent circuit hardware units, software algo-
rithms, etc. Additionally, any number of the circuitry or soft-
ware units associated with the various blocks illustrated in
FIG. 2A-B may be combined into a programmable device,
such as a field programmable gate array, an ASIC device, etc.

Turning now to FIG. 3A, a more detailed stylized depiction
of the cardiac data collection module 265 of FIG. 2, in accor-
dance with one illustrative embodiment of the present inven-
tion is depicted. In one embodiment, the cardiac data collec-
tion module 265 comprises a cardiac data signal receiver 410,
an analog-to-digital converter (A/D Converter) 420, and a
cardiac data forwarding unit 425. The cardiac data signal
receiver 410 is capable of receiving the signals from the
sensor(s) 212 via receiver circuit 412. The signal that is
received by the receiver circuit412 is processed and filtered to
enable the data to be further analyzed and/or processed for
determining cardiac data, such as that described above.

The cardiac data signal receiver 410 may comprise ampli-
fier(s) 414 and filter(s) 416. The amplifiers 414 are capable of
buffering and amplifying the input signals received by the
receiver circuit 412. In many cases, the heart beat signal may
be attenuated and may be characterized by significantly low
amplitude responses and signal noise. The amplifier(s) 414
are capable of buffering (amplification by unity) and ampli-
fying the signals for further processing. In one embodiment,
the amplifier 414 may comprise op amp circuit(s), digital
amplifier(s), buffer amplifiers, and/or the like.

The cardiac data signal receiver 410 may also comprise one
or more filters 416. The filters 416 may comprise analog
filter(s), digital filter(s), filters implemented by digital signal
processing (DSP) means or methods, etc. The amplified and
buffered signal may be filtered to remove various noise sig-
nals residing on the signal. The filter 416, for example, is
capable of filtering out various noise signals caused by exter-
nal magnetic fields, electrical fields, noise resulting from
physiological activity, etc. Signal noise due to breathing or
other signals produced by the patient’s body may be filtered.

The cardiac data signal receiver 410 provides amplified,
filtered signals to the A/D converter 420. The A/D converter
420 performs an analog-to-digital conversion for further pro-
cessing. The A/D converter 420 may be one type of a plurality
of converter types with various accuracies, such as an 8-bit
converter, a 12-bit converter, a 24-bit converter, a 32-bit con-
verter, a 64-bit converter, a 128-bit converter, a 256-bit con-
verter, etc. The converted digital signal is then provided to a
cardiac data forwarding unit 425. In an alternative embodi-
ment, the A/D conversion may be performed prior to filtering
or signal processing of the heart beat signal. The converted
digital signal is then provided to a cardiac data forwarding
unit 425.

The cardiac data forwarding unit 425 is capable of orga-
nizing, correlating, stacking, and otherwise processing the
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digitized, buffered, and filtered cardiac data and forwarding it
to the heart beat/interval determination module 275, and/or
directly to the HR derivative/complex module 297.

Turning now to FIG. 3B, a more detailed stylized depiction
ofthe heart beat/interval determination module 275 of FIG. 2,
in accordance with one illustrative embodiment ofthe present
invention, is depicted. The heart beat/interval determination
module 275 may comprise a cardiac data receiving module
430, for receiving a time stamp sequence of candidate heart
beats, a heart beat/interval determination module 440, and a
heart beat/interval time series storage unit 450. The heart
beat/interval determination module 275 may determine intet-
beat intervals for adjacent candidate heart beats as they
appear in the time series of signals via the cardiac data receiv-
ing module 430. For example, cardiac data receiving module
430 may characterize certain data points in the time series of
signals as being fiducial time markers corresponding to the
start, the peak, or the end of an R-wave of a patient’s cardiac
cycle.

Once fiducial time markers are determined from the time
series of signals, the heart heart beat/interval determination
module 440 may determine the interval between consecutive
beats (“interbeat interval”) and forward this information to
heart beat/interval time series storage 450, which may store
one or both of a time stamp series associated with fiducial
markers indicating of an individual heart beat and a time
stamp series of adjacent interbeat intervals. In some embodi-
ments, heart beat/interval determination module 440 may
calculate an heart rate, heart rate variability (HRV), or at least
aportion ofaheartbeatcomplex. Inother embodiments, heart
beat/interval determination module 440 may calculate a heart
rate, heart rate variability (HRV), or both.

Turning now to FIG. 3C, a more detailed stylized depiction
of the HR derivative/complex module 297 of FIG. 2, in accor-
dance with one illustrative embodiment of the present inven-
tion, is depicted. In one embodiment, the HR derivative/
complex module 297 may receive various cardiac data
indicative from the cardiac data collection module 265 or the
heart beat/interval determination module 275. In the embodi-
ment depicted in FIG. 3C, the HR derivative/complex module
297 comprises units that perform various calculations, For
example, an heart rate calculation unit 569 may determine a
heart rate from some or all interbeat intervals and/or pairs of
heart beats collected and/or identified by modules 265 or 275.
Certain embodiments of the invention may also include a
heart rate variability unit 571 which determines an HRV value
from some or all interbeat intervals and/or pairs of heart beats
collected and/or identified by modules 265 or 275, and/or a
heart beat complex unit 572 which analyzes one or more
portions of a heart beat complex, e.g., relative R-wave and
P-wave amplitudes, P-wave to R-wave temporal separations,
or the like. Of course, one or more of units 569, 571, and 572
may be omitted, if desired.

The HR derivative/complex module 297 need not perform
all steps 569-572. Any steps the HR derivative/complex mod-
ule 297 performs may be in any order, not necessarily that
shown.

Although the heart rate calculation unit 569, the heart rate
variability unit 571, and the heart beat complex unit 572 are
shown in FIG. 3C as components of HR derivative/complex
module 297, in various other embodiments, one or more of
these units can be included in other modules.

Turning now to FIG. 3D, a more detailed stylized depiction
of the template match module 299 of FIG. 2, in accordance
with one illustrative embodiment of the present invention, is
depicted. The template match module 299 may receive vari-
ous data from the HR derivative/complex module 297,
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including, for example, one or more a heart rate shape char-
acteristics, one or more HRV shape characteristics, informa-
tion regarding one or more portions of a heart beat complex,
etc. Based upon data from the HR derivative/complex module
297, the template match module 299 is capable of indicating
a state change, such as described above.

In the exemplary depiction shown in FIG. 3D, data
received from the HR derivative/complex module 297 is for-
warded to a template comparison unit 587, which determines
whether one or more of the heart rate shape, HRV shape, or
portion of the heart beat complex matches a relevant template.
The determination of a match can be performed by known
mathematical techniques, such as matched filtering, or the
like. A signal indicative of the occurrence of a state change is
provided by state change indication unit 589 if the template
comparison is indicative of a state change, such as a seizure.

If a state change is identified by template match module
299, in one embodiment, a response may be implemented,
such as those described by U.S. patent application Ser. Nos.
12/770,562, filed Apr. 29, 2010; 12/771,727, filed Apr. 30,
2010; and 12/771,783, filed Apr. 30, 2010.

Turning now to FIG. 4, a stylized flowchart depiction of
detecting one particular type of state change, namely, a sei-
zure, in accordance with one illustrative embodiment of the
present invention, is provided. The medical device 200
receives a cardiac signal (block 710). In specific embodi-
ments, the cardiac data collection module 265 (FIGS. 2 and
3A) of the medical device 200 receives the cardiac signal.
After performing buffering, amplification, filtering, and A/D
conversion of the cardiac signal, the heart beat/interval deter-
mination module 275 and/or HR derivative/complex module
297 process the heart beat signal to derive HR derivative
shapes or heart beat complex morphology (block 720). From
the derived shapes or characteristics, it is decided from one or
more template matching operations if a state change is indi-
cated (block 730). This decision may be performed by tem-
plate match module 299.

Based upon the decision (block 730), if no state change is
indicated, the medical device 200 continues to receive the
heart beat signal (block 750, returning flow to block 710).

However, if a state change is indicated in block 730, the
medical device 200 or an external unit 270 may provide an
indication of the state change occurrence and/or take a
responsive action (block 760), such as providing a warning to
the patient or his or her caregivers, physician, etc. (block
775); logging a time of state change (block 777); computing
and optionally logging one or more state change severity
indices (block 779); and/or providing treatment of the state
change (block 781). More details on logging, warning, com-
puting seizure severity, and providing treatment are provided
in U.S. patent application Ser. Nos. 12/770,562, filed Apr. 29,
2010; 12/771,727, filed Apr. 30, 2010, 12/771,783, filed Apr.
30, 2010; and 12/756,065, filed Apr. 7, 2010.

The above methods may be performed by acomputer read-
able program storage device encoded with instructions that,
when executed by a computer, perform the method described
herein.

All of the methods and apparatuses disclosed and claimed
herein may be made and executed without undue experimen-
tation in light of the present disclosure. While the methods
and apparatus of this invention have been described in terms
of particular embodiments, it will be apparent to those skilled
in the art that variations may be applied to the methods and
apparatus and in the steps, or in the sequence of steps, of the
method described herein without departing from the concept,
spirit, and scope of the invention, as defined by the appended
claims. It should be especially apparent that the principles of
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the invention may be applied to selected cranial nerves other
than, or in addition to, the vagus nerve to achieve particular
results in treating patients having epilepsy, depression, or
other medical conditions.

In various embodiments, the present invention relates to
the subject matter of the following numbered paragraphs:

34. A method for identifying a state change template from
cardiac data, comprising:

obtaining a time series of cardiac data from a patient during
a first time window;

determining a time of occurrence of at least one state
change suffered by said patient during said first time window;
and,

either

(1) determining at least one state change template in the
time series of cardiac data within the first time window and
timewise correlated with the at least one state change,
wherein the at least one state change template comprises at
least one characteristic selected from a number of phases
relative to a reference heart rate parameter, a number of
extrema, area under the curve of at least one phase, a number
of directions of change, a number of positive phases relative
to said reference heart rate parameter, or a number of negative
phases relative to said reference heart rate parameter, or

(i1) determining at least one reference heart beat complex
template in said time series of cardiac data within said first
time window and not timewise correlated with said at least
one state change.

35. The method of numbered paragraph 34, wherein said
cardiac data comprises heart rate data, heart rate variability
data, or heart rate volatility data.

36. The method of numbered paragraph 34, wherein said
cardiac data comprises at least a portion of each of a plurality
of heart beat complexes.

37. The method of numbered paragraph 34, wherein said at
least one characteristic comprises at least one of the ampli-
tude of at least one phase, the duration of at least one phase,
the valence (positive or negative) of at least one phase, the
area under the curve of at least one phase, at least one slope of
at least one phase, the arc length of at least one phase, the
number of extrema in at least one phase, and the sharpness of
the extrema of at least one phase.

38. A method for obtaining a state change template indica-
tive of an occurrence of a state change of interest, comprising:

obtaining a first time series of cardiac data from a patient,
the first time series not associated with said state change of
interest;

determining at least one reference heart rate parameter
from said first time series of cardiac data;

obtaining a second time series of cardiac data from said
patient, the second time series being associated with said state
change of interest;

determining at least one property of said heart rate deriva-
tive, said property comprising at least one of a number of
phases relative to said reference heart rate parameter, the
perimeter of at least one phase, a number of extrema of said
heart rate derivative, the sharpness of said extrema, a number
of directions of change of said heart rate derivative, an area
under the curve of at least one phase, a number of positive
phases, or a number of negative phases; and

determining that the at least one property of said heart rate
derivative of the state of interest is different from the same at
least one property of the heart rate derivative not associated
with the state of interest
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obtaining a state change template associated with said state
change of interest and comprising said at least one property,
from said heart rate derivative and using it as a matched filter
to detect said state change.

39. The method of numbered paragraph 38, wherein the at
least one property of said pattern comprises a shape of said
pattern, a time of occurrence of said pattern, a time elapsed
between occurrences of said pattern, and an association of
said pattern with a state change of a body organ.

40. The method of numbered paragraph 39, wherein said at
least one property of said pattern is an association of said
pattern with a state change of the brain.

41. The method of numbered paragraph 40, wherein said
state change of the brain is a epileptic seizure.

42. The method of numbered paragraph 38, wherein said
heart rate derivative is heart rate.

43. The method of numbered paragraph 38, wherein said
heart rate derivative is heart rate variability or heart rate
volatility.

44. A method for indicating an occurrence of a state
change, comprising:

providing a first template comprising at least one of a
microscopic state change template, a mesoscopic state
change template, and a macroscopic state change template;

obtaining a time series of cardiac data from a patient;

determining a first cardiac data derivative shape from said
time series of cardiac data; and,

indicating an occurrence of a state change based upon a
determination that said first cardiac data derivative shape
matches said first template.

45. The method of numbered paragraph 44, further com-
prising:

providing a second template comprising at least one of said
microscopic state change template, said mesoscopic state
change template, and said macroscopic state change tem-
plate, wherein said second template is not based upon a state
change template included in said first template;

determining a second cardiac data derivative shape from
said time series of cardiac data;

and wherein said indicating is based upon a determination
that said first cardiac data derivative shape matches said first
template and said second cardiac data derivative shape
matches said second template.

46. The method of numbered paragraph 44, wherein said
determination comprises using a matched filter on a moving
window of'said first cardiac data derivative, calculating a time
series of outputs of said matched filter, and declaring said
match if said time series of outputs is substantially equal to a
time series of expected output values.

101. A method for indicating an occurrence of a state
change, comprising:

obtaining a time series of cardiac data from a patient;

selecting at least one parameter from said cardiac data time
series;

determining the magnitude, duration, direction and rate of
change of said parameter during a reference state wherein
said parameter comprises at least one of a heart rate, a heart
rate variability, a heart rate volatility, a characteristic of the
heart’s electrical beat, a characteristic of the heart’s beat
sounds, a characteristic of the heart’s beat contractility and a
characteristic of the heart’s beat generated pressure

indicating the occurrence of a state change when at least
one of said values is greater or lower than at least one refer-
ence state parameter value, e.g., for a certain time period.
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102. The method of numbered paragraph 101 wherein the
parameters’ values are treated as phases and extremae
endowed with shape, curvature, arc length and inflection
points

indicating the occurrence of a state change when at least
one of the parameters’ values is greater or lower than at least
one reference state parameter values, e.g., for a certain time
period.

103. The method of numbered paragraph 101 wherein the
cardiac’s data parameter values’s temporal scale is macro-
scopic.

104. The method of numbered paragraph 101 wherein the
cardiac’s data parameter values’s temporal scale is mesos-
copic.

105. The method of numbered paragraph 101 wherein the
cardiac’s data parameter values’s temporal scale is micro-
scopic.

106. A method for indicating an occurrence of a state
change, comprising:

obtaining a time series of cardiac data from a patient during
a reference state;

selecting at least one parameter from said cardiac data
during said reference state wherein said reference parameter
comprises at least one of a heart rate, a heart rate variability,
a heart rate volatility, a characteristic of the heart’s electrical
beat, a characteristic of the heart’s beat sounds, a character-
istic of the heart’s beat contractility and a characteristic of the
heart’s beat generated pressure

constructing a reference template using said at least one
reference parameter value and using said template as a refer-
ence matched filter

indicating an occurrence of a state change based upon a
determination that the output of said at least one reference
matched filter reaches a value outside the range of values
characteristic of the reference state

107. The method of numbered paragraph 106 wherein the
reference matched filter’s scale is macroscopic.

108. The method of numbered paragraph 106 wherein the
reference matched filter’s scale is mesoscopic.

109. The method of numbered paragraph 106 wherein the
reference matched filter’s scale is microscopic.

110. A method for indicating an occurrence of a state
change, comprising:

obtaining a time series of cardiac data from a patient during
a non-reference state;

selecting at least one parameter from said cardiac data
during said non-reference state wherein said non-reference
parameter comprises at least one of a heart rate, a heart rate
variability, a heart rate volatility, a characteristic of the heart’s
electrical beat, a characteristic of the heart’s beat sounds, a
characteristic of the heart’s beat contractility and a character-
istic of the heart’s beat generated pressure

constructing a non-reference template using said at least
one non-reference parameter value and using said non-refer-
ence template as a non-reference matched filter

indicating an occurrence of a state change based upon a
determination that the output of said at least one non-refer-
ence matched filter reaches a value characteristic of the non-
reference state values.

111. The method of numbered paragraph 110 wherein the
non-reference matched filter’s scale is macroscopic.

112. The method of numbered paragraph 110 wherein the
non-reference matched filter’s scale is mesoscopic.

113. The method of numbered paragraph 110 wherein the
non-reference matched filter’s scale is microscopic.

114. A method for indicating an occurrence of a state
change, comprising:
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obtaining a time series of cardiac data from a patient;

selecting at least one reference parameter and at least one
non-reference parameter from said cardiac data wherein said
parameters comprise at least one of a heart rate, a heart rate
variability, a heart rate volatility, a characteristic of the heart’s
electrical beat, a characteristic of the heart’s beat sounds, a
characteristic of the heart’s beat contractility and a character-
istic of the heart’s beat generated pressure

constructing a reference template using said at least one
reference parameter value and using said reference template
as a reference matched filter

constructing a non-reference template using said at least
one non-reference parameter value and using said non-refer-
ence template as a non-reference matched filter

indicating an occurrence of a state change based upon a
determination that the output of said at least one reference
matched filter reaches a value outside the values characteris-
tic of the reference state values and the output of said at least
one non-reference matched filter reaches a value characteris-
tic of the non-reference state values.

115. The method of numbered paragraph 114 wherein the
scales of the reference and of the non-reference matched
filters are macroscopic.

116. The method of numbered paragraph 114 wherein the
scales of the reference and of the non-reference matched
filters are mesoscopic.

117. The method of numbered paragraph 114 wherein the
scales of the reference and of the non-reference matched
filters are microscopic.

118. A method for obtaining a state change template
indicative of an occurrence of a state change of interest,
comprising:

obtaining a first time series of cardiac data from a patient,
the first time series not associated with said state change of
interest;

determining at least one parameter from said first time
series of cardiac data wherein said parameters comprise at
least one of a heart rate, a heart rate variability, a heart rate
volatility, a characteristic of the heart’s electrical beat, a char-
acteristic of the heart’s beat sounds, a characteristic of the
heart’s beat contractility and a characteristic of the heart’s
beat generated pressure

obtaining a second time series of cardiac data from said
patient, the second time series being associated with said state
change of interest;

determining at least one parameter from said second time
series of cardiac data wherein said parameters comprise at
least one of a heart rate, a heart rate variability, a heart rate
volatility, a characteristic of the heart’s electrical beat, a char-
acteristic of the heart’s beat sounds, a characteristic of the
heart’s beat contractility and a characteristic of the heart’s
beat generated pressure

determining that the at least one parameter from said sec-
ond time series of cardiac data associate with a state change of
interest is different from the same at least one parameter of the
first time series of cardiac data not associated with a state
change of interest

obtaining a state change template associated with said state
change of interest and comprising said at least one property,

using said state change template as a matched filter to
detect similar state changes.

119. The method of numbered paragraph 118 wherein the
scale of said template and matched filter associated with a
state change of interest is macroscopic.

120. The method of numbered paragraph 118 wherein the
scale of said template and matched filter associated with a
state change of interest is mesoscopic.
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121. The method of numbered paragraph 118 wherein the
scale of said template and matched filter associated with a
state change of interest is microscopic.

The particular embodiments disclosed above are illustra-

tive only as the invention may be modified and practiced in 5

different but equivalent manners apparent to those skilled in

the art having the benefit of the teachings herein. Further-
more, no limitations are intended to the details of construction

or design herein shown other than as described in the claims

such variations are considered within the scope and spirit of

the invention. Accordingly, the protection sought herein is as
set forth in the claims below.

15
What is claimed:
1. A non-transitory computer readable program storage

unit encoded with instructions that, when executed by a com-

puter, perform a method for indicating an occurrence of a

state change, comprising:

obtaining a time series of cardiac data from a patient;

determining a reference heart rate parameter from said
cardiac data;

determining a heart rate derivative shape from said time
series of cardiac data, wherein said heart rate derivative
shape comprises at least one characteristic selected from
a number of phases relative to said reference heart rate
parameter, a number of extrema of said heart rate deriva-
tive, a number of directions of change of said heart rate
derivative, an area under the curve of at least one phase,
a number of positive phases, or a number of negative
phases; and,

indicating an occurrence of a state change based upon a
determination that said heart rate derivative shape
matches a state change template in said at least one
characteristic,

wherein said at least one characteristic of said state change
template comprises two or more phases relative to said
reference heart rate parameter, two or more extrema of
said heart rate derivative, three or more directions of 40
change of said heart rate derivative, a number of positive
phases, or a number of negative phases, provided the
total number of positive phases and negative phases is
two or more.

2. The non-transitory computer readable program storage

20

25

45

unit of claim 1, wherein said at least one characteristic of said

state change template further comprises at least one of the
amplitude of at least one phase, the area under the curve of at
least one phase, the duration of at least one phase, the valence
(positive or negative) of at least one phase, at least one slope
of at least one phase, the arc length of at least one phase, the
number of extrema in at least one phase, the sharpness of the
extrema of at least one phase, and the sharpness of at least one
phase.

3. The non-transitory computer readable program storage
unit of claim 1, wherein said state change template comprises

at least one matched filter.

4. The non-transitory computer readable program storage
unit of claim 3, further comprising a reference parameter
filter, wherein said indicating said occurrence of said state
change is based upon both said determination that said heart
rate derivative shape matches said state change template in

60

said at least one characteristic and a second determination

that said heart rate derivative shape fails to match said refer-
ence parameter filter.

5. The non-transitory computer readable program storage
unit of claim 3, wherein said heart rate derivative shape has a
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matched filter output to said state change template equal to or
greater than a value threshold for at least a duration threshold.

6. The non-transitory computer readable program storage
unit of claim 1, wherein said state change template comprises
at least one positive phase relative to said reference heart rate
parameter and at least one negative phase relative to said
reference heart rate parameter.

7. The non-transitory computer readable program storage
unitof claim 1, wherein the number of positive phases relative
to said reference heart rate parameter in said heart rate deriva-
tive shape is at least one and said at least one positive phase
relative to said reference heart rate parameter is a period of
increased heart rate.

8. The non-transitory computer readable program storage
unit of claim 1, wherein the number of negative phases rela-
tive to said reference heart rate parameter in said heart rate
derivative shape is at least one and said at least one negative
phaserelative to said reference heart rate parameter is a period
of decreased heart rate.

9. The non-transitory computer readable program storage
unit of claim 1, wherein said state change template comprises
at least two extrema of said heart rate derivative.

10. The non-transitory computer readable program storage
unit of claim 9, wherein said state change template further
comprises at least two phases.

11. The non-transitory computer readable program storage
unit of claim 1, wherein said state change template comprises
a notched triangle pattern, an M pattern, a W pattern, a fused
M-W pattern, a pattern of periodic oscillations, a sawtooth
pattern, a pattern of periodic oscillations overlaid on a longer-
timescale triangle pattern, a comb pattern, a triphasic pattern
amultiple “M”s and/or “W”’s pattern, or two or more thereof.

12. The non-transitory computer readable program storage
unit of claim 1, wherein said method further comprises:

identifying an occurrence of a state change prior to said

determining step and said indicating step, wherein said
identifying is not based upon a determination that a heart
rate derivative shape matches a state change template in
at least one characteristic;

and wherein said determining said heart rate derivative

shape and said indicating are performed in response to
said identifying, to validate said identifying.

13. The non-transitory computer readable program storage
unit of claim 1, wherein said heart rate derivative is selected
from heart rate, heart rate variability, or heart rate volatility.

14. The non-transitory computer readable program storage
unit of claim 1, wherein said method further comprises:

validating an occurrence of a state change in response to

said indicating, wherein said validating is not based
upon a determination that a heart rate derivative shape
matches a state change template in at least one charac-
teristic.

15. The non-transitory computer readable program storage
unit of claim 1, wherein said method further comprises:

obtaining data relating to at least a portion of a heart beat

complex from said patient;

comparing said at least said portion of said heart beat

complex with a corresponding portion of a reference
heart beat complex template of said patient, wherein said
reference heart beat complex template is not indicative
of a state change of interest; and,

validating said indicating an occurrence of said state

change, wherein said validating is based upon a deter-
mination that said heart beat complex fails to match said
reference heart beat complex template.
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16. The non-transitory computer readable program storage
unit of claim 15, wherein said reference heart beat complex
template is selected from a normal template or an abnormal
template.

17. The non-transitory computer readable program storage
unit of claim 14, wherein said method comprises:

determining a second reference heart rate parameter;

determining a second heart rate derivative shape from said
time series of cardiac data, wherein said second heart
rate derivative shape comprises at least one second char-
acteristic selected from a number of phases relative to
said reference heart rate parameter, a number of positive
phases relative to said reference heart rate parameter, a
number of negative phases relative to said reference
heart rate parameter. an area under the curve of at least
one phase, a number of extrema of said second heart rate
derivative, or a number of directions of change of said
second heart rate derivative; and,

validating said indicating an occurrence of a state change,

wherein said validating is based upon a determination
that said second heart rate derivative shape matches a
second state change template in said at least one second
characteristic.

18. The non-transitory computer readable program storage
unit of claim 1, wherein said determination comprises using a
first matched filter to yield a first output, building a second
matched filter from said first output, and using said second
matched filter to detect said state change.

19. The non-transitory computer readable program storage
unit of claim 1, wherein said reference heart rate parameter is
selected from the group consisting of a shape, a vector, a
vector space, a matrix, and two or more thereof.

20. A non-transitory computer readable program storage
unit encoded with instructions that, when executed by a com-
puter, perform a method for indicating an occurrence of a
state change, comprising:

obtaining a time series of cardiac data from a patient;

determining a reference heart rate parameter from said

cardiac data;
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determining a heart rate derivative shape from said time
series of cardiac data, wherein said heart rate derivative
shape comprises at least one characteristic selected from
a number of phases relative to said reference heart rate
parameter, a number of extrema of said heart rate deriva-
tive, a number of directions of change of said heart rate
derivative, a number of positive phases, or a number of
negative phases; and,

indicating an occurrence of a state change based upon a

determination that said heart rate derivative shape
matches a state change template in said at least one
characteristic.

21. The non-transitory computer readable program storage
unit of claim 1, wherein the state change template exists in a
first timescale and said heart rate derivative shape is present in
said first timescale.

22.The non-transitory computer readable program storage
unit of claim 1, wherein the method further comprises taking
an action in response to said indicating, wherein said action is
providing a warning of said state change, logging a time of
said state change, computing one or more state change indi-
ces, logging one or more computed state change indices,
providing at least one treatment of said state change, or two or
more thereof.

23. The non-transitory computer readable program storage
unit of claim 1, wherein the state change template exists in a
first timescale, a second state change template exists in a
second timescale other than the first timescale, said heart rate
derivative shape is present in said first timescale. and a second
heart rate derivative shape is present in said second timescale,
wherein a state change is indicated if both said heart rate
derivative shape matches said state change template in said at
least one characteristic and said second heart rate derivative
shape matches said second state change template in at least
one said characteristic.

24. The non-transitory computer readable program storage
unit of claim 1, wherein the heart rate derivative shape occurs
before said state change.
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