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CLINICAL RESEARCH
Associations Between Depressivie (0]

Symptoms and HFpEF-Related Outcomes
Alvin Chandsa, MD,* Michael A D. Akal, BA* Brian Claggett, Pul),” Akshay 5. Desai, MD, MPH,"

James C. Fang, MD,* John F. Heitner, MD,” Jiankang Liv, PuD,” Bertram Fitt, MD," Scott I Sakimon, MDL™
Marc A Piefler, MD, Pull,* Eldrin F. Lews, MD, MPHE

ABSTRACT

08 JECTIVES This stucy i a in patients with hieant falureand presemved ejection
i in the TORCAT Antaganst Theragy for Adults

ﬁ_‘dg;;ﬂﬁﬁllfl‘l\)ﬂ

in patients with MFpEF.

METHOD'S In patients envolied in #1e Urited States and Canada f =1, 431),

(PHQ-4). Qlinicalty (=2por

increase) or better {=3-po v wese used to identify pr of change &
symptoms. o wes used ine the i symptoem changes fom baseline an
sibsequent inddent cardiovascula ewent.
RESULTS At 12 mamthe, 199 of pati L scally i s 1% better, and 493
wnchanged. predictors of clncally " s n an ' Ihigher
Ihaseline PHQ-9 male sex, W™ o umton D pr
Aber data " i i i sater! with 3l
2 108; %% C K 1.02 to 1.16: o = 0.0111 whereas wosening desressive symptoms
atiz HR: 24T, 95 1 132 to 463; p = 0.008) and di-caume
martaity (% 1.82; 95 € 11310 293, p = 0.014) 2.2t = was asocuted wi
n aver the course of the trial @ = 0.014).
CONCLUSIONS Higher baseline i and warsening i dated with all-
I to s ssocited with on s o

{#desterane intgarist Theapy for Acuits With Heaet Falure and Preserved Systolic Function [TOPCATL
HCTODOS4302) (4 Am Coll Cardiol HF 20208 1009-20) © 2020 Published by Eheier on behalf of the Amesican
College of Cardioiogy Foundation.
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FIGURE 1 Flow Diagram of Patients Included for Depressive Symptoms Assessment
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TABLE 2 Baseline Characteristics Stratified by Category Changes in Depressive Symptoms (=3-Point Changes in PHQ-9) From
a " Baseline to 12 Months
™~
-3 3 Worse Same Better
n=358 n=563 n=222 {APHOQ-9 =3-Point Increase; {APHQ-9 -2 to 2 Points; {APHQ-9 =3-Point Decrease;
Improved Unchanged Worsened n=21) n = 563) n =358) p Trend
L — | _—
Baseline PHO-9 50+ 46 43+ 44 106 +53 <0.001
Change in PHQ-9 6.0 + 3.3 -02 +£1.2 6.6 £ 3.7 MA
E KCCQ overall score 591 4 233 672+ 2.0 49.7 + 21.8 <0.001
8o
;= Age, yrs 705+99 734 +9.3 701 +98 0.7
Men N5 (52) 292 (52) 192 (54) 0.63
Race category 0.004
1 White 179 (81) 462 (82) 258 (72)
Black 34 (15) 81 (14) 77 (22)
Others 9 (4) 20 (4) 23(6)
=] T T I T T T
-20 -15 -10 -5 0 5 10 15 20
Changes in PHQ-9 from Baseline to 12 Months
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Estimate 95% CI |1Z] Score
ﬁmmmp_wrm_g} : :
e e P ES‘EEEIQE%PHQ-%FQ %IE 35 COPD'?FEIEEHH?I*JE Speill
Baseline PHQ-9 (per 3 points) 1.54 134 174 15.2
NYHA functional classes | 11/1V -0.86 154 -D.J19 25 ﬁly_\_'lkﬁl
COPD —-0.85 -1.72 0.02 1.9 -
With KCCQ-05 and medications
Baseline PHQ (per 3 points) 174 1.50 1.98 4.3 )
Antidepressant use 138 -226 -051  3a HPERAEAR B = RO E - HEREAR YGRS Y e =R TR E F
ﬂh::;ﬂr;l:iﬁi:;ir:;p:::“p;imﬁ 0.14 0.05 0.23 29 (PHQ'Q-FB%:Z) (PHQ-9'FB§2 3ﬁ)
in depressive symptoms
(& 3-point decrease in PHQ-9) HiB: KCCQ FIZ5  E£EKCCQ-OSH  #HER KCCQ #1Z5  E4KCCQ-OSHI
Vit KC2Q-0 o edisins MNSTELE  BWATENE  MNSTANE  SUSTEEIE
ine PHQ-9 (per 3 points) 0.46 036 056 9.0 -, . .
Male 0.39 0.08  0.69 25 "'flﬁl 'E'*Eﬁg *Eﬁg o] 'E*Eﬁg i)
COFD -053 -0.95 -012 25
Randomization to spironolactone 036 0.06 0.66 24 BENEEZ%PHQ- RERNEZPHQ- PERNEZ BENEEZ%PHQ-
Asthma 0.51 0.05 098 22 " - " "
NYHA functional classes | 11/IV -034 -065 —0.03 2.1 91¥§3\ 91:%3\ PHQ- 91¥§3\ 91¥§3\
With KCCQ-05 and medications
Baseline PHQ-9 (per 3 points) 0.46 036 056 9.0 NYHATILEEI/ 112 ANMERHNER Bt EHig
Male 0.39 0.08  0.69 25
COPD -053 -0.95 -012 25
Randomization to spironolactone 0.36 0.06 0.66 24 %COPD 96 COPD % COPD
Asthma 0.51 0.05 098 22
MYHA functional classes I/IV 034 —0.65 —-0.03 21 HE%%WEE HEEHE%WEE
COPD=1% 4 'L PE M ;  KCCQ-0S=3 i 3 4k o L 9]
B NYHA=ZAZY S REbha;  PHQ-9=% 4% & ¥ -9,
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8o (FAEBRAESREPHQ-9IFEDY BEIFEE X

PHQ-918 S UM
RSHATTHIPHQ- 9S>
. |'—' Placebg  +=—— Spironolactone | ' .
Mean = 95% C1 - EFSCIRENERLIANAR, TRFIBFMENERETY
o
3| 1 PHQ-OIENTLEEER (5.645.3vs.5.3+5.2; p=0.25) .,
FEREEEEEPHQ-9E, ERIFAIHHEEN.
" . AT, (EREREESEPHO-STS BEIHEEE, Kl
' HERMRAEs I 7 1 SR FRINEREIR B E K EEX.

n=1431 n=1143 n=8T75 n=530
Visit

EEMNRTRETD, o EERBNEESPHQ-9ITS BER
EBX.
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ER3: KEHIEZPHQ- 9D SERETREX

A
%2
= 5

=

T
=z
=

- EREERERTD, BEPHQ-ITDSEEEGHEM. CVILL., URERMEEITERIIRERTX,
« WCVEHEHTRER, BKEELZPHQ-9TFLSLERTEIEX, B5HMCVERTX.
- ECVIECATHAFIETRAYA3%, ERIECY SHERIRES, BEIELZ PHQ-9 T3 5iECVIECEEEX.

BZ&PHQ- 9 R 5 LMEERAIKFR(n = 1431)

Unadjusted Model Adjusted Model*
Events HR 95% Cl p Value HR 95% Cl p Value
TESaEl 446 104 099-1.09 011 099 094105 073
O MESTEE 77 104 096-113 029 106 097-115 0.21
L ERE 352 1.02 097-1.08 044 096 0.90-1.02 022

RS 6 - - - - - -

LEFECE 312 105 099N 0.11 09 102106 0.001P

Cl = confidence interval; HR = hazard ratio; NYHA = New York Heart Assodiation; PHO-9 indicates = Patient
Health Questionnaire-9. *Adjusted for age, sew, race, hypertension, diabetes, body mass index, history of
myocardial infarction, history of stroke, previous hospitalization tor heart failure, NYHA functional class, chronic
kidney disease, and randomization to spironolactone.
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- EEEEZPHQ-9SE, MEMERINENEECY (CME) FETCEEFTRPESFIBLIDFERTEEZRIBE.

MEZE124APHQ- 95 3 XZEMII LM EFERIFIN, FAEIEELPHQ-9<2RIEH

HREELZPHQ-9 AEEZPHQ-IMEHIE +*
Hazard Ratio (95% CI) Hazard Ratio (95% CI)
P Value p Value
Number = THHEZEL b hnzE TR e
N of Events APHO-9 =+3 APHO-9 |3 APHOQ-9 =-3 APHQ-9 =:3 APHO-9 <|3] APHO-9 =-3
TESSE N 586 161 1.36 (0.86-2.15) Ref. 1.15 (0.80-1.65) 1.25 (0.78-1.99) Ref. 1.10 (0.76-1.58)
0.18 0.45 036 0.62
\ 79 273 (1.49-5.01) Ref, 1.84 (1.05-3.23) A7 (1.32-4.63 Ref. 1.71 (0.96-3.04)
LMESET 0.034 0.07
S B 117 1.39 (0.83-2.34) Ref. 1.09 (0.71-1.66) 1.34 (0.78-2.29) Ref. 1.08 (0.70-1.66)
LIRS 0.2 0.70 028 0.72
HIREER 3 - Ref. - - Ref.

141 1.79 (1.13-2.83) Ref. 1.45 (0.97-2.16) 1.82 (1.13-2.93 Ref. 1.39 (0.92-2.09)
53
SRFLE 0.0n14 0.07 0.014 0.12

*Adjusted for age, sex, race, hypertension, diabetes, body mass index, history of myocardial infarction, history of stroke, previous hospitalization for heart failure, NYHA functional class, chronic kidney
disease, and randomization to spironolactane
{1 = confidence interval, NYHA = New Yark Heart Association; PHO-9 = Patient Health Questionnaire-9.
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