a2 United States Patent
Riley et al.

US009615755B2

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

US 9,615,755 B2
*Apr. 11, 2017

(54) METHOD AND APPARATUS FOR
FRACTIONAL FLOW RESERVE
MEASUREMENTS

(71)  Applicant: BAYER HEALTH CARE LLC,
Indianola, PA (US)

(72) Inventors: Michael A. Riley, Saxonburg, PA (US),
Michael A. Spohn, Fenelton, PA (US);
Gerald W. Callan, Cranberry
Township, PA (US)

(73) Assignee: BAYER HEALTHCARE LIC,
Whippany, NI (US)

(*) Notice:  Subject to any disclaimer, the term of this

patent is extended or adjusted under 35
U.S.C. 154(b) by 0 days.

This patent is subject to a terminal dis-
claimer.

(21)  Appl. No.: 15/097,846
(22) Filed: Apr. 13, 2016

(65) Prior Publication Data
US 2016/0220126 Al Aug. 4, 2016

Related U.S. Application Data

(63) Continuation of application No. 13/534.864, filed on
Jun. 27, 2012, now Pat. No. 9,314,584,

(Continued)
(51) Imt. CL
A6IB 5/02 (2006.01)
AG6IM 25/00 (2006.01)
(Continued)
(52) US. CL
CPC .......... AG6IB 5/02028 (2013.01); A61B 5/021
(2013.01); A61B 5/02007 (2013.01);
(Continued)

RETROGRADE FLOW - R

(58) Field of Classification Search
CPC ... A61B 5/02007; A61B 5/0215; A61B 5/01;
AG1B 5/02154; A61B 5/02158,

(Continued)
(56) References Cited
U.S. PATENT DOCUMENTS

3,888,249 A
6,015387 A

6/1975 Spencer
1/2000 Schwartz et al.

(Continued)

FOREIGN PATENT DOCUMENTS

WO 0121057 A2 3/2001
WO 03022122 A2 3/2003
(Continued)
OTHER PUBLICATIONS

Hau, Fractional flow reserve and complex coronary pathologic
conditions, European Heart Journal, 2004, 25, 723-727 *

(Continued)

Primary Examiner — Bo ] Peng
(74) Attorney, Agent, or Firm — Joseph L. Kent; David
Schramm; James R. Stevenson

7) ABSTRACT

A method of determining fractional flow reserve (FFR) in a
blood vessel having stenosis includes injecting fluid into the
blood vessel upstream of the stenosis using a power fluid
injector, measuring pressure drop across the stenosis, and
calculating FFR from measured pressure drop. The injected
fluid may comprise a contrast medium. Further action may
include placing a pressure sensor proximal of the stenosis,
injecting fluid into the blood vessel upstream of the stenosis
using the power fluid injector, and measuring pressure in the
blood vessel proximal of the stenosis. The pressure sensor
may then be repositioned to a position distal of the stenosis,
fluid may be reinjected into the blood vessel upstream of the
stenosis using the power fluid injector, and pressure may be
measured in the blood vessel distal of the stenosis.

26 Claims, 26 Drawing Sheets




US 9,615,755 B2
Page 2

Related U.S. Application Data

(60)
27, 2011.

Int. CL
A61B 5/00
A61B 5/0215
A61B 5/021
A61IM 5/00
A6IM 25/01
US. CL.
CPC ...

(1)

(52)

Provisional application No. 61/501,472, filed on Jun.

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

AG61B 5/02158 (2013.01); A61B 5/6852

(2013.01); A61B 5/743 (2013.01); A6IB
5/7475 (2013.01); A6IM 5/007 (2013.01);
AGIM 25/00 (2013.01); A6IM 2025/0002

(2013.01); A61M 2025/0183 (2013.01)

(58)

Field of Classification Search

CPC ... A61B 5/145; A61B 5/02028; A61B 5/021;
AG61M 5/007; A61M 25/0067; A61M

25/007, A61M 25/0029; A61M

2025/0183; A61M 2025/0002; A61M

2025/0034; A61M 2025/0037

See application file for complete search history.

(56)

References Cited

U.S. PATENT DOCUMENTS

6,089,103 A 7/2000
6,142,958 A 11/2000
6,193,669 Bl 2/2001
6,296,615 Bl 10/2001
6,336,906 Bl 1/2002
6,343,514 Bl 2/2002
6,354,999 Bl 3/2002
6,377,832 Bl 4/2002
6,409,677 Bl 6/2002
6,471,656 Bl  10/2002
6,558,334 B2 5/2003
6,565,514 B2 5/2003
6,585,660 B2 7/2003
6,615,667 B2 9/2003
6,659,959 B2 12/2003
6,663,570 B2 12/2003
6,663,571 Bl  12/2003
6,672,172 B2 1/2004
6,743,180 Bl 6/2004
6,754,608 B2 6/2004
6,855,115 B2 2/2005
6,868,736 B2 3/2005
6,895,265 B2 5/2005
6,959,608 B2  11/2005
7,033,322 B2 4/2006
7,073,387 B2 7/2006
7,134,994 B2 11/2006
7,181,261 B2 2/2007
7,274,956 B2 9/2007
RE39,863 E 10/2007
7,284,441 B2 10/2007
7,313,431 B2* 12/2007

7,398,688 B2 7/2008

Smith
Hammarstroem et al.
Degany et al.
Brockway et al.
Hammarstroem et al.
Smith

Dgany et al.
Bergman et al.
Tulkki

Shalman et al.
Shalman et al.
Svanerudh et al.
Dorando et al.

Smith

Brockway et al.
Mott et al.
Njemanze

Tulkki et al.

Van Bockel
Svanerudh et al.
Fonseca et al.
Sawatari et al.

Silver

Bly et al.

Silver

Zdeblick et al.
Alpert et al.

Silver et al.

Mott et al.

Smith

Zdeblick et al.

Uber, III .........c..... A61B 8/06
128/DIG. 12
Zdeblick et al.

7,415,883 B2 8/2008

7,454,244 B2 11/2008

7,481,771 B2 1/2009

7,481,774 B2 1/2009

7,488,345 B2 2/2009

7,549977 B2 6/2009

7,563,249 B2 7/2009

7,677,107 B2 3/2010

7,713,232 B2 5/2010

7,762,138 B2 7/2010

7,769,420 B2 8/2010

7,775,988 B2 8/2010

7,922,667 B2 4/2011
2002/0183628 A1 122002
2003/0032886 Al 2/2003
2003/0135165 Al 7/2003
2003/0191400 A1 10/2003
2004/0176699 Al 9/2004
2006/0052700 Al 3/2006
2006/0074318 Al 4/2006
2006/0129050 Al 6/2006
2006/0149347 Al 7/2006
2006/0200220 Al 9/2006
2006/0241505 Al 10/2006
2007/0060822 Al 3/2007
2007/0073271 Al 3/2007
2007/0255145 Al 11/2007
2008/0033316 Al 2/2008
2008/0119741 Al 5/2008
2008/0132797 Al 6/2008
2008/0216846 A1*  9/2008
2008/0269572 A1 10/2008
2008/0281205 Al  11/2008
2009/0082678 Al 3/2009
2009/0198308 Al 8/2009
2009/0234231 Al 9/2009
2010/0109104 Al 5/2010
2010/0114040 Al 5/2010
2010/0234698 Al* 9/2010
2010/0241008 Al 9/2010
2010/0286537 A1 112010
2011/0066047 Al 3/2011
2011/0071404 Al 3/2011
2011/0085977 Al 4/2011
2012/0220883 Al 8/2012

Kaplan

Kassab et al.

Fonseca et al.

Brockway et al.

Brown et al.

Schriver et al.

Schriver et al.

Nunez et al.

Uber, III et al.

Zdeblick et al.

Silver et al.

Pijls et al.

Gianchandani et al.

Reich et al.

Dgany et al.

Chernack

Shalman et al.

Walker et al.

Svanerudh

Ahmed et al.

Martinson et al.

Hayashi et al.

Brown et al.

Ahmed et al.

Alpert et al.

Brucker et al.

Smith et al.

Kassab et al.

Friedman et al.

Brabrand

Levin .oovvevininrinennns A61B 17/22

128/898

Kanz et al.

Naghavi et al.

Smith

Gross et al.

Knight et al.

Tiensuu et al.

Schriver et al.

Manstrom .......... A61B 5/02028
600/301

Belleville et al.

Pijls

Belleville et al.

Schmitt et al.

Rosenmeier

Manstrom et al.

FOREIGN PATENT DOCUMENTS

WO 2005070299 Al 8/2005

WO 2010033971 Al 3/2010

WO 2011011346 Al 1/2011

WO 2012151542 A2 11/2012

WO 2012155040 A1 11/2012
OTHER PUBLICATIONS

Bruyne et al. “Pressure-Derived Fractional Flow Reserve to Assess
Serial Epicardial Stenoses: Theoretical Basis and Animal Valida-
tion”, Circulation, 101: 1840-1847, 2000,

Gould et al. “Experimental Validation of Quantitative Coronary
Arteriography for determining Pressure-flow characteristics of
Coronary Stenosis”, Circulation 66, No. 5, 1982.

* cited by examiner



U.S. Patent Apr. 11,2017  Sheet 1 of 26 US 9,615,755 B2

Ll
o
Ll
o
(V5]
L
<L
@
Lol
()]
@]
>

P

>

O

L
|
<
=
=
=
I_
=z
i
Q
<
o
O
% 2
s




US 9,615,755 B2

Sheet 2 of 26

Apr. 11,2017

U.S. Patent

¢ Old

1

¢ 9old

\

/

: 3MNSSTAA QYOITY ANV
m ONIGV3Y AIVOIVA 9 d3LS u @E ROMIXYA FLVLLINY € &Gu

JYNSSIdd QYOO3d ANV 104 01 3dIm
MO NNNIXYN 3LVLLINI -G d3LS JUNSSIAd 1Y3ISNI T d3LS

:

TUM .
MNSSIYd NOLLISOdTY ¥ ,EU @od HOAIXYA AJLNAE -4 &@

-

ANIAN Y44 )




US 9,615,755 B2

Sheet 3 of 26

Apr. 11,2017

U.S. Patent

8 - M014 40018 40 zo_woum__o

y— 1NN T04INGD

. ]
G'Old HOLOINI QI

¥°Ol4

OF\\

Al

d — MOTd 30vH0013Y

ALIDOT3A ,SIHL LOHS d¥NS, OL NOLNg
30IS ¥ITIONINOD ANVH 3HL SS3d (3

Syv3iddvy MO14 JAVHO0ULIY .__.E@m

MOTd LSVMINOD 3HL ISVANONI (Q WNICIN LSVHINOD LO3PNI Gu

:

mozsé 3§_xo§v
m\_smz;odﬁmsm;me zo_zo%..__mm:o_aEuEmolS
QINNVEO0Nd SI HOLI3MNI (8 JHL LV ¥ALFHIVD IHL NOWISOd (V

-

MOT4 KNWIXYN AJIINIQI L d3LS-NNTW d44

J




JARIE

US 9,615,755 B2

8 — MO1d Qo018 40 zo:.\oum_o

4 4INN T0HINOD
|

dOLO3PNI aInd

|
5\\
¥
|

~
—
S
— \ /
i
=) 71—
«
% SISON3LS
ol @3L03dSNS FHL 01 d0RId NOILYIOO1 ¥
0L 3¥IM FUNSSIH IHL NOLSOd (v
104 OL JYIM 34NSS3Idd 1¥3SNI ¢ dILS—NNIN H44 )

U.S. Patent
/




US 9,615,755 B2

Sheet 5 of 26

Apr. 11,2017

U.S. Patent

6 9ld LINA TONINGD

[
JOLOIrNI aIn4

N\
g8 — MO1d Q0019 40 NOILO3MIa J
) | A
% == YA U

- N —— N
\Vﬂ N\ e \.- Yﬁ
\\ 4 \“ __\ 44
0l A 2Z ¥ - MO 3av¥90MI3Y 0T
z1—]
(TvmixoMd) 0304023 SI 3¥NSSINd (4
9\\

(SON0OQ3S € ¥04 INNILNOD TIM MOT4)
JONO MITIONINOD ONVH FHL NO
ONISSIHd AG MOTd WANIXYW 3LVILINI (¥

JANSS34d QY003 ANV
MOTd XYW JLVILNI € dIIS-NNIWN 444

/

J/




US 9,615,755 B2

Sheet 6 of 26

Apr. 11,2017

U.S. Patent

117014 LN T0HINOD

..V —1
|
dOLOArNE dIn4

N:\

0z 8 — M014 Q0018 40 NOILO3YIa
!

/\\\/\ m\ \5

_ 7
zz o A

- ~
21—

or—"
SISONLS IHL ¥3LAV
T4IM 39NSSINd IHL NOLISOdIY (v
9 JYIM UNSSINA NOLISOIY % dIIS—NNIW Y44 )




¢1Old

1INN TTOYINOD

US 9,615,755 B2

JOLJ3rNI aIn4

0zZ g — MO14 Q0078 40 NOLLI3Ia

U

A A
=X _ J
- TN
-~ A vl
& R
[\l g ———- e —
S
(=} = —
2 przzzr
@ ¥ = MOT4 3avY90Y13Y
= .
S ¢1°0l4 4 N
- z1—" m (W1SIa) 0304003y SI 34NSSId A@
&
< (SONOD3S € ¥04 INNILNOD TIIM MON4)
oL—" 3ONO Y3TIOYINOD ONVH 3HL NO
ONISS3Ad A8 MOT4 WNWIXVW 3UVILINI (¥
JUNSSTUd ANODIS QYOOI ANV
MOTd XY JIVILNI °G d3LS-NNIW Y44 )

U.S. Patent
f



US 9,615,755 B2

Sheet 8 of 26

Apr. 11,2017

U.S. Patent

0¢

G1Old

g4 — MOd 40018 40 NOIJ3YIa

p—{ dINN T0HINOD
_

JOLI3PNI aIN4

!
d — MOTd 3aVHO04 13

¥1°9l4

-

34NSSIHd IHL TINN FYIM FdNSSTUd
JHL NI Mova STInd NVIDINID (

mm_mozm._.m 3HL O TVAIXOdd SI ¥OSN3S

(SONOD3S £ ¥04 INNIINOD TIM MOT4)
m q3IN03Y S| xo<mu JONO MITIONINGD ANVH JHL NO
v

TINd ONILYION! ‘Sd33@ ¥OLOArNI (D

m (WIsSIa) a3ay003y S 3MNSSINd m@

ONISSIU AB MO WNNIXYA 3LVILINI (

SONIQYIY 44 3LVAMVA 9 d31S-NN3IW d44 J




L1°OI4

US 9,615,755 B2

NN

S
= >|\|/
o
fm { 7
o /
I A .
= 91°'914
e
= A
= . NSSTU QHOIIY ANV
p—
m. NSSTd QHOIIY ONV 108 0L J4IM
MOT4 WONIXYA 3LVLNI S d3lS NSSId 14ISNI ¢ d3LS
D \\
oL
THIM .
m%mm% NOILISOd3Y ¥ &mw @E WONGXYA AJLNIQE -1 d3IS
NNIW d44

N

N

U.S. Patent



US 9,615,755 B2

Sheet 10 of 26

Apr. 11,2017

U.S. Patent

8 — MO 40078 40 NOILOFAId

61°9Old oy—{ LND TONINOD

dOLOArNE ain4

810l

0Z1—"]

PO1L

!
d — MOTd 30viD0d13y

; ™
AIDOTIA LSIHL 10HS dYNS, OL NOLLNG
301 ¥ITIONINOD ONVH 3HL SSIdd (3
S¥V3ddY MOT4 JQVH90MLTY TLINA
m;oﬁ ISYHINOD FHL ISVIHONI au m WNICIN LSVIINOD LO3rNI Aw

:

mozs._s cs,__xoﬁv
m\_smz;odﬂ%_%i_e zo_zoma_mm:o_aEuEuon_E
QINKVH908d SI ¥OLOIrNI (8 JHL 1V YALIHLYO 3FHL NOISOd (v

N

MO ANANIXYA AJUN3QE -1 dJLS—MINIW ¥4d L




US 9,615,755 B2

Sheet 11 of 26

Apr. 11,2017

U.S. Patent

8 - MO Q0018 10 zo_.—omm_o >

FAIE oy NN T0INOD

[
dOL33rNI aIn4

DZ —1

0Z¢ol4

oz1—]

A

oot

-

d313HIVO N3IWNT Tvna
JHL 40 L[¥0d OINVYNAGOW3IH JHL HLIM
NIV TIIM NOLLISOd SIHL "SISON3LS
(3153dSNS JHL 01 HOI¥d NOUYIOT ¥
01 3YIM 3NSSI¥d IHL NOLISOd (¥

104 O1 JYIM JUNSSIYd 1YISNI ¢ dILS-NNIW dd44 -




U.S. Patent Apr. 11,2017  Sheet 12 of 26 US 9,615,755 B2

100
7.

4 )
FFR MENU-STEP 3: ACQUIRE FFR READINGS

(') NTATE WAXIUM FLOW BY PRESSING ) (‘D) CLNCIAN ADVANCES THE PRESSURE

ON THE HAND CONTROLLER ONCE WIRE PAST THE STENOSIS TO THE DISTAL

\(FLOW WILL CONTINUE FOR 10 SECONDS)/ END. (SHOWN AT RIGHT, BOTTOM VALLEY
OF THE GRAPH). NEXT RETRACT THE

('B) PRESSURE STARTS T0 BE RECORDED )| PRESSURE WIRE TO THE STARTING LOCATION

FROM THE HEMODYNAMIC PRESSURE IN THE VICINITY OF THE DISTAL READING

_ TRANSDUCER AND PRESSURE WIRE \CATHETER )

(C) CONTROL SYSTEM INTIATES AN AUDIBLE) () AFTER 10 SECONDS THE CONTROL SYSTEN)
ALERT INDICATING TO THE USER TO START || STOPS FLUID INJECTION, A PRESSURE
_ ACQURNG FFR SIGNAL INFORMATON || GRAPH SIILAR T0 THE DISPLAY BELO

IS PRESENTED TO THE CLINICIAN
N J
N J
)
O = O [ 12
bt S dacda b dadad 80 \
40/1%0 ]
114/75 114/75
(91) (91) ]
200 A
i . A Q
R J
RARRRRRRGARANANN !ll lll —
AL AR ﬁ
Advance 0 Retract '
0 pre%supe‘P——B;essum e
‘ wire a wire
125 ' =
- R — N R4
0

FIG.22



US 9,615,755 B2

Sheet 13 of 26

Apr. 11,2017

U.S. Patent

WA

oy —| LINN TTOHINOD

dOLI3rNI a4

A

d — MOTd 3AVHO048L3Y



US 9,615,755 B2

Sheet 14 of 26

Apr. 11,2017

U.S. Patent

¥C Ol

1INA "108INOD

JOLIIPNI N4

oS

A

4 — MOTd 3avy90d13y



U.S. Patent Apr. 11,2017 Sheet 15 of 26

FIG.25



US 9,615,755 B2

Sheet 16 of 26

Apr. 11,2017

U.S. Patent

, - o
| mhA\_MW— mhﬁ\_mr

=] O

MOT4 LSVMINOD 3IVIS >o<u.—w//

dJIONASNVHL FYNSSId

(Pd)
JINYNAGONW3H

T T LT AR
1o'nf
TASHU I
WALSAS ¥4 (od)
ANV 34NSS3dd 1NdLNO F¥IM
JINYNAQOW3H 0L NSSIYd
T di4 40 SIONIQVIY FYNSSIUd T1gvIS aNY
zo__.._«wv__mwwwmmm NOISIT SSOHIY MO14 ISVHINOD HVYNIAV]

JA3IHOY OL 3JONVLSIA IN3IDI44NS Pd
NOY4 WV3YLSdN SI X3 MOTd LSYHINQD

(Pd) HIV
NOY4 !Sd

AN 398Nd INNVS

om\\

——=]

H3ALFHIYD
Y30V NIHLIM
31avAON (0d)
UM 3HNSSINd

JIEHLYO ANV
WALSAS d3ONASNVYL
JINVNAJOW3H
ANIVS Q394Nd ONVH

T
(od)
Vadv MOT1d ISVHINOD M 154

7~ ¥3LIHLYD
4394V NIHLIM
J1avAON (pd)
YAFHIVD HONOYHL
av3¥ 34NSSIUd



U.S. Patent Apr.11,2017  Sheet 17 of 26 US 9,615,755 B2

104
104

ol
3
]

7%

R
<2

>
55
)
e
%
55
o
5
39,

P

o

&
&

%%

<2

O 0. 0.0
00000
00000
%&&&?Q}‘

o
o,

O

&

otede
o3,
0‘0
S
XS

(>
%
55

%%
o
3
RS
5
o
%

&

5
X
&
ol %%
R
L8285
betele!
2585
RS
2505¢S
2585

v,
o
&
-0
%
%
55
ol

%
%

%
&5
3

53
&

355

35S

’:
%2
&L
’:
o

<>

T,
SIS
KRS

Q8K

botelete
X288

999 V"’

bode%e %%

3RS

2585

)
S

FIG.28
FIG.29

]

DIRECTION OF BLOOD FLOW

o~

104

104
=
/
102 DIRECTION OF BLOOD FLOW

100




US 9,615,755 B2

Sheet 18 of 26

Apr. 11,2017

U.S. Patent

N>

1€ Old

o¢l

vel

129 001l

0g¢"OId

S MOT4 Q0014 h_w NOILO33IA

STARAITD
QMQ“O“QNQWONQNONQNQ»QMWno»..

.‘W‘W‘M’ s

%
RS ORNLENELIENIE
B0 AL AEERAXKS
[5050RERIIHIR RIS IR LIRK
a0t S o te e te e L0 Lo te s 200 20 00 % %0 % %42y o1
IR SEREGS RIS R
e e S e e Lo e e e Te te o oo e e et
SNSRI AL I I KK K XK K XX X
R IOSRLIRRLEERCLIRKELLRKE
BB IR0 IIREIEHLEI LKL
00 20202020 202620 2020280099900 ¥ Pa o000 %
feataisislninistateivnmrnaaiitetetiteletedio
BRI IIHIRIKIRE?

%%
X

KOS X50 a
0090900000006 0000 000 000000 Ve Vo S 0 00 5
00000000000000.003233??&***

190%090909.9,9.0.0.90.9.9.9.9:0 20200
12090%090%6%620 2020 9.8,0.0.0.9.0.0.0.4.9.0.0 019
00‘0000000:}?’”?&?%‘-v

LR ER BRI
e &S00S
SRS RIIRESRS,




US 9,615,755 B2

Sheet 19 of 26

Apr. 11,2017

U.S. Patent

(A

Old

00¢



US 9,615,755 B2

Sheet 20 of 26

Apr. 11,2017

U.S. Patent

¢eold

00¢



US 9,615,755 B2

Sheet 21 of 26

Apr. 11,2017

U.S. Patent

149

Old




US 9,615,755 B2

Sheet 22 of 26

Apr° 117 2017

U.S. Patent

““\.“‘\.\ “““

‘!l

“\.‘\"“!

S

——r L 2L L _

G¢Old

.

| AT

1474

144

00¢



US 9,615,755 B2

Sheet 23 of 26

Apr. 11,2017

U.S. Patent

m

9¢ Old

Mo ooo._m 40 NOILI3yIa

VA4 \\\\\\\\\\\\\

\\ Ll

(\/\L

—————————

<7

Snﬁm S

-~ ¥l S —~——

.v_‘m.\\NIlWII

—

—

Z

PN



U.S. Patent Apr. 11,2017  Sheet 24 of 26 US 9,615,755 B2

//100
A

- 12b
L — 4b
Y/ 406,408
\ [\
% 3
T

SER
EEE s NG
5 N|
1
2
= ™~
o N
O *
¢ O
o~ LI.
o
~ <
g\=
(o]
(@]
<

2b



U.S. Patent Apr. 11,2017  Sheet 25 of 26 US 9,615,755 B2

2500
)
/
2000 f
i /
LI 1500
=
: ¥
g : /’/
S
£ 1000 ’
o /
P 4
. AN
e =
50011 .l
.——-V".-/
=
) | (C‘)p |
0 0.2 0.4 0.6 0.8 1

% ARTERY DIAMETER REDUCTION

—4—5 mi/sec ADENOSINE
BLOOD FLOW

——CONTRAST FLOW 3,33
mi/sec 11.8 cP

REYNOLDS NUMBER vs % ARTERY DIAMETER REDUCTION

FIG.38




U.S. Patent

Apr. 11,2017 Sheet 26 of 26 US 9,615,755 B2

[ S e g — ‘ [
~L \_\t\ \\ . -
i ™AL \\\
0.9
i \ \
0.8
e
0.7 -
NEAR g
S
\
W 06 : \
(| )
s i \
[a ]
U
0.4 "; \
\
\
\
0.3 : ‘1
‘ | . Tlr C2-A
0.9 \ AL ( \)
(C1-A) 7 -
0.1 {
[ | : i \ l i
0 01 02 03 04

05 06 07 08 09
—&—333 mi/sec PEAK BLOOD ACTUAL % DIAMETER REDUCTION
FLOW WITHOUT ADENOSINE
—U—5 ml/sec PEAK BLOOD
FLOW (ADENOSINE) THEORETICAL FFR VALUE WITH BLOOD AND
~—XK---3.33 mi/sec CONTRAST

co
FLOW AT 11.80p NTRAST AND TRANSFORM FUNCTION
—&—CONTRAST WITH

TRANSFORM FUNCTION FIG°39




US 9,615,755 B2

1
METHOD AND APPARATUS FOR
FRACTIONAL FLOW RESERVE
MEASUREMENTS

CROSS-REFERENCE TO RELATED
APPLICATION

This application is a continuation of U.S. application Ser.
No. 13/534,864, filed Jun. 27, 2012, which claims the benefit
of U.S. Provisional Application No. 61/501,472, filed Jun.
27,2011, and entitled “Method and Apparatus for Fractional
Flow Reserve Measurements,” the disclosures of each of
which are incorporated herein by this reference.

BACKGROUND

Field

The present disclosure is directed to methods and appa-
ratus for determining fractional flow reserve (FFR) which is
a method of identifying the effect of an occlusion on blood
flow in vasculature. Occlusions could result from a buildup
of plaque, a thrombus, or any other material that prevents
normal or optimal blood flow.

Description of Related Art

Occlusions in vasculature can be the result of the buildup
of plaque, a thrombus, or any other material that prevents
normal or optimal blood flow. Vascular diseases are often
manifested by reduced blood flow due to atherosclerotic
occlusion of vessels. For example, occlusion of the coronary
arteries supplying blood to the heart muscle is a major cause
of heart disease. Numerous methods are currently available
for treating various lesion types, such as percutaneous
transluminal angioplasty (PTCA), cutting balloon angio-
plasty, directional coronary atherectomy (DCA), rotational
coronary atherectomy (RCA), ultrasonic breaking catheter
angioplasty, transluminal extraction catheter (TEC) atherec-
tomy, rotablator atherectomy, and excimer laser angioplasty
(ELCA). Often, stents are placed within the lesion so as to
prevent re-closure of the vessel (also known as recoil).

Lesion characteristics, together with vessel condition
proximal and distal to the lesion and vascular bed condition,
are used to determine the medically and economically
optimal treatment method or combination of methods of
choice. Geometry, pressure, and flow are three variables
often measured in the cardiovascular system. These mea-
surements are performed prior to, during, and after the
treatment, providing diagnostic and therapeutic data. The
measurement prior to the treatment allows careful treatment
selection. Measurements during and after the treatment
enable evaluation of the treatment efficacy.

Lesion geometry is evaluated by angiography, qualitative
coronary angiography (QCA), or by intravascular ultrasound
(IVUS). These measurements allow calculation of the per-
cent diameter stenosis (angiography or QCA) or percent area
stenosis (IVUS). This information is used to estimate steno-
sis severity, but clinicians have realized that direct physical
information about pressure and flow is necessary for com-
plete evaluation of coronary artery disease. Physiological
measurements such as pressure gradient have been clinically
used as an indicator for lesion severity. However, previous
attempts to relate the pressure gradient across the stenosis to
its functional significance have been disappointing without
the use of a pharmacological agent, such as a vasodilator,
that artificially increases heart rate. The decrease in the
pressure gradient after PTCA has been used to assess the
success of the treatment, with poor correlation. Thus, the use
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of a vasodilator to increase flow rate has been an important
component of the foregoing measurement calculations.

Other parameters have been defined and proven more
effective as indicators for lesion severity. The coronary flow
velocity reserve (CFVR) is defined as the ratio of hyperemic
to baseline flow velocity. The fractional flow reserve (FFR)
is defined as the ratio of distal (to stenosis) pressure (Pd) to
aortic pressure (Pa) during hyperemia. Hyperemic condi-
tions are obtained by administration of vasodilators (e.g.,
papaverine, adenosine). Clinical studies have demonstrated
that, in most cases, lesions with CFVR<2 must be treated
using one of the previously mentioned methods, whereas for
patients with CFVR>2, angioplasty may be avoided. Simi-
larly, in many cases interventions, such as angioplasty, may
be avoided if FFR>0.75. Coronary flow occurs essentially
during diastole while systolic contribution to total coronary
flow is smaller. A notable difference between diastolic to
systolic velocity ratio (DSVR) was observed between nor-
mal and stenotic arteries.

The FFR and CFVR are independent but complementary
indicators. The first characterize the specific lesion whereas
the second is a more global parameter, characterizing the
lesioned vessel (lesion and distal bed). Clinical studies (Di
Mario et al., Catherization and Cardiac Diagnosis 38, 189-
201, 1996) show that for approximately 75% of the patients,
CFVR and FFR lead to the same conclusion regarding the
lesion significance. At the same time, for 25% of the
patients, the conclusions regarding lesion significance were
different. This means that simultaneous determination of
coronary flow reserve and fractional flow reserve is impor-
tant and gives the clinician the additional and more complete
information regarding the lesion severity.

Technical progress has been made recently with respect to
pressure and velocity monitoring guide wires. For example,
0.014" PressureWire® (Radi Medical System, Uppsala,
Sweden) is now available for intracoronary pressure mea-
surements. Another maker of pressure wires is Volcano
Corporation and sold under the trade name FloWire®.
Additionally, these measurements may be performed using
diagnostic low profile catheters, Millar pressure transducer
catheters (available by Millar Instruments, Inc., Houston,
Tex., US.A.), or any other intravascular pressure equip-
ment.

A 0.014" doppler flow wire (Cardiometrics Inc., Mountain
View, Calif.) is also available for intracoronary velocity
measurements. These wires may be advanced into distal
parts of the coronary tree without significantly impeding the
flow. Simultaneous measurements of FFR and CFVR
require the use of both wires and/or a wire with multiple
sensors. Such a procedure is complicated, expensive, and
used only for research purposes. Therefore, clinicians use
either velocity measurements to calculate coronary flow
velocity reserve (CFVR) or pressure measurements to cal-
culate fractional flow reserve (FFR). Furthermore, the flow
wire is sensitive to the location of the tip within the vessel
cross section. The wire tip will measure accurately if located
along the longitudinal axis. However, significant errors will
appear once the wire is within the boundary layer. Therefore,
manipulating the flow wire requires high expertise and a lot
of experience. Fortunately, these limitations are not relevant
to the pressure wire measurements, yielding accurate data
with simple handling.

Relevant United States patents and publications in the
field of methods and apparatus for determining fractional
flow reserve (FFR) in blood vessels include U.S. Pat. No.
6,089,103 to Smith; U.S. Pat. No. 6,354,999 to Dgany et al.;
U.S. Pat. No. 6,471,656 to Shalman et al.; U.S. Pat. No.
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6,565,514 to Svanerudh et al.; U.S. Pat. No. 6,615,667 to
Smith; U.S. Pat. No. 6,672,172 to Tulkki et al.; U.S. Pat. No.
6,754,608 to Svanerudh et al.; U.S. Pat. No. 7,454,244 to
Kassab et al.; U.S. Pat. No. 7,775,988 to Pjjls, each incor-
porated herein by reference in their entirety for this purpose.
U.S. Patent Application Publication No. 2009/0234231 to
Knight et al. and International Publication No. WO 2010/
033971 to Kassab likewise are directed to known methods
and apparatus for determining fractional flow reserve (FFR)
in a blood vessel and are incorporated herein by reference in
their entirety for this purpose.

SUMMARY

In one desirable embodiment, an Avanta™ power injector
provided as part of an Avanta™ Fluid Management Injection
System manufactured by Medrad®, Inc. comprises an FFR
measurement mode or capability. This mode or capability
provides a clinician with the ability to achieve and identify
a maximum flow rate for FFR measurement without using a
vasodilator. Additionally, the FFR measurement mode or
capability may instruct the clinician on how to operate the
device to capture the greatest pressure difference in the
presence of a maximum flow rate. Thus, in a first pressure
measurement technique or procedure, supported by the
Avanta™ Fluid Management Injection System, an FFR
software mode is provided and no disposable or hardware
changes are required in the Avanta™ Fluid Management
Injection System. The FFR modification only involves
changes to the software control system. In a second mea-
surement technique discussed in detail herein, simultaneous
pressure measurements of an occlusion or stenosis are taken.
This alternative system, technique, or procedure allows for
two sensing systems to quantify the effect of an occlusion on
blood flow in a single measurement.

The various embodiments described in this disclosure
may be used to identify the presence of a stenosis with
traditional angiography and then quantify the lesion with
saline or other harmless fluid. A dual syringe power injector
may also be used in the various embodiments of this
disclosure, such as the dual syringe power injector disclosed
in International Application No. PCT/US2010/042501 bear-
ing International Publication No. WO 2011/011346 Al,
incorporated herein by reference in its entirety.

This disclosure also provides multiple embodiments for
taking pressure measurements in a blood vessel. In one
embodiment, a pressure sensing arrangement for acquiring
simultaneous proximal and distal pressure readings across
the stenosis comprises a guide wire supporting optical
sensors and micro-electromechanical systems (MEMS)
based sensors. In another embodiment, a pressure sensing
arrangement for acquiring simultaneous proximal and distal
pressure readings across the stenosis comprises implantable
support rings for supporting pressure sensors and the like,
proximal and distal of the stenosis. In another embodiment,
a pressure sensing arrangement for acquiring simultaneous
proximal and distal pressure readings across the stenosis
comprises an implantable stent for supporting pressure sen-
sors and the like, proximal and distal of the stenosis. In a
further embodiment, a pressure sensing arrangement for
acquiring simultaneous proximal and distal pressure read-
ings across the stenosis comprises an umbrella or inferior
vena cava (IVC) filter for supporting pressure sensors and
the like, proximal and distal of a stenosis.

Often an occlusion or stenosis occurs in a bifurcation in
a blood vessel, and a multi-pressure wire arrangement is
described herein for determining pressure proximal and

10

15

20

25

30

35

40

45

50

55

60

65

4

distal of the stenosis. The multi-pressure wire arrangement
may alternatively comprise one or more optical sensors,
such as four (4) optical sensors or MEMs based sensors, for
determining pressure proximal and distal of the stenosis. In
another embodiment, multiple hemodynamic catheters or
hemodynamic pressure transducers may be used to deter-
mine pressure proximal and distal of a stenosis at a bifur-
cation in a blood vessel. In a further embodiment, a com-
bination of pressure wires and hemodynamic catheters may
be used to determine pressure proximal and distal of a
stenosis at a bifurcation in a blood vessel. Additionally, a
thrombus removal catheter comprising pressure sensors may
be used to determine pressure proximal and distal of a
stenosis in a blood vessel.

One method of determining fractional flow reserve (FFR)
in a blood vessel having stenosis comprises injecting fluid
into the blood vessel upstream of the stenosis using a power
fluid injector, measuring pressure drop across the stenosis,
and calculating FFR from measured pressure drop. The
injected fluid may comprise a contrast medium.

Additional parts of the method may comprise placing a
pressure sensor proximal of the stenosis, injecting fluid into
the blood vessel upstream of the stenosis using the power
fluid injector, and measuring pressure in the blood vessel
proximal of the stenosis. Injecting fluid into the blood vessel
may be reduced, limited, or discontinued when retrograde
flow is present in the blood vessel. Injecting fluid into the
blood vessel may be reduced, limited, or discontinued after
a preset period of time or after a pressure measurement has
been taken.

Further parts of the method may comprise repositioning
the pressure sensor to a position distal of the stenosis,
reinjecting fluid into the blood vessel upstream of the
stenosis using the power fluid injector, and measuring pres-
sure in the blood vessel distal of the stenosis. Reinjecting
fluid into the blood vessel may be reduced, limited, or
discontinued when retrograde flow is present in the blood
vessel. Reinjecting fluid into the blood vessel may be
reduced, limited, or discontinued after a preset period of
time or after a pressure measurement has been taken. Mea-
suring pressure drop across the stenosis may comprise
calculating the ratio of distal pressure to proximal pressure
in the blood vessel. The FFR result may be displayed on a
user interface display associated with the power fluid injec-
tor.

In another embodiment, a method of determining frac-
tional flow reserve (FFR) in a blood vessel having stenosis
comprises inserting a multi-lumen catheter into the blood
vessel, injecting fluid into the blood vessel upstream of the
stenosis using a power fluid injector, measuring pressure
drop across the stenosis, and calculating FFR from the
measured pressure drop. The injected fluid may comprise a
contrast medium. The multi-lumen catheter may comprise at
least a fluid injecting or conducting lumen and a hemody-
namic monitoring lumen.

The method may further comprise placing a pressure
sensor proximal of the stenosis, injecting fluid into the blood
vessel upstream of the stenosis using the power fluid injec-
tor, and measuring pressure in the blood vessel proximal of
the stenosis. Injecting fluid into the blood vessel may be
reduced, limited, or discontinued when retrograde flow is
present in the blood vessel. Injecting fluid into the blood
vessel may be reduced, limited, or discontinued after a
preset period of time or after a pressure measurement has
been taken. Measuring pressure in the blood vessel proximal
of the stenosis may comprise substantially simultaneously
measuring pressure using the pressure sensor and a hemo-
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dynamic monitoring port on the multi-lumen catheter. Addi-
tional parts of the method may comprise repositioning the
pressure sensor to a position distal of the stenosis, reinject-
ing fluid into the blood vessel upstream of the stenosis using
the power fluid injector, and substantially simultaneously
measuring pressure in the blood vessel distal of the stenosis
using the pressure sensor and proximal of the stenosis via a
hemodynamic monitoring port on the multi-lumen catheter.
Reinjecting fluid into the blood vessel may be reduced,
limited, or discontinued when retrograde flow is present in
the blood vessel. The step of reinjecting fluid into the blood
vessel may be reduced, limited, or discontinued after a
preset period of time or after a pressure measurement has
been taken.

Further parts of the method may comprise repositioning
the pressure sensor to a position proximal of the stenosis,
reigjecting fluid into the blood vessel upstream of the
stenosis using the power fluid injector, and substantially
simultaneously measuring pressure in the blood vessel
proximal of the stenosis using the pressure sensor and the
hemodynamic monitoring port on the multi-lumen catheter.
Injecting fluid into the blood vessel may be reduced, limited,
or discontinued when retrograde flow is present in the blood
vessel. Injecting fluid into the blood vessel may be reduced,
limited, or discontinued after a preset period of time or after
a pressure measurement has been taken. Measuring pressure
drop across the stenosis may comprise calculating the ratio
of distal pressure to proximal pressure in the blood vessel.
The FFR result may be displayed on a user interface display
associated with the power fluid injector.

Further details and advantages of the various embodi-
ments described in detail herein will become clear upon
reviewing the following detailed description of the various
embodiments in conjunction with the accompanying draw-
ing figures, where like parts are designated by like reference
numerals throughout.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 is a graphical view showing waveform patterns of
minimal to severe stenosis in a blood vessel.

FIG. 2 is a view of a user interface display for a power
injector showing an exemplary FFR menu.

FIG. 3 is a schematic view of a blood vessel with a
stenosis.

FIG. 4 is a view of the user interface display for a power
injector showing an FFR menu and a first step for deter-
mining FFR comprising identifying maximum flow rate in
the blood vessel of FIG. 3.

FIG. 5 is a schematic view of the blood vessel with the
stenosis of FIG. 3 and showing a maximum flow rate in the
blood vessel.

FIG. 6 is a view of the user interface display for a power
injector showing an FFR menu and a second step for
determining FFR comprising inserting a pressure wire into
the blood vessel of FIG. 3.

FIG. 7 is a schematic view of the blood vessel with the
stenosis of FIG. 3 and showing a pressure wire inserted into
the blood vessel.

FIG. 8 is a view of the user interface display for a power
injector showing an FFR menu and a third step for deter-
mining FFR comprising initiating maximum flow rate in the
blood vessel of FIG. 3 and recording pressure proximal of
the stenosis.

FIG. 9 is a schematic view of the blood vessel with the
stenosis of FIG. 3 after initiating maximum flow rate in the
blood vessel to record pressure proximal of the stenosis.
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FIG. 10 is a view of the user interface display for a power
injector showing an FFR menu and a fourth step for deter-
mining FFR comprising repositioning the pressure wire in
the blood vessel of FIG. 3.

FIG. 11 is a schematic view of the blood vessel with the
stenosis of FIG. 3 and showing the repositioned pressure
wire in the blood vessel.

FIG. 12 is a view of the user interface display for a power
injector showing an FFR menu and a fifth step for deter-
mining FFR comprising initiating maximum flow rate in the
blood vessel of FIG. 3 and recording pressure distal of the
stenosis.

FIG. 13 is a schematic view of the blood vessel with the
stenosis of FIG. 3 after initiating maximum flow rate in the
blood vessel to record pressure distal of the stenosis.

FIG. 14 is a view of the user interface display for a power
injector showing an FFR menu and a sixth step for deter-
mining FFR comprising validating the FFR pressure read-
ing.

FIG. 15 is a schematic view of the blood vessel with the
stenosis of FIG. 3 after initiating maximum flow rate in the
blood vessel and subsequent validation of the pressure
readings.

FIG. 16 is a view of a user interface display for a power
injector showing an alternative embodiment of an exemplary
FFR menu.

FIG. 17 is a schematic view of a blood vessel with a
stenosis.

FIG. 18 is a view of the user interface display for a power
injector showing an FFR menu comprising identifying
maximum flow rate in the blood vessel of FIG. 17.

FIG. 19 is a schematic view of the blood vessel with the
stenosis of FIG. 17 and showing a maximum flow rate in the
blood vessel.

FIG. 20 is a view of the user interface display for a power
injector showing an FFR menu comprising inserting a
pressure wire into the blood vessel of FIG. 17.

FIG. 21 is a schematic view of the blood vessel with the
stenosis of FIG. 17 and showing a pressure wire inserted into
the blood vessel.

FIG. 22 is a view of the user interface display for a power
injector showing an FFR menu comprising acquiring proxi-
mal and distal pressure readings across the stenosis.

FIG. 23 is a schematic view of the blood vessel with the
stenosis of FIG. 17 to acquire the proximal and distal
pressure readings across the stenosis.

FIG. 24 1s a schematic view of the blood vessel with the
stenosis of FIG. 17 showing an alternative of a pressure
sensing arrangement for acquiring simultaneous proximal
and distal pressure readings across the stenosis.

FIG. 25 1s a schematic view of the blood vessel with the
stenosis of FIG. 3 or FIG. 17 showing a guide wire sup-
porting optical sensors.

FIG. 26 is a schematic cross-sectional view of the guide
wire of FIG. 25.

FIG. 27 is a schematic view of a fluid path set for use with
a power injector to determine FFR in a blood vessel.

FIG. 28 is a schematic view of a blood vessel with a
stenosis and showing implantable support rings for support-
ing pressure sensors and the like, proximal and distal of the
stenosis.

FIG. 29 is a schematic view of a blood vessel with the
stenosis of FIG. 28 showing the implantable support rings
proximal and distal of the stenosis and a stent disposed
between the support rings.
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FIG. 30 is a schematic view of a blood vessel with a
stenosis and showing an implantable stent for supporting
pressure sensors and the like, proximal and distal of the
stenosis.

FIG. 31 is a schematic view of an umbrella filter for
supporting pressure sensors and the like, proximal and distal
of a stenosis.

FIG. 32 is a schematic view of a bifurcated blood vessel
with a stenosis and showing a multi-pressure wire arrange-
ment for determining pressure proximal and distal of the
stenosis.

FIG. 33 is a schematic view of a bifurcated blood vessel
with the stenosis of FIG. 32 and showing a multi-pressure
wire arrangement comprising four optical sensors for deter-
mining pressure proximal and distal of the stenosis.

FIG. 34 is a schematic view of a bifurcated blood vessel
with the stenosis of FIG. 32 and showing use of three
hemodynamic catheters for determining pressure proximal
and distal of the stenosis as an alternative to the pressure
sensing arrangements shown in FIGS. 32-33.

FIG. 35 is a schematic view of a bifurcated blood vessel
with a stenosis of FIG. 32 and showing use of a combination
of pressure wires and hemodynamic catheters for determin-
ing pressure proximal and distal of the stenosis as an
alternative to the pressure sensing arrangements shown in
FIGS. 32-34.

FIG. 36 is a schematic view of a blood vessel with a
stenosis showing a thrombus removal catheter comprising
pressure sensors for determining pressure proximal and
distal of the stenosis as an alternative to the pressure sensing
arrangements shown in FIGS. 32-35.

FIG. 37 is a schematic view of a fluid delivery system
operable to deliver fluid flow in an optimized manner.

FIG. 38 is a graph of Reynolds Number vs. Artery
Diameter Reduction used to describe aspects of the methods
of determining FFR described herein.

FIG. 39 is a graph of Theoretical FFR Value with Blood
and Contrast Transform Function used to describe aspects of
the methods of determining FFR described herein.

DESCRIPTION OF THE PREFERRED
EMBODIMENTS

For purposes of the description hereinafter, spatial orien-
tation terms, as used, shall relate to the referenced embodi-
ment as it is oriented in the accompanying drawing figures
or otherwise described in the following detailed description.
However, it is to be understood that the embodiments
described hereinafter may assume many alternative varia-
tions and configurations. It is also to be understood that the
specific components, devices, features, and operational
sequences illustrated in the accompanying drawing figures
and described herein are simply exemplary and should not
be considered as limiting.

In this disclosure, various embodiments of a method and
system are provided that use a power injector to push fluid
through a blood vessel while making an FFR measurement.
Conventional FFR practice involves administering a phar-
maceutical known as a vasodilator to a patient. This drug
increases blood flow across a measured area by pacing the
heart to increase cardiac output. Based on this increase, the
pressure differential is measured through increases using one
or a plurality of sensors. Instead of increasing the pacing of
the heart, injecting fluid at a controlled rate using a power
injection normalizes pressures to a maximal amount that a
particular vessel can support as identified through retrograde
flow R in the Figures. The use of a power injector also
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provides the capability to ensure protocol-based or maxi-
mized pressure differential across a lesion.

In cases where differential viscosity fluids are used with
lesser flow rates, the viscosity differences produce an image
with standard pressure waveforms similar to hemodynamic
signals. Such waveforms are familiar to clinicians who
routinely observe pressure waveforms on a hemodynamic
monitor during cardiac procedures. Typical waveform pat-
terns showing minimal to severe stenosis are shown in FIG.
1. Pressure differences are still be magnified at the lesion site
due to the increased blood viscosity differences alone.
Various fluid mechanics formulas may be used to determine
pressure drop in a conduit, such as a blood vessel. One such
equation is Darcy-Weishbach: AP=fXL/Dx((pxVxD)/2);
where: AP=pressure drop; f=friction factor; L=artery restric-
tion length; D=average diameter of restricted artery;
p=density of fluid; V=velocity of fluid. Another such equa-
tion is: Q=AxV, where: Q=flow rate; A=cross-sectional area
of restriction; V=velocity of fluid. A third equation for use
in determining pressure drop in a conduit is: f=64/Re;
where: f=friction factor and Re=Reynolds number. A fourth
equation for use in determining pressure drop in a conduit is:
Re=(pxVxD)/; where: Re=Reynolds number; p=fluid den-
sity; V=velocity of fluid; D=diameter of restriction artery;
and p=fluid viscosity.

Accordingly, to increase the measured pressure drop
during FFR without using pharmaceuticals, the following
discussed relationships may be determined. First, the mea-
sured pressure drop across the blood vessel restriction
increases as the flow rate increases across the restriction. As
noted previously, current practice is to use a vasodilator
pharmaceutical to increase blood flow rate. The present
method increases flow across the restriction using a steady
state and controlled injection fluid across the restriction
administered by a power injector, thus causing an increased
pressure drop or differential without the need for a pharma-
ceutical. Next, the pressure differential increases across the
restriction as the viscosity of the injected fluid across the
restriction increases. In current practice, known FFR mea-
surement techniques typically use the patient’s blood. In the
present method, the power injector may use a more viscous
media such as contrast. Third, the use of a power injector
enables the measured pressure drop across a restricted artery
to be more accurately correlated to a percentage restriction
of the blood vessel (e.g., an artery) without using pharma-
ceuticals. A suitable power injector for the foregoing appli-
cation includes an Avanta™ Fluid Management Injection
System manufactured by Medrad®, Inc., and disclosed in
U.S. Pat. Nos. 7,549,977 and 7,563,249, incorporated herein
by reference for details relating to power injectors suitable
for the present method.

In one embodiment, an FFR measurement feature may be
integrated with an Avanta™ Fluid Management Injection
System. In this embodiment, two (2) measurement tech-
niques may be supported with the Avanta™ power injector.
This pressure measurement technique involves incorporat-
ing an FFR software mode in the Avanta™ Fluid Manage-
ment Injection System. In this measurement technique, no
physical changes to the disposable and hardware portions of
the Avanta™ Fluid Management Injection System are
required, and the only changes needed are software modi-
fications to the software control system. A second measure-
ment technique involves simultaneous pressure measure-
ments of an occlusion in a blood vessel. This technique
allows for two sensing elements to quantify the effect of an
occlusion on blood flow in a single measurement.
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Referring to FIGS. 2-15, an FFR measurement system 10
is depicted situated in a blood vessel V, such as an artery.
This system 10 uses the current physical platform of an
Avanta™ power fluid injector 2 with modifications to the
software control system of the control unit 4 of the power
fluid injector 2, as noted above, which provide a mechanism
to inject viscous fluid across an occlusion, lesion, or stenosis
S at high flow rates. FFR measuring devices are then be able
to quantify stenosis presence S and effect without pacing the
heart through a pharmaceutical vasodilator. In FIG. 2, an
exemplary Avanta™ user interface screen 12 (e.g., graphical
user interface (GUI)) displays the FFR mode, and the user
is guided through a series of steps. The user interface screen
12 provides instructions and indicators on how to complete
the FFR measurement. Referring to FIGS. 4-5, an initial step
in the FFR measurement process is depicted. In this step, the
clinician, such as a physician, identifies the maximum
contrast flow for the FFR measurement by injecting contrast
medium C via a catheter 14 connected to the Avanta™
power fluid injector 2. Initially, the clinician positions the
catheter 14 where contrast can be injected under pressure
into the direction of blood flow B. The clinician then initiates
the contrast injection with a variable hand controller (not
shown) associated with the Avanta™ Fluid Management
Injection System through the catheter 14. Once retrograde
flow R is observed, the maximum flow rate has been
achieved. The clinician “saves’ this flow rate by pressing,
for example, a side (saline) button on the hand controller or
by another input to the Avanta™ control system, such as by
pressing a button on the user interface screen 12. U.S. Pat.
No. 7,313,431 to Uber et al. discloses a methodology for
determining retrograde flow R in a blood vessel V, and this
patent is incorporated herein by reference for this purpose.

The next step in the FFR measurement process is depicted
in FIGS. 6-7. In this step, the clinician places a pressure wire
20 supporting a pressure sensor 22 prior to the beginning of
the stenosis S. This wire 20 is introduced using established
clinical technique in the same manner as a traditional guide
wire. It is desirable to give consideration to ensuring that the
contrast medium C does not “jet” across the stenosis S, and
side-hole catheters are desirable for this application such as
a Vanguard Dx® Angiographic Catheter manufactured by
Medrad®, Inc. and disclosed in U.S. Patent Publication No.
US 2007/0073271 to Brucker et al., incorporated herein by
reference.

Next, the method comprises acquiring a first pressure
reading, as depicted by FIGS. 8-9. In this step, the system 10
acquires the first pressure reading via pressure sensor 22
through the support of the Avanta™ power fluid injector 2,
and contrast flow C is initiated with the use of the hand
controller. In this step of the method, the hand controller acts
as a trigger to start a fluid injection in the direction of blood
flow B. Once started, the fluid injection continues for three
seconds (or other programmed time) at the maximum flow
rate determined in the first method step discussed previously.
As the fluid injection commences, flow rate and pressure
increase in the blood vessel V. This pressure is measured by
the pressure sensor 22 (e.g., a pressure transducer) on the
pressure wire 20 and is retrieved by the control system of the
Avanta™ Fluid Management Injection System. Condition-
ing logic or other signal filtering techniques in the control
system of the Avanta™ Fluid Management Injection System
can be employed to prevent a false reading by comparing the
output of the pressure sensor 20 before, during, and after the
fluid injection. Additionally, sensed conditions are verified
to ensure that the pressure sensor 22 does ot become lodged
into the wall of the blood vessel V. Previous steady state
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measurements may be employed to ensure the “reasonabil-
ity” of the returned pressure measurements. Feedback could
signal termination of the fluid injection through an Imaging
System Interface (ISI) port if the returned signals are not as
anticipated. After the fluid injection, pressure normalizes in
the blood vessel V and the beginning and ending pressure
become the same. Pressure measured during the fluid injec-
tion may be filtered for transients along with fluid rise and
fall conditions. The proximal pressure measurement is then
stored in the Avanta™ control system (e.g., control unit 4)
for use in the FFR calculation. While the various FFR
measurement techniques described in this disclosure suggest
using an existing Avanta™ control system as a suitable
control system or device, this should not be deemed exclu-
sive and any logical storage and computation device may
also be used for FFR calculations in the various embodi-
ments in this disclosure.

In a further step in the FFR measurement process, the
pressure wire 20 is repositioned in the blood vessel V, as
shown in FIGS. 10-11. In this step, the pressure wire 20 is
moved distally past the stenosis S to a region behind the
occlusion to complete the pressure measurement. The cath-
eter 14 remains in place for the duration of the measurement.
Referring further to FIGS. 12-13, the second or distal
pressure measurement may now be taken using the pressure
sensor 22 on the pressure wire 20. The placement of the
pressure sensor 22 past the stenosis S enables the pressure
sensor 22 to be exposed to increased flow rates and fluid
pressure during a fluid injection. In this case, the hand
controller acts as a triggering mechanism to commence the
injection of fluid, contrast media C, in the direction of blood
flow B. The fluid is injected for three seconds (or other
programmed time) while the second measurement is made.
During the fluid injection, flow rate and pressure increase in
the blood vessel V. This pressure increase is measured by the
pressure sensor 22 and is retrieved by the control system of
the Avanta™ Fluid Management Injection System. Condi-
tioning logic through signal filtering may be employed to
prevent a false reading by comparing the output of the
pressure sensor 22 before, during, and after the fluid injec-
tion. Additionally, sensed conditions are verified to ensure
the pressure sensor 22 does not become lodged into the wall
of the blood vessel V. Previous steady state measurements
may be used to ensure the “reasonability”” of the returned
pressure measurements. After the fluid injection, pressure
normalizes in the blood vessel V, and the beginning and
ending pressure become the same. The pressure measured
during the fluid injection is filtered for transients along with
fluid rise and fall conditions. The second or distal pressure
reading is then stored in the control system of the Avanta™
Fluid Management Injection System for a later calculation.
The foregoing fluid injections in the blood vessel V may be
accomplished via injection of a contrast medium which may
be diluted as desired by saline, as described in U.S. Patent
Application Publication No. 2010/0114040 to Schriver et al.,
which discloses a mixing hand controller of the Avanta™
Fluid Management Injection System.

FIGS. 14-15 show the validation or confirmation of the
FFR measurement. As FIGS. 14-15 reveal, the FFR mea-
surement can be validated in one event. As shown in FIGS.
14-15, the pressure sensor 22 starts at the distal end of the
stenosis, or a first (1°*) position of the pressure sensor 22
shown in FIG. 15. The hand controller acts as an injection
trigger for a third and final time. The fluid injection is
initiated and the control system of the Avanta™ Fluid
Management Injection System indicates that the first mea-
surement is being taken through an audible or visual indi-
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cation or a combination thereof. After an additional two
seconds (or other programmed time), the Avanta™ power
fluid injector 2 alerts the clinician by indicating to the
clinician to pull back on the pressure wire 20. The clinician
pulls back to a location that is proximal to the stenosis S, or
to a second (2”) position of the pressure sensor 22 shown
in FIG. 15. Throughout this process, pressure measurements
are taken using the pressure sensor 22. It can be anticipated
that the maximum pressure is proximal to the stenosis S and
the minimum pressure is distal to the stenosis S. Time
duration of the validation process can vary. Additionally,
these pressure measurements could also end with another
initiation of the hand controller. FFR is then calculated by
Pd/Pp, and both the distal and proximal pressure measure-
ments are filtered MAP (Mean Arterial Pressure) for effect.
The FFR value is calculated as a part of the foregoing
described methodologies are the same, and differing values
could indicate inaccurate technique. Both values are dis-
played to the clinician for reporting purposes. A quality
metric may also provide the clinician with an indication that
their measurements are consistent. The FFR values may be
stored and recalled as required. In some instances when
intervention is required, the first set of FFR values may be
compared with a second set after the intervention. This
comparison provides a before and after look at flow rate.

In a variation of the foregoing method, simultaneous
pressure measurements may be taken, as illustrated in FIGS.
16-23. The simultaneous pressure measurement embodi-
ment of the FFR measurement system 10a is depicted in
FIGS. 16-23. This system 10a also uses Avanta™ Fluid
Management Injection System with appropriate modifica-
tion to the control system and disposable set, and a power
fluid injector 2a and control unit 4a therefor is shown
schematically in these figures. A modified multi-lumen
catheter 40 comprising a first fluid conducting/injecting port
or lumen 42 and a second hemodynamic monitoring port or
lumen 44 may be used in the system 10a, and connected to
the power fluid injector 2a. As with the foregoing embodi-
ment of the FFR measurement system 10, the Avanta™
Fluid Management Injection System includes an FFR mode.
The FFR mode may be visually distinguishable from the
normal operating mode based on bordering and other col-
oring effects on the user interface display 12a, and provides
the clinician with the ability to achieve and identify a
maximum flow rate for FFR measurement. Additionally, the
FFR mode instructs the clinician on how to operate the
device to capture the greatest pressure difference in the
presence of maximum flow rate.

In FIG. 16, an exemplary user interface display 12a for
the Avanta™ Fluid Management Injection System is shown
displaying the FFR mode. In FIG. 17, the blood vessel V is
shown with a stenosis S in a similar manner to FIG. 3. The
user interface display 12« is used to guide the user through
a series of operational steps, and the user interface display
12a provides instructions and indicators on how to complete
the required measurements. Referring to FIGS. 18-19, the
clinician first identifies the maximum contrast flow for the
FFR measurement. In this method step, the clinician posi-
tions the catheter 40 to a position where the catheter 40 can
inject contrast medium C under pressure via the fluid
injecting lumen 42 using the power fluid injector 2a. The
clinician then initiates the contrast medium C injection with
the variable hand controller from the Avanta™ Fluid Man-
agement Injection System. Once retrograde flow R 1is
observed, the maximum flow rate has been achieved and the
clinician “saves” this flow rate by pressing on the side
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(saline) button on the hand controller or by another input to
the control system such as by pressing a button on the user
interface display 12a.

Referring next to FIGS. 20-21, the next FFR measurement
method step is illustrated. In FIGS. 20-21, the clinician
places the pressure wire 20a just prior to the beginning of the
stenosis S. The pressure wire 20a supporting one or more
pressure sensors 22a may be introduced using established
clinical technique in the same manner as a traditional guide
wire. Again, consideration can be given to ensuring that the
contrast medium C does not “jet” across the across the
stenosis S, and side-hole catheters are desirable for this
application, as indicated previously. Ideally, the hemody-
namic monitoring port or lumen 44 aligns with the pressure
wire 20a, so that both a hemodynamic monitoring port or
lumen 44 and the pressure sensor 22a read the same hemo-
dynamic signal.

FIGS. 22-23 next depict the acquisition of the first pres-
sure measurement reading. In this step, the FFR measure-
ment system 10a is shown to acquire the first pressure
reading through the support of the Avanta™ power fluid
injector 2a. Contrast medium C flow is initiated with the use
of the hand controller from the Avanta™ Fluid Management
Injection System, which actuates the power fluid injector 2a
to inject contrast medium C. In this step of the process, the
hand controller acts as a trigger to start a fluid injection using
the Avanta™ power fluid injector 2a and contrast medium C
in injected via the fluid injecting port or lumen 42 of the
catheter 40. Once started, the fluid injection continues for
ten seconds (or other programmed amount) at the maximum
flow rate determined previously. Pressure readings proximal
or distal of the stenosis S are taken substantially simultane-
ously using the pressure sensor 22a and the hemodynamic
monitoring port or lumen 44 on the catheter 40.

The Avanta™ control system typically initiates an audible
and/or visual alert indicating to the user to start acquiring an
FFR signal. Flow rate and pressure increase in the blood
vessel V as fluid is injected by the Avanta™ power fluid
injector 2a and contrast medium C in injected via the fluid
injecting port or lumen 42 of the catheter 40. The fluid
pressure is measured by the hemodynamic monitoring port
or lumen 44 of the catheter 40 and by the pressure sensor 22a
at the first (1*) position shown in FIG. 23. Both readings are
recorded by the Avanta™ control system. Once the clinician
is alerted, the pressure wire 20a is advanced past the stenosis
S to the distal end thereof, where the pressure sensor 224 is
placed at a second (2%) position as shown in FIG. 23. Fluid,
such as contrast medium C, is again injected into the blood
vessel V using the power fluid injector 2a via the fluid
injecting port or lumen 42 of the catheter 40 for a preset
period of time, such as 3 seconds, and until retrograde flow
R is again observed in the blood vessel V. Pressure readings
may be taken substantially simultaneously distal of the
stenosis S using the pressure sensor 22a and proximal of the
stenosis S using the hemodynamic monitoring port or lumen
44 on the catheter 40.

Next, the clinician retracts the pressure wire 20a to its
starting location, where the pressure sensor 22a is placed at
a third (3"%) position as shown in FIG. 23, and fluid, such as
contrast medium C, is again injected into the blood vessel V
using the power fluid injector 2a via the fluid injecting port
or lumen 42 of the catheter 40 for a preset period of time,
such as 3 seconds, and until retrograde flow R is again
observed in the blood vessel V. This last position is in the
vicinity of the hemodynamic monitoring port or lumen 44 of
the catheter 40 and pressure readings may again be taken
simultaneously using the pressure sensor 22a and the hemo-
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dynamic monitoring port or lumen 44 of the catheter 40.
Physicians/clinicians often use this last step to validate that
the pressure readings before the stenosis S are read identi-
cally by both sensors. If for any reason the pressure readings
are different, the physician or clinician may recalibrate and
measure again.

Conditioning logic through signal filtering embedded as
part of the Avanta™ control system prevents a false reading
by comparing the output of the pressure transducer 22a
before, during, and after the fluid injection. Additionally,
sensed conditions are verified to ensure that the pressure
transducer 224 does not become lodged into the wall of the
blood vessel V. Previous steady state measurements may be
used ensure the “reasonability” of the returned pressure
measurements. After the fluid injection, pressure normalizes
in the blood vessel V and the beginning and ending pressure
become the same. Pressure measured during the fluid injec-
tion may be filtered for transients along with fluid rise and
fall conditions. The pressure is then stored for use in the FFR
calculation. FFR is then calculated by Pd/Pp and both the
distal and proximal pressures may be filtered for effect. FFR
values may be stored and recalled as required. In instances
when intervention is required, the first set of FFR values
may be compared with a second set. This provides a before
and after look at flow rate as provided by FFR measurement.

A variation of the foregoing simultaneous measurement
methodology is illustrated in FIG. 24. In this alternate
method of simultaneous pressure measurement, a catheter
50 may be provided having a distal end 52 defining a distal
end opening 54 that allows for a dual pressure sensing wire
56 to extend past the distal end opening 54. The dual
pressure sensing wire 56 comprises two pressure sensors
58(1), 58(2) axially spaced apart on the dual pressure
sensing wire 56 so as to extend past the distal end opening
54. In this embodiment, side holes (not shown) on the
catheter 50 diffuse fluid medium, contrast medium, while the
distal end 52 allows for exact placement of the dual sensing
pressure wire 56. This embodiment of the catheter 50
eliminates the need for the clinician to reposition the cath-
eter 50 once it is placed and only the dual pressure sensing
wire 56 needs positioning. The Avanta™ power fluid injec-
tor 2 and control system or unit 4 may be used in the
embodiment shown in FIG. 24.

In another embodiment, as shown in FIGS. 25-26, a guide
wire 60 may comprise numerous sensors 62. The guide wire
60 may define an internal cavity and have an optical shield-
ing covering that protect against X-rays. Certain known
guide wires and/or catheters currently provide a damped
way to view hemodynamic signals. However, these known
devices can also act as a medium for carrying optical wires
used for transmitting pressure data. These known guide
wires have internal cavities initially designed to act in many
of the same ways as a traditional catheter. Depending on the
internal diameter (ID) of a guide wire, numerous optical
wires can be placed. In the guide wire 60 shown in FIG. 25,
a metal based covering, such as Nitenol, may be used to
enhance protection for internal optical wires 64 to guard
against light and/or X-Ray emissions. Holes or cutouts may
also be provided to enable the optical sensors 62 to protrude
from the guide wire 60 and/or a catheter. This feature
enables the external facing portion of the sensor 62 to exit
the guide wire 60 and/or catheter while the internal portions
remain protected. Thus, only the sensing portions of the
sensors 62 interact with the pressure produced by blood flow
in blood vessel V. Fluoroscopic markers may also be placed
on the guide wire 60 and/or catheter to facilitate placing a
portion of the guide wire 60 proximal to the stenosis S and
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to ensure that an optical sensor 62 is placed distal of the
stenosis S. This placement enables the measurement of the
lesion without continual retries or sensor repositioning. The
optical wires 64 provide additional material in the guide
wire 60 and/or catheter to permit greater torque to be applied
to the guide wire 60 and/or catheter when placing the
assembly in the blood vessel V. The guide wire 60 with
optical sensors 62 may be used with traditional FFR mea-
surement techniques such as increasing cardiac output
through a vasodilator, and may also be used in any of the
FFR measurement techniques described in the foregoing.

Referring next to FIG. 27, an FFR measuring catheter 70
for suitable application in connection with the Avanta™
Fluid Management Injection System is disclosed in U.S. Pat.
Nos. 7,549,977 and 7,563,249, incorporated herein by ref-
erence previously.

In a further embodiment, a carrier 100 may be provided
to support multiple optical sensors and is shown in FIGS.
28-31. The carrier 100 may include a variety of intra-arterial
and venous devices or fluid that enter the vasculature and
help to identify and/or treat disease. By adding pressure
sensing capability to these devices, longer term measure-
ment of performance characteristics through pressure drop
measurements may be accomplished. The carrier 100 may
be in the form of, for example: permanent and semi-
permanent stents; umbrella filters; temporary implantable
support rings for sensors, catheters of various sizes, mag-
netically and other steerable devices, and fluid sail devices,
as a set of non-limiting examples.

In FIG. 28, a carrier 100 in the form of an implantable
support ring carrier 102 is shown. The support ring carrier
102 is used to support pressure sensors 104 on a bioabsorb-
able magnesium material or similar material that will
degrade over time. As identified in medical literature (see
The Lancet, Volume 369, Issue 9576, incorporated here in by
reference), this kind of material may be used to provide
infrastructure scaffolding to support the pressure sensors
104. In the present application, the pressure sensors 104
could be mounted on the degradable material and then
placed in regions where FFR measurement aid in the detec-
tion and quantification of stenosis S. The pressure sensors
104 may also remain in such positions until any interven-
tional procedures are complete.

In FIG. 29, the carrier 100, as illustrated in the embodi-
ment shown in FIG. 28, is combined with a stent 110. Using
this arrangement, a clinician may leave the measurement
capability in place for a variety of time frames that are
dependent on prescribed treatment options. For example, the
carrier 100 may be left for a period of minutes until the stent
110 is placed. Dilution solutions enable the supporting
bioabsorbable material to degrade and the pressure sensors
may be removed 104. Additionally, the pressure sensors 104
may be left in the patient for an extended period of time in
order to monitor the effects of thrombus on a particular
region of interest. For example 30, 60, 90 days of monitoring
can provide enhanced knowledge of stent restenosis. This
long term placement is especially useful in patients who do
not have conforming anatomy and are susceptible to rest-
enosis. The carrier 100 in FIG. 29 may be provided with
pressure sensors 104 that may be used as part of a method
of monitoring intra-arterial blood pressure in patients over
an extended period of time. One or more of the pressure
sensors 104 enable constant monitoring of patients with
chronic conditions. For example, patients with peripheral
thrombus might have sensors mounted distally in the arms or
legs and the signal supplied by these pressure sensors 104
may be compared with a signal supplied by another sensor
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located in the left ventricle. Collectively, these pressure
sensors 104 enable a clinician to compare the effects of
thrombus over time. Other pertinent applications for the
carrier 100 shown in FIG. 29 areas include early stroke
warning and vital organ monitoring, as non-limiting
examples.

In FIG. 30, the carrier 100 comprises a permanent or
semi-permanent stent 120. In a similar manner to the
embodiment of the carrier 100 shown in FIG. 29, the stent
carrier 120 may comprise pressure sensors 124 that are
placed on the deployed stent body. The pressure sensors 124
may be used to provide a real-time knowledge of thrombus
and other occlusions. Output or signal lines (not shown)
from the pressure sensors 124 may be connected to a
transmit-and-receive box located remotely from the stent
carrier 120. This box may be configured to be primarily
responsible for communicating the effects of blood flow on
the stent carrier 120. As the stent carrier 120 becomes
occluded over time, a clinician would be able to measure its
effective flow capacity.

In addition to the foregoing “ring” carrier 102 (FIG. 29)
and stent carrier 120 (FIG. 30), other applications for the
stent carrier 100 may include a battery powered device,
similar to pacemakers. Additionally, microwave power can
provide enough current to sample the pressure sensors 104,
124 and provide readings. Further, vibration technology
could also power such a device. In any of these embodi-
ments, follow-up office type appointments enable caretakers
to understand the performance of, for example, the stent
carrier 120.

Blood flow may or may not be altered during the pressure
reading process in the various embodiment of this disclo-
sure. Little or no increase to blood flow is not an ideal
measurement, but does provide a mechanism to quantify
performance based on relatively normal flow. However,
since exercise increases blood flow and enhances accuracy,
sampling during a physical activity provides a desirable
measurement situation. Pressure readings can occur imme-
diately after installation in the patient’s body or over long
periods of time. Depending on battery life or external power,
pressure readings are available for the life of the stent carrier
120. Any location in the body can provide an opportunity for
pressure measurement, and the foregoing “ring” carrier 102
(FIG. 29) and stent carrier 120 (FIG. 30) aid in the internal/
external reading of such pressures.

In FIG. 31, the carrier 100 comprises an umbrella filter
carrier 130. Umbrella filters are commonly deployed in the
inferior vena cava to prevent strokes like pulmonary embo-
lisms. These devices are often temporary and removed when
a patient is no longer at risk for blood clots. Although
primarily implemented in the inferior vena cava, an umbrella
filter may also be placed in the infra-renal, supra-renal,
supra-hepatic, and superior vena cava, among other loca-
tions. Multiple pressure sensors 134 can be placed on the
umbrella filter carrier 130 to detect blood clots and other
occlusions.

Often, coronary occlusions are found at the intersection
points of a coronary tree. These intersection points might
involve two, three, or more pathways. With reference now to
FIGS. 32-35, in another embodiment, multiple pressure
wires 200 may placed down a bifurcation 202 in a blood
vessel V having a stenosis S, and each vessel branch 204
receives one or more pressure and/or flow measuring sensors
214. Collectively, the pressure and/or flow measured from
these sensors 214 total the cardiac output from the “root™ or
supplying branch 204. In the cases where a stenosis S is
found, the combined pressure drop is indicative of an
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occlusion. In the present embodiment, three (3) separate
occlusions or stenoses S are illustrated in FIGS. 32-35, and
each of these occlusions or stenoses S is located in the
vicinity of the intersection point or bifurcation 202. These
illustrations are exemplary and are intended to depict one,
two, three, or more locations where occlusions occur at or
around the bifurcation 202. Similar conditions also exist at
blood vessel trifurcations. In the pressure sensing arrange-
ment shown in FIG. 32, three (3) pressure sensors 214 are
deployed. In the pressure sensing arrangement shown in
FIG. 33, four (4) pressure sensors 214 are deployed. In the
pressure sensing arrangement shown in FIG. 34, three (3)
hemodynamic monitoring catheters 224 are deployed. In the
pressure sensing arrangement shown in FIG. 35, two (2)
pressure sensors 214 are deployed in one vessel branch 204
and a hemodynamic monitoring catheter 224 is deployed in
the second vessel branch 204.

In another embodiment, FFR measurement capability
may be provided on a thrombus removal catheter, as shown
in FIG. 36, for the purposes of providing feedback to the
clinician about the performance of aspiration activity, reduc-
ing contrast load and hemolysis, etc. For example, any
manual catheters, assisted manual catheters, and mechanical
thrombus removal catheters may be used in the embodiment
shown in FIG. 36.

In the embodiment shown in FIG. 36, a thrombus removal
catheter 300 is shown with several small pressure sensors
314, similar to common fiber optic or miniature MEMs
based physiological pressure sensors, are located along the
length of a thrombus removal catheter 300. The pressure
sensors 314 are typically flush with the exterior wall of the
catheter 300. Specifically, two (2) pressure sensors 314 may
be located near a distal end 302 of the catheter 300 in the
vicinity of the aspiration point or tip 304. The two (2) distal
pressure sensors 314 may be separated by a distance that is
most appropriate for the size of lesion or thrombus that is
common to a particular region. Additional pressure sensors
(not shown), such as a third or fourth sensor, may be located
several inches from the aspiration opening or tip 304, and
these additional sensors can provide details about lengthy
thrombus blood clots that have gradual effects on blood flow.
Signal wires (not shown) may be embedded through the
length of the catheter 300. The catheter 300 may have
additional connection points at the proximal end, which can
be used to convert optical or MEMs signals to electrical
pressure waves. Pressure waves and FFR calculations may
then be displayed on the Avanta™ user interface display or
other console. Electrical signals may also be provided to
other hemodynamic monitoring systems for additional
monitoring and display.

In one exemplary application of the thrombus removal
catheter 300 shown in FIG. 36, a clinical “use case” using
the catheter 300 may include the steps of: (1) diagnosing a
thrombus during an angiogram with support from a power
injector; (2) retrieving a diagnostic catheter (if required); (3)
inserting the thrombus removal catheter 300 into the
patient’s blood vessel V having the thrombus; (4) measuring
the initial thrombus occlusion effect on blood flow; (5)
beginning aspiration of the affected area using the thrombus
removal catheter 300; (6) pausing aspiration; (7) measuring
the remaining effect of thrombus occlusion on blood flow;
(8) determining if enough thrombus has been removed; and
repeating forgoing steps (5)-(8) as needed.

The various embodiments of the FFR measurement sys-
tem and method in this disclosure are advantageous because
a power injector is used to push fluid through a blood vessel
so that adenosine and other pharmaceuticals do not have to
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be administered during FFR procedures. Thus, a person
suspected of having heart disease does not have to receive a
drug that paces the heart to the maximum possible cardiac
output. Moreover, flow rate is controlled externally and the
heart remains unaffected. Protocol-based fluid delivery also
increases the flow rate to a plateau level each and every time,
enabling maximum pressure differential and this ensures a
more “correct” objective number of flow diminishment.
Further, the process is an “on demand” feature because the
power injector is constantly available and measurements
may be taken and repeated at any time. Objective evidence
is gained over time and the process may be repeated numet-
ous times as needed.

The foregoing embodiments of the FFR measurement
system and method enable Interventional Radiology (IR)
clinicians to have maximum flow across a suspect region.
Normally, IR clinicians would not use a vesolator dilator. In
most cases, IR clinicians would refer the patient to Inter-
ventional Cardiologists (IC) clinicians, and the embodi-
ments of the FFR measurement system and method opens
FFR opportunities to IR clinicians.

Additionally, nitroglycerine and other vasodilators can
still be prescribed without interference to the FFR test, and
patients taking phosphodiesterase inhibitors like Viagra® do
not need to come off of the drug for the testing. Further, after
an initial characterization of ideal fluid flow with one
medium, like contrast, additional fluid flows could be sub-
stituted with similar effect. The various embodiments
described in this disclosure are further applicable to heart
valve or other structural diseases. Patients with these afflic-
tions may not be able to circulate blood at maximum
hyperemia and may not benefit from current FFR tech-
niques. Accordingly, giving the patient a vasodilator
increases the pacing of the heart, but does not appreciably
increase the pumping of blood.

In contrast to certain of the prior art discussed previously,
the FFR measurement techniques set forth previously utilize
continual flow under power injection in which flow velocity
can be controlled, and pressure in the blood vessel V is
measured by one or more (e.g., multiple) sensors. Addition-
ally, in the FFR measurement techniques described previ-
ously, two pressure readings may be compared and a pre-
determined distance between measurement locations is not
required. Further, only one fluid type, such as contrast
media, is required. Moreover, the foregoing FFR measure-
ment techniques include fluid viscosity as a consideration in
the ultimate understanding of the pressure differences across
the stenosis S.

Referring next or FIG. 37, a fluid delivery system 105
comprising a power fluid injector 2 and a control feature or
control unit 45 that enables the fluid injection system 104 to
be integrated with a pressure-sensing and fluid delivery
catheter 400 is shown. The fluid delivery system 104 further
comprises a graphical user interface display 125 in a similar
manner to that described previously in this disclosure. In the
fluid delivery system 105, the power injector 24 is integrated
with the pressure catheter 400 to deliver fluid in an opti-
mized manner based on information obtained by the pres-
sure catheter 400. The fluid delivery system 104 may
comprise a syringe-based or pump-based power injector 25,
appropriate fluid conducting lines, the microprocessor-based
control unit 45, the graphical user interface display 125, and
the pressure-sensing and fluid delivery catheter 400 (here-
inafter “catheter 400”). The catheter 400 comprises multiple
lumens, one lumen 402 for delivering fluid in the blood
vessel V having the stenosis S, and a second lumen 404
supporting a guidewire or other structure having a single or
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multiple sensors 406, 408, which are typically pressure
sensors in the present embodiment. Electronic communica-
tion or connection is between the pressure sensors 406, 408,
and the control unit 45 either in a wired configuration as
shown or via wireless connection as will be appreciated by
those skilled in the art. The control unit 45 is further in
electronic communication or connection with the graphical
user interface display 126 and the power injector 25 as
illustrated. In the depicted embodiment, the catheter 400 is
placed in the blood vessel V with one sensor 408 down-
stream of an obstruction, such as stenosis S, and one sensor
406 is placed upstream of the stenosis S. Upon user initia-
tion, such as by pressing a button on the graphical user
interface display 125, the fluid delivery system 1056 delivers
fluid, such as contrast media, via the power injector 2b
within a set flow rate/range, and the control unit 45 monitors
the upstream pressure via sensor 406 and increases or
decreases the pressure/flow based on preprogrammed algo-
rithms to achieve an optimum upstream pressure/flow,
enabling a corresponding pressure or flow drop downstream
of the stenosis S. The control unit 46 further monitors the
downstream pressure via sensor 408 and the upstream
pressure via sensor 406 and calculates FRR and other
desired physiological parameters. The fluid delivery data
stored by the control unit 45 including pressure data from the
catheter 400 may be combined to provide additional infor-
mation and analysis including, mean, max, integrals and
profiles. The fluid delivery system 105 also provides real
time data and playback capabilities in addition to summary
data. The fluid delivery system 105 may be adapted to
conduct fluid injections and collect readings automatically
from a single user initiation, and provides fluid flow, pres-
sure readings, and final results. Information can be stored in
memory in the control unit 45 and may be linked to patient
procedure information including imaging system files as
well as being shared with hospital information systems
(HIS). In another variation, an aspiration (suction) catheter
may be placed downstream of the obstruction, such as
stenosis S, and may be controlled by the control unit 45 to
create the optimized negative pressure to achieve the opti-
mized conditions and to calculate FRR and other physiologi-
cal parameters.

Referring to FIGS. 38-39, during a typical FFR interven-
tional case, high blood flows are required to generate a
pressure drop across the coronary lesion or stenosis S for
cardiologists to measure and determine the extent of occlu-
sion by determining an industry standard FFR ratio (distal
pressure/proximal pressure). This high blood flow rate
across a coronary lesion will have high linear blood flow
velocities. This high blood flow velocity can cause turbulent
flow conditions of the blood in the occluded artery. In fluid
mechanics, the Reynolds number (Re) is a dimensionless
number that gives a measure of the ratio of inertial forces to
viscous forces. The Reynolds number is also used to char-
acterize different flow regimes, such as laminar or turbulent
flow. Laminar flow occurs at low Reynolds numbers, where
viscous forces are dominant and is characterized by smooth,
constant fluid motion. Turbulent flow occurs at high Reyn-
olds numbers and is dominated by inertial forces, which tend
to produce chaotic eddies, vortices, and other flow instabili-
ties. It has experimentally been determined that turbulent
flow rates cause a higher level of mechanical blood damage,
also known as “hemolysis”, as known from: Effects of
turbulent stresses upon mechanical hemolysis: experimental
and computational analysis, Kameneva M V et al. [ASAIO
JOURNAL (American Society for Artificial Internal
Organs). 2004 September-October; 50(5):418-23, incorpo-
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rated herein by reference]. Reynolds numbers (Re) are
calculated per the formula provided below. It is generally
accepted that Reynolds numbers above 2100 are classified as
turbulent. The Reynolds number (Re) is calculated for a flow
in a pipe or tube or artery as follows:

_PDu _

« v

vDy Dy
T OA

Re

Where:
Dy, is the hydraulic diameter of the pipe; its characteristic
travelled length, L, (m).

Q is the volumetric flow rate (m’/s).

A is the pipe cross-sectional area (m®).

v is the mean velocity of the object relative to the fluid (SI

units: mys).

u is the dynamic viscosity of the fluid (Pa-s or N-s/m” or

ke/(m's))

v is the kinematic viscosity (w/p)(m¥s).

p is the density of the fluid (kg/m?).

In the present application, Reynolds numbers were cal-
culated for increasing artery diameter reductions and plotted
as shown in FIG. 38. Two curves were generated and plotted
from the calculations. The first curve (C1) was for adenosine
increased arterial blood flow at 5 ml/sec in a native coronary
artery of 3.9 mm with an occlusion length of 10 mm using
a blood viscosity of 4 cP. The second curve (C2) was for
contrast flow at 3.33 ml/sec with an artery the same as above
but the contrast viscosity was 11.8 cP. As FIG. 38 shows,
when plotted and compared, the contrast flow curve has
lower Reynolds numbers than the adenosine blood flow
curve and, thus, it can be concluded that the level of blood
hemolysis will be less using the contrast based FFR tech-
niques of the present disclosure. While the calculations do
not consider the reduced flow area due to the presence of a
pressure wire, the presence of a pressure wire during FFR
measurements will only increase Reynolds numbers and
hemolysis effects using adenosine blood flow.

Additionally, referring to FIG. 39, the contrast flow at
3.33 ml/sec in the present example produces higher pressure
drops than the adenosine blood flow rate at 5 ml/sec due to
the viscosity effects of the contrast and will have a more
defined FFR value at lower artery diameter reductions. This
contrast FFR ratio as shown by first curve (C1-A) can be
transformed to the industry standard FFR value well-known
to cardiologists and represented by second curve (C2-A) by
simple equations as follows:

FFR Adenosine Value=(((Contrast FFR Valuex—
0.0492094)+0.491816)+Contrast FFR Value)

While embodiments of an FFR measurement system and
method were provided in the foregoing description, those
skilled in the art may make modifications and alterations to
these embodiments without departing from the scope and
spirit of the present disclosure. Accordingly, the foregoing
description is intended to be illustrative rather than restric-
tive. The invention described hereinabove is defined by the
appended claims and all changes to the invention that fall
within the meaning and the range of equivalency of the
claims are to be embraced within their scope.

The invention claimed is:

1. A method of determining fractional flow reserve (FFR)
in a blood vessel having a stenosis, the method comprising:

injecting a fluid with a fluid delivery system into the blood

vessel upstream of the stenosis using a power fluid
injector;
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measuring a pressure drop across the stenosis with the
fluid delivery system during injection of the fluid with
the power fluid injector;

reducing or discontinuing injecting the fluid when retro-

grade flow is present in the blood vessel; and
calculating FFR from the measured pressure drop.

2. The method of claim 1, wherein the injected fluid
comprises a contrast medium.

3. The method of claim 1, wherein measuring the pressure
drop comprises placing a pressure sensor proximal of the
stenosis.

4. The method of claim 3, wherein measuring the pressure
drop further comprises:

repositioning the pressure sensor to a position distal of the

stenosis;

repeating the injecting the fluid into the blood vessel

upstream of the stenosis using the power fluid injector;
and

measuring a pressure in the blood vessel distal of the

stenosis.

5. The method of claim 4, wherein repeating the injecting
the fluid into the blood vessel is reduced or discontinued
when retrograde flow is present in the blood vessel.

6. The method of claim 4, wherein repeating the injecting
the fluid into the blood vessel is reduced or discontinued
after a preset period of time.

7. The method of claim 4, wherein measuring the pressure
drop across the stenosis comprises calculating a ratio of a
distal pressure to a proximal pressure in the blood vessel.

8. The method of claim 1, wherein injecting the fluid into
the blood vessel is reduced or discontinued after a preset
period of time.

9. The method of claim 1, further comprising displaying
the FFR on a user interface display associated with the
power fluid injector.

10. The method of claim 1, further comprising measuring
a pressure in the blood vessel upstream of the stenosis during
injection of the fluid with the power fluid injector.

11. The method of claim 1, further comprising measuring
the pressure drop across the stenosis with the fluid delivery
system based on the flow rate during injection of the fluid
with the power fluid injector.

12. The method of claim 1, wherein measuring the pres-
sure drop comprises placing a first pressure sensor proximal
of the stenosis and a second pressure sensor distal of the
stenosis.

13. The method of claim 12, further comprising taking
pressure readings simultaneously using the first pressure
sensor and the second pressure sensor.

14. The method of claim 1, further comprising measuring
a size of the stenosis with an optical sensor.

15. A method of determining fractional flow reserve
(FFR) in a blood vessel having a stenosis, the method
comprising:

inserting a multi-lumen catheter into the blood vessel,

injecting a fluid with a fluid delivery system into the blood

vessel upstream of the stenosis using a power fluid
injector;

measuring a pressure drop across the stenosis with the

fluid delivery system during injection of the fluid with
the power fluid injector;

reducing or discontinuing injecting the fluid when retro-

grade flow is present in the blood vessel; and
calculating FFR from the measured pressure drop.

16. The method of claim 15, wherein the injected fluid
comprises a contrast medium.
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17. The method of claim 15, wherein measuring the
pressure drop comprises placing a pressure sensor proximal
of the stenosis.

18. The method of claim 17, wherein injecting the fluid
into the blood vessel is reduced or discontinued after a preset
period of time.

19. The method of claim 17, further comprising measur-
ing a proximal pressure in the blood vessel proximal of the
stenosis, wherein measuring the proximal pressure com-
prises substantially simultaneously measuring pressure
using the pressure sensor and a hemodynamic monitoring
port on the multi-lumen catheter.

20. The method of claim 17, wherein measuring the
pressure drop further comprises:

repositioning the pressure sensor to a position distal of the

stenosis;

repeating the injecting the fluid into the blood vessel

upstream of the stenosis using the power fluid injector;
and

substantially simultaneously measuring a pressure in the

blood vessel distal of the stenosis using the pressure
sensor and proximal of the stenosis via a hemodynamic
monitoring port on the multi-lumen catheter.

21. The method of claim 20, wherein repeating the
injecting the fluid into the blood vessel is reduced or

22

discontinued when retrograde flow is present in the blood
vessel or after a preset period of time.
22. The method of claim 20, further comprising;
further repositioning the pressure sensor to a position
proximal of the stenosis;
repeating the injecting the fluid into the blood vessel
upstream of the stenosis using the power fluid injector;
and
substantially simultaneously measuring the pressure in
the blood vessel proximal of the stenosis using the
pressure sensor and the hemodynamic monitoring port
on the multi-lumen catheter.
23. The method of claim 15, wherein the multi-lumen
catheter comprises at least a fluid injecting lumen and a

15 hemodynamic monitoring lumen.

24. The method of claim 15, wherein measuring the
pressure drop comprises placing a first pressure sensor
proximal of the stenosis and a second pressure sensor distal
of the stenosis.

25. The method of claim 24, further comprising taking
pressure readings simultaneously using the first pressure
sensor and the second pressure sensor.

26. The method of claim 15, further comprising measur-
ing a size of the stenosis with an optical sensor.

* ok %k
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