Persons using assistive technology may not be able to fully access information in this file. For assistance, e-mail biolincc@imsweb.com. Include the Web site and filename it

[ N J
HEART *® EXACT rrotocoL=HFN_ExacT NODATA<ZYES>
FAILUREnETWORK STUDYBOOK=DATA_FORMS Screening
o FORM= SCREENING SUBJNO
g & SubjectID: EX __ - Subject Initials: iN|I|&_S
sife # subject #
Demographics
. DOBDT
1 Date of birth: i /_m_ e e DEMOG (TYPE 1)
2 sex: [ Mde gpy yGENDR>
[, Female
3 Ethnicity (check only one): D, Hispanic or Latino ETHNIC<XETHN>
[j2 Not Hispanic or Latino
4 AB'\C}ICEGF%TRTBG”):?GY,EPOM: D American Indian or Alaska Native D Native Hawaiian or other Pacific IslanderNATHWN<XYES>
= > CAsan ASIAN<XYES> (] White/Caucasian \WHITE<XYES>
BLACK<XYES# ] Blac
5 Dateofconsent: _ /| _CEQ_N_S_N-E)EDATE>
day montl yoar

6 What is the highest level of education the subject has completed {check onlyone)?

1=, Less than high school diploma Enroll panel will contain:

Ez High school diploma/GED EDUCATE<EXEDU> | SUBJNO: derived from ‘EX’lIl INVSITE Il *-’lIl PATID

3=, some college but no degree INITIALS V:3

ﬁ4 Associate’s degree RANDTM<DATETIME>

F{zL; Bachelor’s degree RANDDT<DATE>

d=], Master's degree CREALEVL<EXCRLV>

6 _ .
E7 Doctoral degree l—creapmne <2
2=creatinine >2to 3
Eg Professional degree (M.D., J.D.)

7 How many years of post-high school education has the subject completed (check only one)?
[h1-2 [h3-4 [hs-6 [d7-8 [k>8 &I, NA| PSTEDUC<EXPTED>

8 What does the subject indicate as the best source of information for him/her about how to manage his/her heart failure

{check only one)?

1=, Healthcare providers (physicians, nurses, pharmacists)
4=J, Family and friends INFOSRC<EXINSC>
E:, Print (books, magazines, newspapers)
4=], Radio and/or television

4=; The internet

Clinical Assessment—Screening

Assessment Not Done Provide Doh,&Q SESSMT (TYPE )
1 Height: ] S— ]
2 Weight: 1 O | ____ . Ow [k SUPRESSALL

DT rCon
CACLCT T TONN

3 Current NYHA heart failure classification ] O, T Om T 45,12

{check only one):

Core Lab Assessments

SEE ANNOTATION P.32 SUPRESS EXCOREND EXCRND EXATCORE (TYPE 4)PS
1k Echocardiography: Date: _da_/___/____
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X)
FAH|EG§EN ETW ; RK EXACT NODATA<XYES>

A Subject ID: EX __

Screening

~ S Subject Initials: ___

sie # subject #

Clinical History

DIAGHFM DIAGHFY
1 Estimated date of initial diagnosis of heart failure: SZ_MQ,’NLHP_ =b4> ___

MEDHISTL1(TYPE 1)

yoar
2 Total number of cardiovascular hospitalizations within prior 12 months: __ CVHSP<I:2>
3 Number of hospitalizations within prior 12 months with primary diagnosis of heart failure: ___HFHSP<[:2>
4 Total number of ER visits or urgent clinic visits requiring IV diuretics within prior 12 months: ___ | ERCLINIC<]:2>
5 Has LV function been assessed?

[, No LVASSESS<XYESNO>

[[], Yes — If Yes: Date of last LVEF: —a / — mmﬁ%iD_T_w_; s

Value of laLs\f/Elzlf:l:Ezf?_ ___ % OR Check only one: D] Normal LVEFSTAT<HFLVEF>

[, Mild dysfunction
|:|3 Moderate dysfunction
[, severe dysfunction
Method of assessment of LV function (check only one): [, Radionuclide ventriculogram LVMETH<HFMETH>
[_], Left ventriculogram
[], Echocardiogram

[, MRI
[y Other

6 Does the subject have a documented history of ischemic heart disease?

[, No ISCHEMIC<XYESNO>
[, Yes — If Yes: Specify (check all that apply):
I:l Angina pectoris:.  ANGINA<XYES>

MI<XYESP] Myocardial infarction (Mi) = Date of most recent: e e
;_TCATUDT

LTCATH<XYHSHteft heart catheterization bef‘fﬁfgﬂ%ﬁ““ — Date of most recent: — —/— — — ==
LAD<XYES> Vessels with > 70% stenosis (check allthal o\ << | o

day month
ey, Ow Dup [hiex Dica Dlves
PTCI<XYES> [:l Percutaneous coronary intervention (PCi) — Date of most recent: B&TQ,LD“T__H/____H

v month yoor

CABG<XYESE] Coronary artery bypass graft (CABG) — Date of most recenf:c'%‘EGDj——/————

month yeor
7 Does the subject have evidence of non-ischemic cardiomyopathy?

[J,No NONISCH<XYESNO>
[:L Yes = If Yes: Specify contributors (check all that apply):

[L] Alcoholic ALCOHOLC<XYES>

[] Cytotoxic drug therapy CYTOTOXC<XYES>

[ Familial FAMILIAL<XYES>

[] Hypertensive HYPERTEN<XYES>

[ Idiopathic dilated cardiomyopathy DILATED<XYES>

[ Idiopathic restrictive cardiomyopathy RESTRICT<XYES>

[ Peripartum PERIPAR<XYES>

[] valvular VAL<XYES>

I:l HCM HCM<XYES>

[ ] Other/uncertain (specify): OTHCONT<XYES> OTHCONSP<V:100>
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HEART ® % EXAC" NODATA<ZYES>

FAILUREnETWORK .
. Screening
®
. Subject ID: EX e — Subject Initials: ___ o
Clinical History (continued)
Does the subject have a documented history of any of the following? MEDHIST2(TYPE 1)

8 Valvular heart disease:

[l,No  VALVULAR<XYESNO>
[, Yes = If Yes: Specify: ~ ALL BELOW CODE< HFVALV> EXCEPT PRIOR VALVULAR SURGERY

MSTENOS Mitral stenosis — Check one: Do None/Trivial Dl Mild D,z Meoderate Da Severe Dw Unknown
MREGURG Mitral regurgitation = Check one: Do None/Trivial D, Mild D2 Moderate |:|3 Severe Dw Unknown
ATSTENOS Aortic stenosis — Check one: Do None/Trivial [:], Mild D, Moderate Da Severe Dw Unknown

AREGURG Aortic regurgitation = Check one: [_|, None/Trivial [_], Mild [, Moderate  [_], Severe [, Unknown

TSTENOS  Tricuspid stenosis — Check one: Do None/Trivial D, Mild [:]2 Moderate |:|3 Severe Dw Unknown

TREGURG Tricuspid regurgitation — Check one: Do None/Trivial D, Mild D2 Moderate |:]3 Severe Dw Unknown
Prior valvular surgery = Check all that apply: [ None [ ] Mitral I:] Aorfic [ Tricuspid  [_] Pulmonic

10 TIA: TIA<XYESNO> [JoNo [, Yes
11 Stroke: STROKE<XYESNO>  [JyNo [, Yes
12 Arrhythmia: ARRHYTHM <XYESNO>
Do No
[:h Yes = If Yes: Specify (check all that apply): FIBFLUTR<HFFIBF>

ATRlALFB<XYE@>A"i0| fibrillation/flutter = Check one: [], New onset [_], Paroxysmal ~ [_], Persistent  [_], Permanent
SUSVTVF<XYESH Sustained VT or VF

ARREST<XYESE] cardiac arrest (etiology unclear) PACETYPE<HECHBR>
13 Pacemaker without ICD: PACEMAKR<XYE§MNO> [ ], Yes — Check one: [, Single [, Dual [, Biventricular
14 ICD: ICD<XYESNU> [JoNo [, Yes— Check one: [], Single [, Dual [, Biventricular
15 Peripheral vascular disease: PVD<XYESN%O No [, Yes ICDTYPE<HFCHBR>
16 Chronic obstructive pulmonary disease: Do No |:]] Yes COPD<XYESNO>
17 Diabetes: DIABETES<XYESNO> Do No [:|l Yes — Check one: D1 Insulin treated
DIABTYPE<HFDIAB> [, Noninsulin medically treated
(], Diet only
18 Gout: GOUT<XYESNO> Do No D, Yes
19 Hepatic disease: ~ HEPATIC<XYESNO>[_] No [ ], Yes
20 Malignancy (past 5 years, other than skin): Do No D‘ Yes MALIGNCY<XYESNO>
21 Depression (ireated with prescription medications): DO No Dl Yes DEPRESS<XYESNO>
22 Chronic alcohol use: [JoNo [, Yes ALCOHOL<XYESNO>
23 Cigarette smoking (check kbl aRETT<HFCIGR2urrent [, Quit < 6 months ago [, Quit > 6 months ago [, Never
24 Heart transplant status (check only one): DI Ineligible
TRANSPLT<HFTRAN> [, No evaluation planned
Da Active evaluation
EI.1 Currently listed TRANSPDT
D5 Post = Date of transplant: —i / —_—— /A e

25 Hyperlipidemia: LIPIDEMA<XYESNO> [_J];No [, Yes
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HEART ® %
FAILURENETWORK

EXACT

NOTE: NEW LABS HAVE BEEN ADDED TO THIS CODELIST.
PLEASE DISPLAY LABS IN THE ORDER OF THE CRF

Subject ID: EX ___

sife #

NODATA<ZYES>
Screening

—— Subject Initials: _
subject #

LARMLAR> Not Done Value Units LABS(TYPE 4)PS
E1 sodium: PV LABVALUE<F:9:B¥T mmol/t [, mEq/L ABUNIT<HFLABU>
-2 Potassium: ] | Oy mmol [, mEq/t
3F3 BUN/Urea: L], mmol/L ], mg/dL
k-4 Bicarbonate fiotal CO,): ] [, mmol/L [, mEq/L
55 Creatinine: ] | Oymgrdt [y mmolt
66 Magnesium: ] CJ, mmol/L [, mEq/L ], mg/dL
TF7 Glucose: ] [, mmol/t ]y mg/dL
2@-8 | Chloride: ] | O mmelr [, mEq/L
48 Falcivm: ] L], mmel/t ], mEq/L [, mg/dL
g=] 10 Total cholesterol: ] L], mmol/L [, mg/dL
9= 11 AST/SGOT: ] Clsut o
10F 12 ALt/scpr: O] C,un i
11§ 13 Alkaline phosphatase: ] Csun Coun
12k 14 Total bilirubin: O Cy mgzdt [, pmol/L
22k Ils Total protein: ] L] grdt ot
13k 16 Albumin: ] [, g/dt [yt
15§ 17 WBC: ] o [Jo 107/L OR 10%/mm® [, /mm?
16 18 Lymphocyte %: O] [, %
14 19 Hemoglobin (Hgb): ] [yg7dt [lyg/t [, mmol/t
23F ﬂo Hematocrit: (] s Oy
24:41 Platelets: ] [, 10°/Lor 10%/mm® [ ],g /mm?
178 22 Red cell distribution (RDW): [] L], %
18f 23 BNP: ] | Ogpesmi L ng/t
10k 24 NT-pro-BNP: ] [ pa/mt [ ng/t
25 2|5 Uric acid: ] L)y mmol/L  [lymg/dt [, umol/L
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HEART © %

FAILURENETWORK

EXACT

Eligibility

INCL1<I:3>

Did the subject meet all eligibility criteria?®

DO No — If No: Inclusion criteria not met: #

NODATA<ZYES>

Baseline

Subject Initials: _

FORM= BASELINE

Subject ID: EX ___

sife B " swbject #

ELIGIBLE (TYPE 1)
INCL2<I]:3> INCL3<I:3>
# #

t: #

EXCL1<I:3> EXCL2<I:3> EXCL3<I:3>

Exclusion criteria pr

ELIGCRIT<XYESNO>

Was a waiver granted for all of the above exceptions? [ ], No

 # H#

[, Yes WAIVER <XYESNO>
1

D1 Yes
ECG {Record results of ECG closest to time of randomization.)
Vbae /720 or [JNotdoneECGNOTDN<XYES> ECG (TYPE 3)
ey mon yoar
Rate: ECGHRABp<I:3>
Rhythm (check only one): D1 Sin‘us l:fra?lyc?rdic |:|2 Normal sinus rhyEgGEIE@%EﬁIEEEER>
[, Atrial fibrillation/flutter [, Other
4 Are there two or more paced beats? [ |, No [, YesECGPACED<XYESNO>
5 QRS duration (longest QRS duration excluding paced beat): _____ _ msec OR [T Neot done ECGQRSND<XYES>
ECGQRS<I:3>
Clinical Assessment
Assessment Not Done Provide Details
] . ASSESSVIT(TYFPE S
1 Heart rate (sitting or mngjRNOTDN<XYES.> D HR_AIE<L§>Bpm { )
BPNOTDN<XYES> BPSYS <I:3> BPDIA<:3>
2 Blood pressure (sitting or resting}: O ——ge— — i mmHg Suppress
i ol PEREDEMA<HFEDEM>
3 Spo,: SPONOTDN<XYES> M _SPO2<I:3p
4 Height: HTNOTDN<XYES> [] f'EﬁEFi3ﬁ, in [ l,em HTUNITS<XHGTU>
5 Weight: WTNOTDN<XYES> ] WEIGHT <I|::9::%31 b [,k WTUNITS<XWGTU>
6 Jugular venous pressute AdREPTEEX YESS ] E]JA/ES,HFMEE- 12 cm |:|3 13-16 cm D‘> 16 cm
7 Rales (check only one):  RASNOTDN<XYES$ [ (JoNone [<13 [,B-22 [, > 2B ES<HERALHS
8 S3auscultation:  AUSNOTDN<XYES>| [ |[JNo [, YesAUSCULTN<XYESNO>
9 Hepatomegaly: ~ HEPNOTDN<XYES>I [ | [J;No [ Yes  epaTOM<XYESNO>
10 Ascites: ASCNOTDN<XYES> Il [loNo [, Yes ASCITES<XYESNO>
11 Peripheral edema (check ety il TDN <X YES> L CloNone [, 1+ [J2+ [, 3+ PE}E‘FECN\AAKEXEDEM l
12 Current NYHA heart failure classification
{check only one): NYNOTDN<XYES> L] D‘ ! D2 I D3 il D4 v NYHASXKCLAS>
Do None Da Three or more pillows
13 Orthopnea (check 8%011% [] ], One pillow (10 cm) [, Not evaluable
OTDN<XYES> 1 4
L], Two pillows (20 cm) ORTHPNEA<HFORTH>
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HEART *°.  EXACT

FAILURENETWORK

Medications

NODATA<XYES>

Subject ID: EX ___

sife #

—subject ¥

Baseline

Subject Initials: _

HEMERS<HEHEMDS MEDSCRN<XYESNQD> At Screening At Randomization
MEDRKAND<XYESN(>
1+ 1 ACE inhibitor LJoNo [, Yes Ll Ne [, Yes
A 2 Angiotensin receptor blocker [JoNo [], Yes [(JoNe [, Yes
3 Beta blocker [JoNo [, Yes [JoNo [, Yes
3 SUPPRESS
; MEDSANS
41:4 Aldosterone antagonist DISCHND [1,No [, Yes [J,No [, Yes
MEDDSCG
5 Hydralazine MEDSCONT [JoNo [, Yes [JoNo [, Yes
5=
4 _6 Nitrates {longacling) Do No El, Yes Do No EL Yes
7+ 7 Aspirin {if taken daily) [JoNo [, Yes [l No [, Yes
a 8 Warfarin [1,No [, Yes [JyNo [, Yes
o Q@ Thienopyridine fticlopidine, clopidogrel) [JoNo  [], Yes [JoNo [, Yes
ok 10 Alpha blocker [loNo [, Yes LloNo [ Yes
11k 11 Digoxin I:Io No EII Yes Do No D1 Yes
12k 12 Amiodarone [, No [, Yes [JyNo [, Yes
13k 13 Other antiarrhythmic [, No [, Yes [JoNo [, Yes
144 14 Statin [CoNe [, Yes LloNe [, Yes
15k 15 Lipid lowering agent (other than stafin) [JoNo [, Yes [JoNo [, Yes
16k 16 Calcium channel blocker [JoNo [, Yes [JoNo [, Yes
A 17 Insulin (1, No [, Yes [JyNo [, Yes
18k 18 Oral diabetic agent [JoNo [, Yes [JoNo [, Yes
19 19 Anti-depressant CJoNo [, Yes Do No [, Yes
i
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HEART ® %

FAILURENETWORK

Oral Diuretics

EXACT NODATA<XYES>

Subject ID: EX __

Baseline

< DIURETIC (TYPE 4)PS _

DIURANS<HFRESP>
Medication Average Total Daily Dose Units
[ DIUMEDS<HFDIUR>
DIURDOSE<F:9:3>
14 1 Furosemide Do No E]] Yos — L —OS 9:3 -
29 2 Torsemide N Y 0=NO
i Do o D, es 1=YES -
2=YES,DAILY
34 3=YES,PRN
3 Bumetanide Do No |:], Yes mg
4-| 4 Metolazone Do No D2 Yes, daily Da Yes, PRN — mg
5 5 HCiZ [, No [, Yes, daily [, Yes, PRN — -
6=CHLOROTHIZIDE (SUPPRESS)
WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site
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HEART . .o EXACT NODATA<ZYES>

FAILURENETWORK

®
. Subject ID: EX _

Baseline

Subject Initials:

Tsite # ~whject#

Core Lab Assessments

EXATCORE (TYPE 4)PS
Date of Test OR Check if Not Done Reason Not Done (check only one)

EXCRND<HEFCORFE>
[, Died = Fill out Death form
EXCOREDT EXCOREND<XYES> [], Too sick to perform
A Biomarkers—blood i /S e /- — OR [_] Not done = | [_], Unwilling to perform test but

subjectively able

Test
EXSCHDAS<EXSICHD>

[, Due to oversight or technical
problem
[Jge Unknown/other

(], Died — Fill out Death form

OR [] Not done — (], Too sick to perform

Ancillary study—blood | —— __/___
[, Unwilling to perform test but

= (insulin resistance)

(8]

subjectively able
[, Due to oversight or technical
problem
D, Subject not participating
[log Unknown/other

Biorepository and Genetics Substudy

GENETICS (TYPE 1)

1 Did the subject agree to participate in the biorepository substudy?
Lo No BIORPSTY<XYESNO>
D] Yes

2 Did the subject agree to participate in the pharmacogenomics (genetics) substudy? GENETICS<XYESNO>

Do No
[, Yes — If Yes: Date drawn: ___ ,_/ _ GENETCDT<DATE>

month year
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HEART ©® % EXACT NODATA<ZYES>

FAILURENETWORK Baseline

A Subject ID: EX I Subject Initials:

site # .;}bjec} #

Kansas City Cardiomyopathy Questionnaire (KCCQ)

The following questions refer to your heart failure and how it may affect your life. Please read and complete the following

questions. There are no right or wrong answers. Please mark the answer that best applies to yov.k
CCQ1(TYPE 3)

1 Heart failure affects different people in different ways. Some feel shortness of breath while others feel fatigue.
Please indicate how much you are limited by heart failure (shoriness of breath or fatigue) in your ability to do the following

activities over the past 2 weeks.

Place an X in one box on each line

<EXKCCA> Limited for other
Adkivif Extremely Quite a bit Moderately  Slightly Not at all  reasons or did
R § 1 limited 2 limited 3limited , limited 5 limited 5 notdothe
activity
Dressing yourself KCCQILA<I:3> [T, [2], 3L, 4[], 5[] 6 A
Showering/Bathing KCCQ1B<I:3> L], L, L, . L ],
Walking 1 block on level ground ], , [, 1, L s
KCCO1C<):3x
Doing yardwork, housework or carrying
. [:’1 D7 Da D4 Ds Dé
groceres  KCCQID<I:3>
Climbing a flight of stairs without stopping L], ], 1, Ll s A
KecQiE<k3
Hurrying or jogging (as if to catch a bus) L], Ll L CL [L ],
KCCQOI1E<I:3
2 Compared with 2 weeks ago, have your symptoms of heart failure (shortness of breath, fatigue, or ankle swelling) changed?
My symptoms of heart failure have become... KCCQ2<I:3><EXHFSY>
Much Slightly Not Slightly Much I've had no symptoms
worse worse changed better better over the last 2 weeks
Oy (3, B, 41, 500 6 [,
3  Over the past 2 weeks, how many times did you have swelling in your feet, ankles or legs
when you woke up in the morning? KCCQ3<I:3><EXSWFT>
Every 3 or more times a week,  1-2 times Less than Never over the
morning but not every morning a week once a week past 2 weeks

E El, LS 40, Sk

KCCQ4<I:3><EXSWM>
4 Over the past 2 weeks, how much has swelling in your feet, ankles or legs bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no swelling

D1 1 D22 []3 IZIA Es GDb

Copyright © 1992-2005 John Spertus, MD, MPH
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[ X
FE'EG&EN ETW ; RK EXACT NOPATASEYES

A Subject ID: EX __

Baseline

e ™ e e Subject Initials:
sife # subject K ® »

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

5 Over the past 2 weeks, on average, how many times has fatigue limited your ability to do what you wanted?

All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks
1 @2 3 4 5 |E]é 7 [:|7

KCCQ5<I:3><EXAVSH>

6 Over the past 2 weeks, how much has your fatigue bothered you? It has been... KCCQB<I:3><EXMUFT>
Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no fatigue

L} (3, E1 (uh 500s 6 [

KCCQ7<I:3><EXAVSH>
7 Over the past 2 weeks, on average, how many times has shortness of breath limited your ability to do what you wanted?

All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks

03, 3, X [, [, [0, 70,

?
8 Over the past 2 weeks, how much has your shoriness of breath bothered you? It has been'RCCQ8<I:3><EXMUSH>

Extremely Quite a bit Moderately Slightly Not at all I've had ne
bothersome bothersome bothersome bothersome bothersome shortness of breath

Ot 4, ) 1, 50, ® 0O,

9 Over the past 2 weeks, on average, how many times have you been forced to sleep sitting up in a chair or with

at least 3 pillows to prop you up because of shorimess of breath? KCCQO<I:3><EXAVFS>

3 or more fimes 1-2 Less than Never
Every a week, but times once over the
night not every night a week a week past 2 weeks

D;]' [:212 @3 4:]4 5 DS

10 Heart failure symptoms can worsen for a number of reasons. How sure are you that you know what to do or

who to call, if your heart failure gets worse?

KCCQ10<Il:3><EXHFHF>
Not at all Not very Somewhat Mostly Completely

sure sure sure sure sure

D1 1 Dzz lj% I_—4-,4 Es

11 How well do you understand what things you are able to do to keep your heart failure symptoms from getting
worse (for example, weighing yourself, eating a low-salt diet efc,)?
Do not understand Do not understand Somewhat Mostly Completely KCCQ11<I:3><EXHFUN>

at dll very well understand understand understand

1 ) = (4, Bl
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HEART *°e EXACT

FAILURENETWORK

®
.. Subject ID: EX __

Ll
NODATA<ZYES> Basehne

Subject Initials:

.

site # ._:}b-j;:f #

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

12 Over the past 2 weeks, how much has your heart failure limited your enjoyment of life? KCCQ‘?’(TYPE 3)
It has extremely It has limited my It has moderately  Ithas slightly  Ithas not limited  «ccQ12<):35<EXHFLM>

limited my enjoyment of life limited my limited my my enjoyment of
enjoyment of life quite a bit enjoyment of life  enjoyment of life life at all
[ 3, &), i, 57,
13 If you had to spend the rest of your life with your heart failure the way it is right now, how would you feel about this?
Not at all Mostly Somewhat Mostly Completely KCCQ13<|:3><EXHFLF>
satisfied dissatisfied satisfied satisfied satisfied
[} (3, Bl ], 50
14 Over the past 2 weeks, how often have you felt discouraged or down in the dumps because of your heart failure?
| felt that way | felt that way | occasionally | rarely felt | never felt
all of the time most of the time  felt that way that way that way ~KCCQ14<[:3><EXHFDC>
[:]11 [32 @3 U4 5 DS

15 How much does your heart failure affect your lifestyle? Please indicate how your heart failure may have
limited your participation in the following activities over the past 2 weeks.

Please place an X in one box on each line

EXHFES Does not apply or
Activity ng?rely Lllmlted . Moée.rafely S!uthly .D'.d not did et o
limited quite a bit limited limited limit at all
for other reasons

Hobbies, recreational activities |Z|1 @2 Da A‘:L Els E(,

KCCQ15A<|:3>
Working or doing household chores [, 2], R 4], ) 61,

KCCO15B<|-3
¥ Fob<=

Visiting family or friends out of I:II %j E
1 2 3 L4l 4 6Js

yourhome  yccoisc<lz>
Intimate relationships with loved ones [, 2], g1, 4], (5, 6],

KCCQ15D<I:3>
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oo
HEART ° EXACT NODATA<ZYES>

FAILURENETWORK

®
A Subject ID: EX __

Baseline

~ S Subject Initials: ___ o

site # subject

6-Minute Walk Test (smwr)

WALKTEST (TYPE 4)

1 Was walk performed?

[[], No — Specify reason (check only one): [_], Died = Fill out Death form
WLKND<HFNOWL>
WALK<XYESNO> I:L Too sick to perform

[, Unwilling to perform test but subjectively able

[:]4 Not done due to oversight

[ s Cannot walk for technical reasons (e.g., amputee, orthopedic)
I:L Neurological reasons

[Jos Unknown/other
[, Yes = If Yes: Complete below.
WALKDT
2 Date of assessment: ——-aa-y-——-/—-— momh—/— —
3  Pre- and post-walk data:
Heart Rate $ Blood Pressure
PREBPSYS<|:3>
PREHRATE<I:3> :
Pre-walk - bpm i Wi‘_I?R_EB%B# | 'n?’n?Hg
PSTBPSYS<I:3> STBPDIA<I:3>

Post-walk PSTHRATE<I:3> bpm e /P— Forohc — mmHg

4 Distance walked: meters \\/LKDIST<|:3>

5 Did the subject complete the 6-minute walk?

[[], No = If No: Duration of walk: ——— / i
O, Yes WLKCOMPL<XYESNO>

WLKMIN<I:3>  WLKSEC<I:3>

6 Did the subject experience any of the following symptoms (check all that apply):
[JNone  WLKNONE<XYES>
[] Angina WLKANGIN<XYES>
[ ] Lightheadedness ~WLKLGTHD<XYES>
] Syncope WLKSYNCP<XYES>
O Dyspnea WLKDYSPN<XYES>

[ Fatigue  WLKFATIG<XYES>
[ Chestpain  \W|KCHTPN<XYES>
[l Leg or joint pain WLKLEGPN<XYES>

%l(;:}:abil{ity A{y}\NLKINSTA<XYES> WLKOTH<XYES> WLKOTHSP<V:100>
er {specify):
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HEART ° % EXACT NODATA<ZYES>

FAILURENETWORK

®
.. Subject ID: EX __

Baseline

. Subject Initials:

site # ~whject#

Initial Study Drug Administration
ISTDRUG<XYESNO>

Was study drug initial dose administered?
[ ], No = If No: Specify reason (check only one): ISDREASN<RXREAS>
EL Subject withdrew consent
D, MD decision
L, Other INITSTDT  INITSTTM

[[], Yes = If Yes: Date and time: ——‘;oy——/ — T e 0000102359

[], 300 mg ISTDOSE<EXDOSE>

ISDADMIN (TYPE 1)

Dose administered (check only one): D, 100 mg

Metabolic Cart Assessment

METABCRT (TYPE 3)

1 Is subject participating in metabolic cart ancillary study?

[ No MTBCRT<XYESNO> .0-
D1 Yes — If Yes: Oxygen consumption (VO,}:OZ(YCMP<F'9'3>

Carbon dioxide production (VCO,): CRBDXP<F:9:3>

2 Method by which gas exchange is measured (check only one):

[J, Hood MTBGAS<EXGASX>

[ % Mouthpiece
3 Manufacturer of metabolic cart equipment (check only one):

[ Medgraphics

[ ParvoMedics MTBEQP<EXEQUP>

[B sensorMedics

[:]4 Other

* Record any adverse events and serious adverse events on Adverse Events page
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NODATA<ZYES>

eart *®  EXACT  FORV- WEEK ! Week 1 (Visit 1)

FAILUREN ETWORK Phone Call
°
.* SubjetID: EX - Subjectinitiols:
site # subject #
Subject Status
Was assessment performed? SUBJSTAT<HFSUBJ> STATUS(TYPE 3)
Do No — If No: Reason: D2 Subject withdrew consent SEE CODELIST P.14
[, subject died SUPPRESS 1,4,5
[, Unable to contact subject
[ 154 Other (specify): SEE ANNOTATION P.14
D] Yes — If Yes: Assessment date: —— /— —— e
oy month yoor

SfUdy Drug DOSiI‘Ig Chonges (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/uptitrated/discontinued?
[ No SDADJUST<XYESNO> SDACHG (TYPE 3)

[ ], Yes = Record on Study Drug Dose Adjustment Log

* Record any adverse events and serious adverse events on Adverse Events page
* Record all hospitalizations > 24 hours on Hospitalization form

* Record all unscheduled clinic or emergency department visits that did not result in a
hospitalization on Unscheduled Clinic/Emergency Department Visit form
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<HFSUBJ>

FORM= EK 4 1=SUBJECT DISCHARGED
HEBRT AN# EXACT 2=SUBJECT WITHDREW NODATA<ZYES>
3=SUBJECT DIED .o

FAILUREN ETV!ORK MISSED VISIT Week 4 (VISI" 2)
EARLYTRM<XYES> 5=CONTACTED SUBJECT, BUT MISSED VISIT
HIDE UNTIL P.29 WEEK 24 6= UNABLE TO (XDMSENQ)FSUBJECI Pr T Subject Initials:

'JQC ?

Subject Status

EVALUTE<XYESNO>
Was assessment performed? | |, No — If No: Reason: Dz Subject withdrew consent STATUS(TYPE 3)

[, Subject died
SUBJSTAT<HFSUBJ> (s Contacted subject, but missed visit
SEE CODELIST ABOVE [, Unabl
ls Unable to contact subject

[og Other (specify}: STATUSSP<V:50>

EVALDT
DI Yes — If Yes: Assessment date: Tf/fgf/ff;ﬁuppress ™

month

S"Udy Drug Dosing Changes (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/discontinued? [_],No SEE ANNOTATION P.13 SDACHG (TYPE 3)
(], Yes = Record on Study Drug Dose Adjustment Log any changes lasting 5 or

more days

Clinical Assessment

Assessment Not Done
1 Heart rate (sitting or resting): ]
2 Blood pressure (sitting or resting): ] — / T mmHg
3 SpO,: [] — 5
a Heighf; SEE ANNUTATION H.S D L D] " D2 it
5 Weight: ] e e D1 Ib [:]2 kg
6 Jugular venous pressure (check only one): O [J,<8em [1,8-12em [];183-16em  [],> 16cm
7 Rales (check only one}: [] [JoNone [« [Lw-28 []>28
8 $3 auscultation: ] CloNo [, Yes
9 Hepatomegaly: ] LloNo [, Yes
10 Ascites: [] Do No [, Yes
11 Peripheral edema (check only one}: ] CloNone [, 1+ [2+ [J,8+ [, 4+
12 E:;(e::}yNJS:A heart failure classification ] O, CLn Om O,y
(], None [_], Three or more pillows
13 Orthopnea (check only one): ] [31 One pillow (10 cm) [:]4 Not evaluable
L, Two pillows (20 cm)

Patient Global Assessment (self.report)

MNT(TYPE 3)

Compared with the beginning of the study, how do you feel that your heart failure condition has c&ang

Markedly Moderately Slightly Slightly Moderately Markedly
Better Better Better Unchanged Worse Worse Worse
[, B, L, i} B, . 0,
PGAHFC<EXPGAS>
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HEART © %

FAILURENETWORK

EXACT

Subject ID: EX

sife 3

“wbject

NODATA<ZYES>

Week 4 (Visit 2)

Subject Initials: _

22 Red cell distribution (RDW):

[y, %

23 BNP:

Assessment Not Done Value Units LABS(TYPE 4)PS

1 Sodium: H D1 mmol/L Dz mEq/L

2 Potassium: ] | Oy mmol [, mEq/t

3 BUN/Urea: ] L], mmol/L ], mg/dL

4 Bicarbonate ftotal CO,): ] [, mmol/L [, mEq/L

5 Creatinine: ] | Oymgrdt [y pmol/t

& Magrwdm: (] SEF ANNOTATION P ot [IymEqt [, mg/el

7 Glucose: H ([, mmol/L ], mg/dL

8 Chloride: ] | O mmelr [, mEq/L

9 Calcium: ] L], mmel/t ], mEq/L [, mg/dL

10 Total cholesterol: ] L], mmol/L [, mg/dL

11 AST/SGOT: ] Clsut o

12 ALT/SGPT: ] Llsun Loun

13 Alkaline phosphatase: ] Csun Coun

14 Total bilirubin: O Cy mgzdt [, pmol/L

15 Total protein: ] L] grdt ot

16 Albumin: ] [, g/dt [yt

17 WBC: ] o [Jo 107/L OR 10%/mm® [, /mm?

18 Lymphocyte %: ] O, %

19 Hemoglobin (Hgb): ] Ol grdt [Cleg/t [y mmol/t

20 Hematocrit: ] I RNV %

21 Platelets: ] [, 10°/Lor 10%/mm® [ ],g /mm?
[]
L]

Du pg/ml |:|13 ng/L

24 NT-pro-BNP:

]

Du pg/mlL Dls ng/L
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HEART *°.  EXACT

L
FAILURENETWORK nopata<x/Week 4 (Visit 2)
L
-® SubjectID: EX ___ - Subject Initials: _
sife # \/ € T D Y=
Medications
HFMEDS<HFHFMD> At Week 4
MEDSANS<XYESNO>
1 ACE inhibitor (I No [], Yes
2 Angiotensin receptor blocker [JoNo [, Yes
3 Beta blocker [J,No [, Yes
4 Aldosterone antagonist |:|° No [:‘, Yes
5 Hydralazine SUPPRESS [LNo [],Yes
DISCHND
MEDDSCG

6 Nitrates (longacting) MEDSCONT [JoNo [, Yes
7 Aspirin (i token daily) MEDRAND (J,No [, Yes
8 Warfarin [LNo [, Yes
9 Thienopyridine ficlopidine, clopidogrel) LLNo [, Yes
10 Alpha blocker L No [, Yes
11 Digoxin [ No [, Yes
12 Amiodarone [JyNo [, Yes
13 Other antiarrhythmic LI, No [, Yes
14 Statin Do No D, Yes
15 Lipid lowering agent (other than statin) [J,No [, Yes
16 Calcium channel blocker [J,No [, Yes
17 Insulin [J,No [, Yes
18 Oral diabetic agent [, No [], Yes
19 Anti-depressant [(JyNo [, Yes
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HEART * %
FAILUREN ETV!O RK EXACT NODATA<Xleeek 4 (ViSi" 2)

[ ]
2 ® Subject ID: EX ___

“* DIURETIC (TYPE 4)PS ___
Oral Diuretics

Medication Average Total Daily Dose Units

1 F id
urosemide LloNo [, Yes— mg

SEE ANNOTATION P.6A —

2 Torsemide (JoNo [, Yes— mg
3 Bumetanide [loNo [, Yes— mg
4 Metolazone [JoNo [, Yes, daily [, Yes, PRN — . mg
5 HCTZ Do No D; Yes, daily D3 Yes, PRN — mg
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HEART °°
FA|LURENETV!§R.< EXACT  ooniones Week 4 (Visit 2)

o Subject ID: EX __ Subject Initials:

sie #  subject®

Medication Change for Worsening Heart Failure

MEDCHNG(TYPE 3)

Since Baseline, has subject met criteria for medication change for worsening heart failure (see criteria below)?

+ Addition of any new drug class for worsening heart failure

* Increase in diuretic dose by > 50% for more than one week

* Increase in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week

* Decrease in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week
Do No change to date

[[], Yes — If Yes: Complete Medication Review form, page 41. See annotation p.27

Suppress HFMEDCHG

Major Cardiovascular Procedures/Tests/Treatments—Outpatient
MCPT(TYPE 3)

Check No or Yes for procedures/tests/treatments performed as an outpatient from Baseline. Please answer all questions.

1 Left heart catheterization: ... MCPLCATH<XYESNO> ................................. [, No [, Yes
MCPRCATH<XYESNO>
2 Rightheartcotheterimations i i T s R ST Do No D, Yes
MCPPCI<XYESNO>
Pl e S e R e B S M [l No [, Yes
MCPNOICD<XYESNO>
A ‘PacemakerWIthOUTICDS wramsnmiimmimmassmaimain i s [J, No [, Yes = If Yes:
Check only one: E], Single [:]2 Dual D3 Biventricular
MCPICD<XYESNO> MCPPACE<HFCHBR>
& ICD; cussanemnERRRRETTER R S [, No [, Yes = If Yes:
Check only one: E], Single [:]2 Dual D3 Biventricular
MCPDIAL<XYESNO> MCPCEICD<HFCHBR>
L | Do No D, Yes
MCPBLAT<XYESNO>
7 Atrial arrhythmia ablation: ... s Do No D] Yes
MCPCPR<XYESNO>
B CPRE ..voporsnsaresemesnrmspsssposessessssnpespsss e essassesssssssos33a s 433 RS 38R RR RS 538R R 5ABER RSB BR PR [l No [, Yes
MCPCARDI<XYESNO>
) G OV oM | i N R B e S R R R R R R S S S s O aNs Do No D, Yes
10 Echocardiogram (not siudy specified): ....... MCPECHO<XYESNO> ................................... [, No [, Yes
MCPSTRES<XYESNO>
VY Cardicic- SOssTosh: i o s A S e st [l No [, Yes

* Record any adverse events and serious adverse events on Adverse Events page

* For any procedures/tests/treatments performed when subject was hospitalized,
record on Hospitalization page

* Record any new study drug dispensing information on Study Drug Accountability Log.
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eart *%  EXACT NODATA<ZYESS Week 8 (Visit 3)
FAILURENETwoRK FORM= WEEK 8 Phone Call

a® Subject ID: EX ___ Subject Initials:

sife # i y}‘,fer} #

Subject Status

STATUS(TYPE 3)

Was assessment performed?

[], No = If No: Reason: [_], Subject withdrew consent
[:13 Subject died

[, Unable to contact subject

U?s Other (specify):

SEE ANNOTATION P.14

[], Yes = If Yes: Assessment date: ——
ay yoor

SfUdy Drug DOSiI‘Ig Chonges (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/discontinued?
(o No SEE ANNOTATION P.13 SDACHG (TYPE 3)

[ ], Yes = Record on Study Drug Dose Adjustment Log any changes lasting 5 or more days

* Record any adverse events and serious adverse events on Adverse Events page
* Record all hospitalizations > 24 hours on Hospitalization form

* Record all unscheduled clinic or emergency department visits that did not result in a
hospitalization on Unscheduled Clinic/Emergency Department Visit form
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[ N J NODATA<ZYES>
HEART *°% EXA _
FAILURENETwoRK EXACT  rorv- weex ro Week 12 (Visit 4)

Subject Initials:

®
. Subject ID: EX

sife # i y}‘,fer} #

Subject Status

STATUS(TYPE 3)

Was assessment performed? Do No = If No: Reason: 1:12 Subject withdrew consent

(], Subject died

(s Contacted subject, but missed visit
|:¢ Unable to contact subject

E::% Other (specify):

SEE ANNOTATION P.14

SfUdy Drug Dosing Changes (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/discontinued? Do No SDACHG (TYPE 3)
SEE ANNOTATION P.13 [_], Yes = Record on Study Drug Dose Adjustment Log any changes lasting 5 or
' more days

Clinical Assessment

Assessment Not Done Provide Details
1 Heart rate (sitting or resting): D 0 ___bpm ASS ESSMT(TYPE 3)
2 Blood pressure (sitting or resting): ] ami— | — i mmHg
3 SpO,: ] SR
4 Height: SEH ANNOTATIONP.S . [Jiin [dyem
5 Weight: ] N D| b Dz kg
6 Jugular venous pressure (check only one): ] D1 <8ecm [:]2 8-12 cm Da 13-16 cm EL > 16 cm
7 Rales (check only one): D Eo None [:11 <13 D2 13-243 D:, > 23
8 S3 auscultation: J Do No D, Yes
9 Hepatomegaly: L] [JoNo [, Yes
10 Ascites: ] E]o No [:]] Yes
11 Peripheral edema (check only onej: ] LloNone [ 1+ [2+ [,8+ [, 4+
12 Current NYHA heart failure classification
{check only one): D D‘ l Dz I D3 i D‘ v
Do None Ds Three or more pillows
13 Orthopnea (check only one): ] ], One pillow {10 cm) [, Not evaluable
[, Two pillows (20 cm)

Patient Global Assessment (self.report)

PGASSMNT(TYPE 3)

Compared with the beginning of the study, how do you feel that your heart failure condition has changed?

Markedly Moderately Slightly TI — Slightly Moderately Markedly
Befter Better Better 9 Worse Worse Worse
L, L, A () Cs A Ll

SEE ANNOTATION P.14
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HEART © %

FAILURENETWORK

EXACT

NODATA<XYES>

Subject ID: EX
site #

“wbject

Week 12 (Visit 4)

Subject Initials: _

Assessment Not Done Value Units LABS(TYPE 4)PS
1 Sodium: H D1 mmol/L Dz mEq/L
2 Potassium: ] | Oy mmol [, mEq/t
3 BUN/Urea: ] L], mmol/L ], mg/dL
4 Bicarbonate ftotal CO,): ] [, mmol/L [, mEq/L
5 Creatinine: ] | Oymgrdt [y mmolt
6 Magnesium: ] [, mmol/L [, mEq/L ], mg/dL
7 Glucose: H ([, mmol/L ], mg/dL
8 Chloride: SEEANNOTATION P4 A ol [, mEq/L
9 Calcium: ] L], mmel/t ], mEq/L [, mg/dL
10 Total cholesterol: ] L], mmol/L [, mg/dL
11 AST/SGOT: ] Clsut o
12 ALT/SGPT: ] Llsun Loun
13 Alkaline phosphatase: ] Csun Coun
14 Total bilirubin: O Cy mgzdt [, pmol/L
15 Total protein: ] L] grdt ot
16 Albumin: ] [, g/dt [yt
17 WBC: ] o [Jo 107/L OR 10%/mm® [, /mm?
18 Lymphocyte %: ] O, %
19 Hemoglobin (Hgb): ] Ol grdt [Cleg/t [y mmol/t
20 Hematocrit: ] I RNV %
21 Platelets: ] [, 10°/Lor 10%/mm® [ ],g /mm?
22 Red cell distribution (RDW): [] D“ %
23 BNP: (] | Dgpe/mt [lyngnt
24 NT-pro-BNP: ] [, pa/mt [, ng/L

WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site

HFN_EXACT_¥2.0_24 AUG 2011

2011 DCRI — Confidential

HFN_EXACT V.2.1_14Aug2012

CRF, page 20



HEART *°.  EXACT

FAILUREnN ETWORK Week 12 (Visil‘ 4)
° NODATA<XYES>
. Subject ID: EX __ g - Aot o Subject Initials: _

MEDS(TYBE IS
1 ACE inhibitor LI, No [, Yes
2 Angiotensin receptor blocker [, No [, Yes
% Nerabiockoe SEE ANNOTATION P.16 ChNo [, ves
4 Aldosterone antagonist Ll No [, Yes
5 Hydralazine [(J,No [, Yes
& Nitrates (longaciing] [LNo [, Yes
7 Aspirin (f taken daily) (Do Mo [, Yes
8 Warfarin (1 No [, Yes
9 Thienopyridine fliclopidine, clopidogrel) [LNe [],Yes
10 Alpha blocker [J,Ne [, Yes
11 Digoxin (L No [, Yes
12 Amiodarone [y No [, Yes
13 Other antiarrhythmic [JsNo [, Yes
14 Statin [l No [, Yes
15 Lipid lowering agent {other than statin) [l Ne [, Yes
16 Calcium channel blocker CJyNo [, Yes
17 Insulin [J,No [, Yes
18 Oral diabetic agent [, Ne [, Yes
19 Anti-depressant [, Ne [, Yes
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HEART *°s EXACT

NODATA<XYE s
FAILUREN ETWORK O < S>Week 12 (V|s||' 4)
L]
g Subiec 1D EX e — —
Medication Average Total Daily Dose Units
1 Furosemide Do No D] Yes — mg

SEE ANNOTATION P.6A —

2 Torsemide (JoNo [, Yes— mg
3 Bumetanide [loNo [, Yes— mg
4 Metolazone [JoNo [, Yes, daily [, Yes, PRN — . mg
5 HCTZ Do No D; Yes, daily D3 Yes, PRN — mg
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HEART ® % EXACT NODATA<XYES>

FAILURENETWORK

. ® Subject ID: EX s
sife # subject #

Week 12 (Visit 4)

Subject Initials:

Core Lab Assessments

Test Date of Test OR Check if Not Done Reason Not Done (check only one)
[, Died — Fill ot Doath form = L/ V= )
Biomarkers—blood s fe— —/— e OR [[] Not done = [, Too sick to perform

[, Unwilling to perform test but subjectively able
SEE ANNOTATION P.32

D4 Due to oversight or technical problem
D,, Unknown/other

ECG (TYPE 3)

1 Date ____ /__ __ _ _/___ _ _ OR[]Notdone
day month year
Rate: _______ bpm SEE ANNOTATION P.5
Rhythm (check only one): [, Sinus bradycardia [, Normal sinus thythm [, Sinus tachycardia

[, Atrial fibrillafion/flutter  [Jog Other
Are there two or more paced beats? Do No [31 Yes

5 QRS duration (longest QRS duration excluding paced beat): _______ msec OR ] Not done
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HEART P ) NODATA<ZYES>
FAILUREN ETV!;RK EXACT WQek 12 (Visil‘ 4)

A Subject ID: EX __ Subject Initials:

Sy Tl <t

Kansas City Cardiomyopathy Questionnaire (KCCQ)

The following questions refer to your heart failure and how it may affect your life. PleasKQOQQI%Q-EXﬁﬁ ;ﬁl following

questions. There are no right or wrong answers. Please mark the answer that best applies to you.

1 Heart failure affects different people in different ways. Some feel shortness of breath while others feel fatigue.
Please indicate how much you are limited by heart failure (shoriness of breath or fatigue) in your ability to do the following

activities over the past 2 weeks.

Place an X in one box on each line
SEE ANNOTATION-P.S

=N O T T Oy

Limited for other
Adkivif Extremely Quite a bit Moderately  Slightly Not at all  reasons or did
R § limited limited limited limited limited not do the
activity
Dressing yourself [], L], L], L1, L] ],
Showering/Bathing L], L, . ], s A
Walking 1 block on level ground ], , [, 1, L s
Doing yardwork, housework or carrying
groceries [:" D7 D3 D‘ D5 D"
Climbing a flight of stairs without stopping L], ], 1, Ll s A
Hurrying or jogging (as if to catch a bus) L], Ll L CL [L ],

2 Compared with 2 weeks ago, have your symptoms of heart failure (shortness of breath, fatigue, or ankle swelling) changed?

My symptoms of heart failure have become...

Much Slightly Not Slightly Much I've had no symptoms
worse worse changed better better over the last 2 weeks

D] Dz Dg D4 Ds Dé

3  Over the past 2 weeks, how many times did you have swelling in your feet, ankles or legs
when you woke up in the morning?

Every 3 or more times a week,  1-2 times Less than Never over the

morning but not every morning a week once a week past 2 weeks

C, [, [, . O,

4 Over the past 2 weeks, how much has swelling in your feet, ankles or legs bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no swelling

L, L, L A Us WA

Copyright © 1992-2005 John Sperius, MD, MPH
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HEART . .o EXACT NODATA<ZYES>

FAILURENETwoRK Week 12 (Visit 4)

. Subject ID: EX __ N Subject Initials:

site # i ~swhject
7 swhjec K 0O »

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

5 Over the past 2 weeks, on average, how many times has fatigue |imﬂed§'§%r glf\illli\trd%g%whai 505 wanted?

ION
All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks

L, A (A L, s L L,

6 Over the past 2 weeks, how much has your fatigue bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no fatigue

L, L, L, L, L Ll

7 Over the past 2 weeks, on average, how many times has shortness of breath limited your ability to do what you wanted?

All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks

L, A A L, Ls Ll L,

8 Over the past 2 weeks, how much has your shoriness of breath bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had ne
bothersome bothersome bothersome bothersome bothersome shortness of breath

L, L, L, Cl, Us O,

9 Over the past 2 weeks, on average, how many times have you been forced to sleep sitting up in a chair or with
at least 3 pillows to prop you up because of shorimess of breath?

3 or more fimes 1-2 Less than Never
Every a week, but times once over the
night not every night a week a week past 2 weeks

D] Dz D3 D4 Ds

10 Heart failure symptoms can worsen for a number of reasons. How sure are you that you know what to do or
who to call, if your heart failure gets worse?

Not at all Not very Somewhat Mostly Completely
sure sure sure sure sure

L L, L, Ll L

11 How well do you understand what things you are able to do to keep your heart failure symptoms from getting
worse (for example, weighing yourself, eating a low-salt diet efc,)?
Do not understand Do not understand Somewhat Mostly Completely

at dll very well understand understand understand

[:]1 Dz DJ I:Id DS
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HEART ®° XA
FAILUREN £ 7w o & E CT Week 12 (Visit 4)
g NODATA<ZYES>

o Subject ID: EX __ Subject Initials:

sie #  subject®

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

12 Over the past 2 weeks, how much has your heart failure limited your enjoyment of life?

It has extremely It has limited my It has moderately It has slightly It has not limited
SEE ANNOTATION P.10

limited my enjoyment of life limited my limited my my enjoyment of
enjoyment of life quite a bit enjoyment of life  enjoyment of life life at all
L L, s L, O,
13 If you had to spend the rest of your life with your heart failure the way it is right now, how would you feel about this?
Not at all Mostly Somewhat Mostly Completely
satisfied dissatisfied satisfied satisfied satisfied
D] Dz DJ Dd DS
14 Over the past 2 weeks, how often have you felt discouraged or down in the dumps because of your heart failure?
| felt that way | felt that way | occasionally | rarely felt | never felt
all of the time most of the time  felt that way that way that way
D] U) [13 I-—Jd US

15 How much does your heart failure affect your lifestyle? Please indicate how your heart failure may have
limited your participation in the following activities over the past 2 weeks.

Please place an X in one box on each line

Severely Limited Moderately  Slightly Did not Does not apply or

Adraty limited quite a bit limited limited limit at all didinet co
for other reasons
Hobbies, recreational activities [:]] D2 [:]3 [:]4 Ds Dé
Working or doing household chores L], i [, 1, s A
Visiting family or friends out of
your home L L1, L] L], [; il
Intimate relationships with loved ones ], U, . . s e
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HEART *°e EXACT

FAILURENETwoORK NODATASZYES>  Week 12 (Visit 4)

o Subject ID: EX __ Subject Initials:

sie #  subject®

6-Minute Walk Test (smwr)

WALKTEST (TYPE 4)

1 Was walk performed?
[[], No — Specify reason (check only one): [_], Died = Fill out Death form SEE ANNOTATION P.11
I:]2 Too sick to perform
[, Unwilling to perform test but subjectively able
[ ], Not done due to oversight
[ s Cannot walk for technical reasons (e.g., amputee, orthopedic)
[, Neurological reasons

[Jos Unknown/other
[, Yes = If Yes: Complete below.
2 Date of assessment: ——aoy——/—— e /— —
3 Pre- and post-walk data:
Heart Rate Blood Pressure
Pre-walk bpm e Wi‘—/—mom— mmHg
Post-walk . bpm — yedic /— Famohe — MmHg

4 Distance walked: meters

5 Did the subject complete the 6-minute walk?
[[], No = If No: Duration of walk:

D] Yes

6 Did the subject experience any of the following symptoms (check all that apply):
D None
[] Angina
[] Lightheadedness
O Syncope
O Dyspnea
O Fatigue
[] Chest pain
[l Leg or joint pain
[ Instability
[] Other (specify):

minutes seconds
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[ X
FHEGQEN ETW ; RK EXACT NODATA<XYES>

[ ]
. ® Subject ID: EX

Week 12 (Visit 4)

Subject Initials: ___

i - -
Medication Change for Worsening Heart Failure

MEDCHNG(TYPE 3)

Since the last in<linic study visit, has subject met criteria for medication change for worsening heart failure (see criteria below)?
+ Addition of any new drug class for worsening heart failure
* Increase in diuretic dose by > 50% for more than one week
* Increase in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week
* Decrease in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week
[[Jo No change to date  MDCHANGE<XYESNO>
[, Yes = If Yes: Is this the first time the subject met criteria for medication change for worsening heart failure?
[J, No = If No: No further documentation of medication change is required

HFMBDCHG<XYESNO>
[[], Yes = If Yes: Record details of the medication change on the Medication Review form, page 41.

Major Cardiovascular Procedures/Tests/Treatments—Outpatient
MCPT(TYPE 3)

Check No or Yes for procedures/tests/treatments performed as an outpatient since the last in-clinic study visit. Please answer
all questions.

1 Loft heart cathoterization: iisuimiitaninsiiniississiminiamiias s Do No D‘ Yes

2 Righthearfeathelorizations: i s b b as a Sa aa [ No [, Yes

B PO s e i R R A S e s ST e e [l No [, Yes

4 Pacemaker without ICD: ............. SEEANNOTATlONP17 ............................................... Do No D, Yes = If Yes:
Check only one: D, Single D, Dual D3 Biventricular

B MCDE  isnsmmmimisssi i i i s e s T SR i Do No [:], Yes — If Yes:
Check only one: I:L Single El2 Dual I:]3 Biventricular

L | Do No [ ], Yes

T Aol arrhythniic QABIGHONG  sooessisvssmsssusssssisssssssmisssisosssmseimssissss s saves v s sas sosbaaessavess [, No [, Yes

B CPR: oo sttt [, No [, Yes

Q. APCIONBTSIONE: cccvvecessiussit s vas s i v NS S o AV A T ey i (1, No [, Yes

10 Echocardiogram (not study specified): ... sss s sessns [:]0 No |:_|1 Yes

B Cardiacistress st s i T R S e e B e R R R asiiss Do No D, Yes

* Record any adverse events and serious adverse events on Adverse Events page

* For any procedures/tests/treatments performed when subject was hospitalized,
record on Hospitalization page

* Record any new study drug dispensing information on Study Drug Accountability Log.
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HEART *°% EXACT Week 18 (Visit 5)
FAILURENETWORK NODATA<ZYES>
.® FORM= WEEK 18 Phone Call
Subject Initials:

. Subject ID: EX

sife # i y}‘,fer} #

Subject Status

STATUS(TYPE 3)

Was assessment performed?

[], No = If No: Reason: [_], Subject withdrew consent
[:13 Subject died

[, Unable to contact subject

U?s Other (specify):

SEE ANNOTATION P.14

[], Yes = If Yes: Assessment date: ——
ay yoor

SfUdy Drug DOSiI‘Ig Chonges (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/discontinued? SDACHG (TYPE 3)
[, No SEE ANNOTATION P.13

[ ], Yes = Record on Study Drug Dose Adjustment Log any changes lasting 5 or more days

* Record any adverse events and serious adverse events on Adverse Events page
* Record all hospitalizations > 24 hours on Hospitalization form

* Record all unschedvled clinic or emergency department visits that did not result in a
hospitalization on Unscheduled Clinic/Emergency Department Visit form

WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site
HFN_EXACT_V2.0_24 AUG 2011 2011 DCRI — Confidential CRF, page 28
HFN_EXACT V.2.1_14Aug2012



HEART ° % EXACT NODATA<ZYES> Week 24 (Vi$i|' 6)

FAILURE”ET“:ORK FORM= WEEK 24 (Early Terminaiion)
EARLYTRM<XYES> Subject ID: EX _ - " Subiject Initials: _
(] Check if Early Termination visit STATUS(TYPE 3)

Subject Status

Was assessment performed? SEE ANNOTATION P.14

Do No — If No: Reason: I:I2 Subject withdrew consent I:‘a Subject died I:Is Contacted subject, but missed visit
Da Unable to contact subject D% Other {specify):

[, Yes — If Yes: Assessment date: - /.

SfUdy DI‘Ug DOSiﬂg Changes (stopped, changed, started since previous recorded visit)

Was study drug dose adjusted/discontinued? SDACHG (TYPE 3)
[l No SEE ANNOTATION P.13

D, Yes — Record on Study Drug Dose Adjustment Log any changes lasting 5 or more days

Clinical Assessment

Assessment Not Done Provide Detuails
1 Heart rate (siting or resingl:  SEE ANNOTATION[P}S [ ____ ___bpm ASSESSMT(TYPE 3)
2 Blood pressure (siting or resting): ] — Y —— mmHg
3 SpOy: ] %
4 Height: L] . [ uz cm
5 Weight: [] e s I:]1 Ib Dqu
6 Jugular venous pressure (check only one): ] (J,<8em [1,8-12em [1,13-16em  [],> 16cm
7 Rales (check only one): ] :Io None [:Il <13 D-z 1/3-2/3 |:|3 > 23
8 53 auscultation: [] ju No |:|l Yes
9 Hepatomegaly: ] Jo No u] Yes
10 Ascites: D jo No |_|, Yes
11 Peripheral edema (check only one): O :lo None D1 1+ Dz 2+ |:|3 3+ D4 4+
12 C t NYHA heart fail lassificati —
(C:;;Q:Inry One): eq alure classiricanon [T 7J] | D2 ” ]:Ia ||| [:IA |V
:‘0 None ]:L3 Three or more pillows
13 Orthopnea (chock only onc): (] [, One pillow (10 cm)  [], Not evaluable
32 Two pillows (20 em)

Patient Global Assessment (sclf.report)

Compared with the beginning of the study, how do you feel that your heart failure condhionRQ’&%MNT(TYPE 3)

Markedly Moderately Slightly viichanasd Slightly Moderately Markedly
Better Better Better 9 Worse Worse Worse
D'| Dz D3 D4 Ds Dé |:|7

SEE ANNOTATION P.14
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HEART © %

FAILURENETWORK

EXACT

NODATA<XYES>

Subject ID: EX

sife 3

“wbject

Week 24 (Visit 6)
(Early Termination)

Subject Initials: _

Assessment Not Done Value Units LABS(TYPE 4)PS
1 Sodium: H D1 mmol/L Dz mEq/L
2 Potassium: SEF ANNOTATKEA L], mmol/t [, mEq/L
3 BUN/Urea: ] L], mmol/L ], mg/dL
4 Bicarbonate (tofal CO,) ] [, mmol/L [, mEq/L
5 Creatinine: ] | Oymgrdt [y mmolt
6 Magnesium: ] [, mmol/L [, mEq/L ], mg/dL
7 Glucose: H ([, mmol/L ], mg/dL
8 Chloride: ] | O mmelr [, mEq/L
9 Calcium: ] L], mmel/t ], mEq/L [, mg/dL
10 Total cholesterol: ] L], mmol/L [, mg/dL
11 AST/SGOT: ] Clsut o
12 ALT/SGPT: ] Llsun Loun
13 Alkaline phosphatase: ] Csun Coun
14 Total bilirubin: O Cy mgzdt [, pmol/L
15 Total protein: ] L] grdt ot
16 Albumin: ] [, g/dt [yt
17 WBC: ] o [Jo 107/L OR 10%/mm® [, /mm?
18 Lymphocyte %: ] O, %
19 Hemoglobin (Hgb): ] Ol grdt [Cleg/t [y mmol/t
20 Hematocrit: ] I RNV %
21 Platelets: ] [, 10°/Lor 10%/mm® [ ],g /mm?
22 Red cell distribution (RDW): [] D“ %
23 BNP: (] | Dgpe/mt [lyngnt
24 NT-pro-BNP: ] [, pa/mt [, ng/L

WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site

HFN_EXACT_¥2.0_24 AUG 2011

2011 DCRI — Confidential

HFN_EXACT V.2.1_14Aug2012

CRF, page 30



HEART °*° EXACT Week 24 (Visit 6)

FAILURENeTwoRK NODATASXYES* (Early Termination)

- Subject ID: EX __ - Subject Initials:

'5,3.3;9.;‘*. .(-4: D A\D

Medications
SEE ANNOTATION P.16 At Week 24

1 ACE inhibitor LI, No [, Yes
2 Angiotensin receptor blocker (L No [, Yes
3 Beta blocker [J,No [, Yes
4 Aldosterone antagonist [hNe [, Yes
5 Hydralazine LI, No [, Yes
& Nitrates (longacting] [LNo [, Yes
7 Aspirin (if taken daily) CdyNo [, Yes
8 Warfarin (I, Ne [, Yes
9 Thienopyridine (liclopidine, clopidogrel) [J,No [, Yes
10 Alpha blocker [J,No [, Yes
11 Digoxin (L No [, Yes
12 Amiodarone [(JyNo [, Yes
13 Other antiarrhythmic [LNo [],Yes
14 Statin L], No [, Yes
15 Lipid lowering agent (other than statin) L No [, Yes
16 Calcium channel blocker [J,No  [], Yes
17 Insulin [JNe [, Yes
18 Oral diabetic agent Ll No [, Yes
19 Anti-depressant [, Ne [, Yes
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HEART *°e EXACT Week 24 (Visit 6)

NODATA<XYES> ¢ .
EAILUBEN=TW o R (Early Termination)
s ® Subject ID: EX R S
DIURETIC (TYPE 4)PS
Oral Diuretics
Medication Average Total Daily Dose Units
1 Furosemide Do No D, Yes —

R — mg

SEE ANNOTATION P.6A

2 Torsemide oNo [, Yes — mg
3 Bumetanide [lNo [ Yes— mg
4 Metolazone [,No [, Yes, daily [], Yes, PRN — o mg
5 HCTZ Do No D2 Yes, daily DJ Yes, PRN — mg
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—| Biomarkers—blood _—

- (insulin resistance)

L N
FAF:EGEEN ET v:; RK EXACT

Core Lab Assessments

Test

NODATA<XYES>

Subject ID: EX ______

Date of Test OR Check if Not Done

Week 24 (Visit 6)
(Early Termination)

Subject Initials: _

Reason Not Done (check only one)

EXSCHDAS<EXSCHD>
Echocardiography R /—

P —

EXCOREDT

OR [_] Not done —
EXCOREND

L, Died = Fill ot Pegh form - o
|:|2 Too sick to perform

L willing to perform test but subjectively able
, Due to oversight or fechnical problem

[Jo Unknown/other

\

OR [_] Not done —

|:|, Died — Fill out Death form
[, Too sick to perform
|:|3 Unwilling to perform test but subjectively able

[[], Due to oversight or technical problem
[Joe Unknown/other

Ancillary study—blood — e e —

cain ol

menth

1 Datee __ _ /__
day

year

2 Rate: ___ bpm

3  Rhythm (check only one): [J, Sinus bradycardia
[, Atrial fibrillation/flutter [ Other

|:|1 Yes

4 Are there two or more paced beats? [ ], No

1 s subject participating in metabolic cart ancillary study?
[:Ic No
[:]1 Yes — If Yes: Oxygen consumption (VO,):

Carbon dioxide production (VCO,):

2 Method by which gas exchange is measured (check only one):
[, Hood SEE ANNOTATION P.12
[_]2 Mouthpiece

3 Manufacturer of metabolic cart equipment {check only one):
D1 Medgraphics
[:|2 ParvoMedics
[, sensorMedics
D, Other

OR[_] Not done —

— OR [ INotdone SEE ANNOTATION

[, Normal sinus rhythm (], Sinus tachycardia

5 QRS duration (longest QRS duration excluding paced beat): ___

Metabolic Cart Assessment

[_], bied = Fill out Death form

|:|2 Too sick to perform

|:|3 Unwilling to perform test but
subjectively able

[[], Due to oversight or technical
problem

|:|, Subiject not participating

[Jye Unknown/other

ECG (TYPE 3)
P.5

___msec OR [INot done

METABCRT (TYPE 3)
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HEART ® % e Week 24 (Visit 6)
EAILURE =Ty 0RE EXACT ORI (Early Termination)

A Subject ID: EX __ Subject Initials:

sife # subject #

Kansas City Cardiomyopathy Questionnaire (KCCQ)

The following questions refer to your heart failure and how it may affect your life. PleGSKQOQQ%QI¥ﬁ£ ;ﬁl following

questions. There are no right or wrong answers. Please mark the answer that best applies to you.

1 Heart failure affects different people in different ways. Some feel shortness of breath while others feel fatigue.
Please indicate how much you are limited by heart failure (shoriness of breath or fatigue) in your ability to do the following

activities over the past 2 weeks.

Place an X in one box on each line
SEE ANNOTATION-P.S

=N O T T Oy

Limited for other
Adkivif Extremely Quite a bit Moderately  Slightly Not at all  reasons or did
R § limited limited limited limited limited not do the
activity
Dressing yourself [], L], L], L1, L] ],
Showering/Bathing I:L D2 D;, [:L Ds Db
Walking 1 block on level ground ], , [, 1, L s
Doing yardwork, housework or carrying
groceries [:" D7 D3 D‘ D5 D"
Climbing a flight of stairs without stopping L], ], 1, Ll s A
Hurrying or jogging (as if to catch a bus) L], Ll L " [L ],

2 Compared with 2 weeks ago, have your symptoms of heart failure (shortness of breath, fatigue, or ankle swelling) changed?

My symptoms of heart failure have become...

Much Slightly Not Slightly Much I've had no symptoms
worse worse changed better better over the last 2 weeks

D] Dz Dg D4 Ds Dé

3  Over the past 2 weeks, how many times did you have swelling in your feet, ankles or legs
when you woke up in the morning?

Every 3 or more times a week,  1-2 times Less than Never over the

morning but not every morning a week once a week past 2 weeks

C, [, [, . O,

4 Over the past 2 weeks, how much has swelling in your feet, ankles or legs bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no swelling

L, L, L A Us WA

Copyright © 1992-2005 John Sperius, MD, MPH
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HEART °*°s  EXACT Week 24 (Visit 6)

NODATA<ZYES> 0 o
FAILUREN £ Tw o (Early Termination)

. Subject ID: EX T it KCC‘QYMPE{%f —

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

5 Over the past 2 weeks, on average, how many times has fatigue limited your ability to do wh§§§u€‘v’§'m9d¥AT|ON P9

All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks

L, A (A L, s L L,

6 Over the past 2 weeks, how much has your fatigue bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had
bothersome bothersome bothersome bothersome bothersome no fatigue

L, L, L, L, L Ll

7 Over the past 2 weeks, on average, how many times has shortness of breath limited your ability to do what you wanted?

All of Several At 3 or more 1-2 Less than Never
the times least once times per week times once over the
time per day a day but not every day a week a week past 2 weeks

L, A A L, Ls Ll L,

8 Over the past 2 weeks, how much has your shoriness of breath bothered you? It has been...

Extremely Quite a bit Moderately Slightly Not at all I've had ne
bothersome bothersome bothersome bothersome bothersome shortness of breath

L, L, L, Cl, Us O,

9 Over the past 2 weeks, on average, how many times have you been forced to sleep sitting up in a chair or with
at least 3 pillows to prop you up because of shorimess of breath?

3 or more fimes 1-2 Less than Never
Every a week, but times once over the
night not every night a week a week past 2 weeks

D] Dz D3 D4 Ds

10 Heart failure symptoms can worsen for a number of reasons. How sure are you that you know what to do or
who to call, if your heart failure gets worse?

Not at all Not very Somewhat Mostly Completely
sure sure sure sure sure

L L, L, Ll L

11 How well do you understand what things you are able to do to keep your heart failure symptoms from getting
worse (for example, weighing yourself, eating a low-salt diet efc,)?
Do not understand Do not understand Somewhat Mostly Completely

at dll very well understand understand understand

[:]1 Dz DJ I:Id DS
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HEART °*°s  EXACT Week 24 (Visit 6)

FAILUREn e Tworx (Early Termination)
. NODATA<ZYES>
A Subject ID: EX - Subject Initials:

sie #  subject®

Kansas City Cardiomyopathy Questionnaire (KCCQ) (continued)

12 Over the past 2 weeks, how much has your heart failure limited your enjoyment of life?

It has extremely It has limited my It has moderately It has slightly It has not limited
SEE ANNOTATION P.10

limited my enjoyment of life limited my limited my my enjoyment of
enjoyment of life quite a bit enjoyment of life  enjoyment of life life at all
L L, s L, O,
13 If you had to spend the rest of your life with your heart failure the way it is right now, how would you feel about this?
Not at all Mostly Somewhat Mostly Completely
satisfied dissatisfied satisfied satisfied satisfied
D] Dz DJ Dd DS
14 Over the past 2 weeks, how often have you felt discouraged or down in the dumps because of your heart failure?
| felt that way | felt that way | occasionally | rarely felt | never felt
all of the time most of the time  felt that way that way that way
D] U) [13 I-—Jd US

15 How much does your heart failure affect your lifestyle? Please indicate how your heart failure may have
limited your participation in the following activities over the past 2 weeks.

Please place an X in one box on each line

Does not apply or

Activity ng?rely L.imited . MOf]e.rafely S!ithly .Di.d not did et o
limited quite a bit limited limited limit at all
for other reasons

Hobbies, recreational activities [:]] D2 [:]3 [:]4 Ds Dé
Working or doing household chores L], i [, 1, s A
Visiting family or friends out of

your home L L1, L] L], [; il
Intimate relationships with loved ones ], U, . . s e
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HEART °*°s  EXACT Week 24 (Visit 6)

FAILUREN e Tw oK NODATASZYES> (Early Termination)

o Subject ID: EX __ Subject Initials:

sie #  subject®

6-Minute Walk Test (smwr)

WALKTEST (TYPE 4)

1 Was walk performed?
[], No — Specify reason (check only one): [_], Died = Fill out Death form
[_], Too sick to perform SEE ANNOTATION P.11
D3 Unwilling to perform test but subjectively able
D4 Not done due to oversight
D5 Cannot walk for technical reasons {e.g., amputee, orthopedic)
[, Neurological reasons

[_Joe Unknown/other
D1 Yes — If Yes: Complete below.
2 Date of assessment: =g / — month /— T year
3 Pre- and post-walk data:
ro-anga pestwalicaand Heart Rate Blood Pressure
Pre-walk bpm T /— Fooic ~ MmHg
Post-walk bpm e /— Faore — MmHg

Distance walked: meters

5 Did the subject complete the 6-minute walk?
[], No = If No: Duration of walk:

D1 Yes
& Did the subject experience any of the following symptoms (check all that apply):

D None

L] Angina

[ ] Lightheadedness

] Syncope

UJ Dyspnea

OJ Fatigue

[] Chest pain

O Leg or joint pain

[ Instability

[L] Other (specify):

minutos soconds
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HEART © % Week 24 (Visit 6)
EAILURER ey on EXACT (Early Termination)

a® Subject ID: EX Subject Initials:

i - -
Medication Change for Worsening Heart Failure

MEDCHNG(TYPE 3))

Since the last in<linic study visit, has subject met criteria for medication change for worsening heart failure (see criteria below)
+ Addition of any new drug class for worsening heart failure SEE ANNOTATION P .27
* Increase in diuretic dose by > 50% for more than one week
* Increase in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week
* Decrease in beta blocker or renin-angiotensin inhibitor by > 50% for more than one week
Do No change to date = If No change: Complete Medication Review form as part of final documentation, page 41.
[, Yes = If Yes: Is this the first time the subject met criteria for medication change for worsening heart failure?
[J, No = If No: No further documentation of medication change is required

[[], Yes = If Yes: Record details of the medication change on the Medication Review form, page 41

Major Cardiovascular Procedures/Tests/Treatments—Outpatient

PT(TYPE 3)

S
Check No or Yes for procedures/tests/treatments performed as an outpatient since the last in-clinic study visit. Please answer
all questions.

1 Loft hOQrT/ COtNOTSRIZATON: wuuurvvsusvossssmsssvssvesssss 5svessses iovssnssssssissssis wss iswissos vassFvess v sees RS sFNFoseaeosHES (], No [, Yes
2 Rightheart catheterization:. s Do No Dr Yes
B PCIS oo oot s s s e o S e A s e s s s e Do No D, Yes
4 Pacemaker without ICD: ... SIS AN LS N ——— [ No [, Yes = If Yes:

Check only one: [, Single  [], Dual [, Biventricular

©
)
=4

....................................................................................................................................................... Ll No [, Yes = If Yes:
Check only one: f:], Single D2 Dual D3 Biventricular

O e L T e e e e s Do No D, Yes
7 Atrial arrhythmia ablation: ... s [l No [, Yes
B CPRY s e R S R e R T [, No [, Yes
8 [ CATCIONOTSIONS: . 1455050u515150510m15000580 ARSNGB S s [, No [, Yes
10 Echocardiogram (not study specified): ... sss s ssesssos Do No D1 Yes
1Y Cardiac stresstesh: wiummimamimimmmismamismm s s s s as Do No D, Yes

* Record any adverse events and serious adverse events on Adverse Events page

* For any procedures/tests/treatments performed when subject was hospitalized,
record on Hospitalization page

* Record any new study drug dispensing information on Study Drug Accountability Log.

WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site
HFN_EXACT_V2.0_24 AUG 2011 2011 DCRI — Confidential CRF, page 37
HFN_EXACT V.2.1_14Aug2012



NODATA<ZYES>

HEART *°e EXACT

FAILUREnNETWORK
. FORM=TERMINATION End of Study
®
o Subject ID: EX T Subject Initials:
Study Termination/Completion
1 Did the subject complete the study (through Week 24 visit)? RXTERMDT RXTERM (TYPE 1)
[_], No = If No: Date of termination/last contact: = /—nml—”——w——

Reason for termination (check only one):
RXCOMPLE <X YEs$ubjest lost to follow-up

Dz Adverse event

[, Subject withdrew consent

l:L Subject died = Complete Death form (termination date above should be date of death)

D% Other (specify): RXTERMSP <V:100>

RXTERMRE<HFTERM>

D1 Yes
RXSTPDT
2 Last known date the subject took study drug: — — /. /

day month ywar
3  Was study drug permanently discontinued prior to study termination?

[ No RXPERMST<XYESNO>

[_], Yes = If Yes: Primary reason for discontinuation (check only one):
< >
[, Acute coronary syndrome [, Subject withdrew coL_QErm)t<STPREA EXSTPR
,:]2 AV block Db MD decision
[, Life threatening arrhythmia [, Subject needed allopurinol for gout
3 7 Suppress
D‘ Other adverse event D% Other RXSTPREA<RXSTPR>
4 Was study drug unblinded? RXUNBLND<XYESNO>
[]0 No
[], Yes — If Yes: Date unblinded: — —/ /. RXUNBLDT
doy month yoar

5 Was uric acid measured during study treatment? EXACDMSR<XYESNO>
DO No
E]] Yes — If Yes: Were results revealed to study personnel? Do No D, Yes| EXACDRLT<XYESNO>

Endpoint/Safety Review

1 How many adverse events did subject have? SAENUMB<]:3> SAFETY (TYPE 1)

— Record all on Adverse Events form

2 How many hospitalizations did subject have?

REHOSNUM<I:3>

— Record all hospitalizations 2 24 hours on Hospitalization form

3 How many unscheduled clinic/emergency department visits did subject have?
— Record all on Unscheduled Clinic/Emergency Department Visits form ERNUMB<I:3>

Investigator’s Signature
SIGNATUR (TYPE 4)

| have reviewed and found all the case report form data pertaining to this subject to be complete and accurate.

INVSIG <XYES> INVSIGDT
Principal Investigator: Date: ____ / __ __ /
Signature of investigator
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HEART o .. EXACT This is a repeating page NODATA<ZYES>
FAILUREn=Twa R Study Drug Dose Adjustment Log

A Subject ID: EX I Subject Initials:

sie # subject #

Study Drug Dose Adjustment or Discontinuation

Was study drug dose changed (stopped, changed, started) for 5 or more consecutive days since Randomization?

[ No ANYDRCHG<XYESNO> DRUGCHGS(TYPE 4)R
[_], Yes = If Yes: Record below:

CHGNUMB<|:3Date of Change New Dose (check only one)

day monih year [, 300 mg daily
Suppress [_], 600 mg daily
CHANGES<RXCHG3 [, Temporary discontinuation
I:Is Permanent discontinuation

[, Other (specify total daily dogéa—ilGOTH<F:9én%>

[], 100 mg daily

day month yoar D2 300 mg daily

[, 600 mg daily

I:L1 Temporary discontinuation

I:Is Permanent discontinuation

Do Other (specify total daily dose): mg

[, 100 mg daily

day month yoar [[], 300 mg daily

[, 600 mg daily

E],, Temporary discontinuation

Ds Permanent discontinuation

[, Other (specify total daily dose): mg

[, 100 mg daily

day month yoar D2 300 mg daily

[, 600 mg daily

I:L Temporary discontinuation

I:I5 Permanent discontinuation

[, Other (specify otal daily dose): mg

(], 100 mg daily

day month yoar D2 300 mg daily

[, 600 mg daily

EL Temporary discontinuation

Ds Permanent discontinuation

Db Other (specify total daily dose): mg

L], 100 mg daily

day month yoar [_], 300 mg daily

[, 600 mg daily

Dd Temporary discontinuation

Ds Permanent discontinuation

[, Other (specify total daily dose): mg
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[ W ]
HEART *°s  EXACT
FAILURENETwoRx Medication Review

A Subject ID: EX __ Subject Initials:

Sy Tl <t

Medication Review

MEDRVW(TYPE 1)

1 Since randomization, did the subject take any new drug class for worsening heart failure?
[J,No MEDWRSHF<XYESNO> MEDACE
[, Yes = If Yes: Check all that apply: [_| ACE inhibitor

[] Angiotensin receptor blocker MEDANGIO
[ ] Beta blocker MEDBBLKR

[] Aldosterone antagonist MEDALDOS
[ Hydralazine  \MEDHYDRA
[ Nitrates  MEDNITRA

[] Digoxin MEDDIGOX
[] Loop divretic ~ MEDLOOPD

ALL<YES>

2 Since randomization, did the subject have an increase in diuretic dose by 50% or more for more than one week

(> 1.5 x baseline dose)? MEDINCRD<XYESNO>
Do No

[:], Yes

3 Since randomization, did the subject have an increase in beta blocker or renin-angiotensin system inhibitor dose by 50% or
more for more than one week (> 1.5 x baseline dose)? MEDINCRS<XYESNO>
Do No
[[], Yes = If Yes: Check all that apply: [] Beta blockeMEDBETAB<XYES>

(] Renin-angiotensin system inhibitor MEDRASI<XYES>

4 Since randomization, did the subject have a decrease in beta blocker or renin-angiotensin system inhibitor dose by 50% or

more for more than one week (< 0.5 x baseline dose)? MEDDCRSE<XYESNO>

Do No
[ ], Yes = If Yes: Check all that apply: [ | Beta blocker ~ MEDBETBL<XYES>
[] Renin-angiotensin system inhibitor MEDRENIN<XYES>
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NODATA<ZYES>

N
HEART *° EXACT rorv=RreHospiTALIZATION o
FAILUREnETWORK Hospitalization
. ® THIS IS A REPEATING PAGE , o
. Subject ID: EX e — Subject Initials: ___ o
REHOSPDT REHOSPTL (TYPE 4)
1 Admission date: _d_/__'h_/____

yoar
7 REDC/HGDT or [_] Remains hospitalized INREHOSP<XYES>

2 Dischargedate: ____ / ==/ PF 0
PRIMCAUS<HFPRIM>

lay monfh year

3 Primary reason for hospitalization (check only one):

D, Heart failure D, Sudden death with resuscitation D3, Renal failure

D2 Angina De Cerebral vascular accident (CVa)/stroke D32 Worsening renal function

L], mi (], Peripheral vascular disease [ Hyperkalemia

[, Arrial arrhythmia [ ;o Syncope (4 Infection

[_]; Ventricular arrhythmia [_J,, Hypotension [as Elective non-cardiac procedure

[], Chest pain [ s Elective cardiac procedure [ Other non<ardiovascular

|:|29 Other cardiovascular

4 Contributing causes (check all that apply):  ALL <XYES>

[ Heart failure REHTFAIL [] sudden death with resuscitatiolt ESUSCIT [ Renal failuRERENAL
[] Angina REANGINA [ Cerebral vascular accident (cva) /s'rokeRECVA [_] Worsening renal funéfién/V ORSE
[ mi REMI [ Peripheral vascular disease REPVD L] HyperkalemiaREK ALEMA
] Atrial arthythmia REATRIAL Syncope  RESYNCOP [ Infection REINFECT
[ Ventricular arrhythmigy = A R R i) Hypotension  REHYPOTN % El)?lfh:e :O" C% rocedure
[ ] Chest pain RECTPAIN [ Elective cardiac procedure RECARDPR i MorREOTNON
[ ] Other cardiovascular REOTCARD
5 Major procedures/tests/treatments (check No or Yes for procedures/tests/ireatments performecP ﬁmgg:sE Bsgfa iz honf) E 4)
Left heart catheterization: ... PROCGATLHSX Y ESNGZ s [y No [, Yes
Right heart catheterization: PRORCATH<XYESNO>. we Lo No [, Yes
BCl: e PRORCI<X) v [ No [, Yes
Coronary artery bypass graft (CABG): ) v [ No [, Yes
Pacemaker WIHhOUEICDS |  csiussssisssisiiiiassiasssaraissssmiamsios v oo T voss s va s seba sk vsvss s anasetis [ No [, Yes = If Yes:
Check only one: [], Single  [], Dual ], Biventricular PROCPACE<HFCHBR>
JCDE!  ssscemmmmmssssnme s s PROGICHDSXYESNG S rreemmmsinsssains [Jo No [, Yes = If Yes:
Check only one: [, Single [, Dual [, Biventricular PROCEICD<HFCHBR>
Intra-aortic balloon pump placement: .........RROIABR<XYESNOZ .o, [Jo No [, Yes
Ultrafiltration: sl PROULTRASXYESNOZ......ccccoevrransarenn o No [, Yes
Dialysiss: swasnmasinisamaneismigig PRORIALSXYRSNGZ s [ No [, Yes
Atrial arrhythmia ablation: ... PROBLATSXYESNOZ ..ooooesrecenssessssssesessessns [y No [, Yes
.- O ——— HAIOI01 9.8 (10 [0 - S——— [, No [, Yes
Cardioversion: ..., PROCARDI<XYESNO> ............................ Do No D, Yes
LVAD placement: .........cooovcrvnmninnncrnncineniinnns RROLVABDCK Y ES N amisimsssissiosssains Do No I:I, Yes — If Yes:
Date: _doy_/ ﬁRLVADDL _
Heartitransplant: i RROHTRANSXYESNOS . rnisnnaenns Do No |:|, Yes — If Yes:
Dete: ./ _F:"&*W_REET_ -
ay mon
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NODATA<ZY

S> [} 1]
HearT * % EXACT Unscheduled Clinic OR
FAILUREneTwork ™ 00\ cchEpuLEp EMergency Department Visit

®
. THIS IS A REPEATING PAGE SubjectID: EX - Subject Initials:

L]
sife # swhject#

Unscheduled Clinic or Emergency Department (ED) Visit <24 Hours

UNS/CHEDT UNSCHEDL (TYPE 4)

1 Visit date:
2 Visittype: [_], Unscheduled clinic  [], Emergency department  [_], Observational unit {short sray)V|STYPE<HFTYPE>

8 Primary reason for unscheduled clinic, emergency department or observational unit visit (check onlypal: OMPHE<XYESNd>
[ ], Heart failure = Were there signs or symptoms indicating decompensated heart failure? [ |, No [ ], Yes
Did subject receive IV treatment for heart failure? Do No D,
. IVFORHF<XYESNO>
D2 Other cardiovascular

D3 Non-cardiovascular

UNSCVREA<EXUNRE>

SUPPRESS HFVISIT

WHITE and YELLOW—Duke Clinical Research Institute * PINK—retain at site
HFN_EXACT_V2.0_24 AUG 2011 2011 DCRI — Confidential CRF, page 43.
HFN_EXACT V.2.1_14Aug2012



HEART ® % EXACT NODATA<ZYES>

FAILUREnNETWORK Death
ke FORM=DEATHFORM
a® SubjectID: EX - Subjectlnitials:
sife # subject #
DEATHLOC<HFLOCA>
1 Location of death (check only one): [_], Inpatient/ER [ ], Outpatient DEATHPAG (TYPE 1)
2 Date of death: 77/%ATﬂDL7 M

3 Cause of death (check only one):
[1}; Heart failure/pump failure

[3)5 Myocardial infarction DEATHCAU<HFDEAT>
@ Cardiac procedure
Other cardiac SUPPRESS:
@g Cerebral vascular accident (CvA)/stroke) #2
[T Rendl ADD 10
[B%; Other non<ardiac
Ef, Unknown
[1hgArrhythmia
4 How would you classify this death?
[_], Sudden
[, Non-sudden DEATHCLS<EXDCLS>

Investigator’s Signature

SIGNATUR (TYPE 4)

| have reviewed and found all the case report form data pertaining to this subject to be complete and accurate.

SEE ANNOTATION P.38

Principal Investigator: Dates . .. /- .. . -/ . .. .
Signature of investigator

*All deaths should be reported on Expedited Event form.
Fax to DCRI Safety Surveillance ot 1-866-668-7138.
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HEART ©® %% NODATA<ZYES> Week 26
FAILURENETwoRx EXACT (Follow-up Safety Phone Call)

o FORM= WEEK 26

. Subject ID: EX __ Subject Initials: ___

sife # ;bejec} #

Follow-up Safety Phone Call

FLWUPCAL<XYESNO> FOLLOWUP (TYPE 1)

1 Did a follow up safety phone call occur?
[ ], No = If No: Reason: [ ], Subject withdrew consent FLWUPREA<HESUBJ>
D3 Subject died
[, Unable to contact subject FLWUPDT
[[], Yes — If Yes: Fill out below and provide date of call: e

2 To whom did you talk (check only one)? [, Subject
D2 Spouse/significant other FL WUPTLK<EXTALK>
[, Relative
[, Other

3 s subject still alive? [ ], No
[]. Yes FLWUPALV<XYESNO>
1

4 From the date the subject stopped taking study drug did the subject have any adverse events? [ ], No
FLWUPAES<XYESNO> [, Yes

5 From the date the subject stopped taking study drug to this phone call, was the subject hospitalized?

Do No
[, Yes FLWUPHOS<XYESNO>

& From the date the subject stopped taking study drug to this phone call, did the subject have any unscheduled clinic or
emergency department visit(s)?

%o ?o FLWUPER<XYESNO>
1 es

7 From the date the subject stopped taking study drug to this phone call, did the subject experience any of the following
symptoms (check aEg%KRBME<XYES>

% ::;iq FSCANGIN<XYES>
[ Lightheadedness FSCLGTHD<XYES>
[ syncope FSCSYNCP<XYES>
D
% Fﬁ:ﬂ:“ ESCEATIG<XYES> FSCDYSPN<XYES>

[] Chestpain ~ FSCCHTPN<XYES>
[ Leg ot joint paiin FSCLEGPN<XYES>

[ Instabilty ~ FSCINST<XYES>

[ Weight gain FSCWTGN<XYES>
D Edema
[] Other {specli:fS:CEDEMA<XYES> FSCOTH<XYES> FSCOTHSP<V:100>

Investigator’s Signature

NATUR (TYPE 4)

I have reviewed and found all the case report form data pertaining to this subject to be comp|e$e and accurate

Principal Investigator: SEE_ ANNOTATION P.28 Date: 77/777/7777

Signature of investigator
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If HEFNCODE is null and AETERM is not null
Derive AETERM in AECODTXT
Else HFCODE is not null and AETERM is null
Decode HFCODE to label and derive in AECODTXT

If AETERM is not null and HFCODE is not null do not run derivation

1= | Heart Failure
2= | Acute decompensated heart failure
3= | Cardiac failure chronic
4= | Peripheral edema
5= | Pulmonary edema
6= | Right ventricular failure
7= | Angina Pectoris
8= | Acute Coronary Syndrome
9= | ST segment elevation myocardial infarction
10= | Non ST segment elevation myocardial infarction
11= | Unstable angina
12= | Chest pain
13= | Arrhythmias
14= | Atrial fibrillation
15= | Atrial flutter
16= | Atrial tachycardia
17= | Atrioventricular block second degree
18= | Bradyarrhythmia
19= | Bradycardia
20= | Bundle branch block
21= | Bundle branch block left
22= | Bundle branch block right
23= | Complete heart block
24= | Mitral regurgitation
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25= | Paroxysmal arrhythmia
26= | Aortic Regurgitation
27= | Sinoatrial block

28= | Sinus bradycardia

29= | Sinus tachycardia

30= | Supraventricular tachycardia
31= | Tachycardia

32= | Cardiac tamponade
33= | Torsades de pointes
34= | Ventricular arrhythmia
35= | Ventricular fibrillation
36= | Ventricular tachycardia
37= | Cardiac arrest

38= | Hyperkalemia

39= | Hypokalemia

40= | Hyponatremia

41= | Renal failure

42= | Renal failure acute
43= | Renal failure chronic
44= | Renal failure aggravated
45= | Pleural effusion

46= | Pulmonary Embolism
47= | Pneumonia

48= | Respiratory failure
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49= | Acute Respiratory failure

50= | Hypertension

51= | Hypotension

52= | Deep vein thrombosis

53= | Aortic Dissection

54= | Disorder peripheral vascular

55= | Peripheral ischemia

56= | Stroke

57= | TIA

58= | Syncope

59= | Headache

60= | Visual Disturbance

61= | Presyncope

62= | Dizzziness

63= | Surgical wound infection

64= | Mediastinitis

65= | Sepsis

66= | Endocarditis

67= | Cellulitis

68= | Anticoagulation level above therapeutic
69= | Upper gastrointestinal hemorrhage
70= | Lower gastrointestinal hemorrhage
71= | Priapism

72= | Hearing loss

73= | Tinnitus
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