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[Vital signs] =GENEA. AR 36 5°C. % 154/70 mmHg.

ifid 106 bpm - £, IFIREL 18[8]/min. SpO, 88%(room air)
[(BAFTR] BE& 170cm. A& 76.4kg(Body Mass Index:BMI 26.4kg/m?2)
CEFFAMARERDD. DB, DARBEFTERUNMEHAM S EER, I =EREN. AFARAERL.
m{Al T BR(Cslow pitting edemaZzEash 3.

[[((3EEX]] HR 104bpm. sinus. ST-T changeiXU. JOYI1R2L
(MR E] OEmEREEzR_EF 0. BNP 323pg/mL.
eGFR 61.3mL/min/1.73m?
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[ E K] A=EFHER(Left Ventricle Ejection Fraction : EF) 58.4%.
TRERIRAZE 22/17mm. J%F'{'i'fllajﬂ_um




REBIIER(3)

2 /| ABriiiE)
MMMEOLAEDZIITABIEOSETEUR.
JOTZREROEST CRICHE X RIF . B HICERFENEKRU,
ARELEL CRIELRBERF TREU,

SHRRTTOUAR 2 ABEREL TS RIREDRE A Z B,
(33 Tl — TR ) MRS EOBIITE T 737
O-JLMEBNTEEL TUETEN S, FiRERIDBINERE LR




RESI D5 ]

Heart Failure with reduced Ejection Fraction(HFrEF)
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Up to dateTHRZREL THB

Treatment and prognosis of heart failure with preserved ejection fraction

Treatment overview — Clinical trials of pharmacologic therapy for
HFpEF have produced largely neutral results. Thus, the management
of patients with HFpEF is mostly directed toward treating associated
conditions (eg, hypertension, atrial fibrillation [AF]) and symptoms
(eg, edema). Specific recommendations for pharmacologic therapy

HFpEFDAEEICB LTI,
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PUblmed.gov

HFpEF, SGLT2 inhibitor, randomized contolled trial X m

9 results

Showing results for HFpEF, SGLTZ2 inhibitor, randomized controlled trial
Your search for HFpEF, SGLTZ2 inhibitor, randomized contolled trial retrieved no results

[ ] Effect of SGLT-2 inhibitors on cardiovascular outcomes in heart failure patients:
1 A meta-analysis of randomized controlled trials.
Cite LuY,LiF FanY,YangY, Chen M, XiJ.
Eur J Intern Med. 2021 May;87:20-28. doi: 10.1016/j.€jim.2021.03.020. Epub 2021 Apr 3.
PMID: 33824055
BACKGROUND: To investigate the overall effect of sodium-glucose cotransporter-2 inhibitors
(SGLT-2i) on cardiovascular outcomes in a broad spectrum of heart failure (HF) patients, and further
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About 36,900 results (0.53 seconds)

https://www.nejm.org » doi » full » NEJMe2113008
SGLT2 Inhibition in Heart Failure with a Preserved Ejection ...

by MH Drazner - 2021 Mark Drazner comments on the findings of the EMPEROR-Preserved
trial, which assessed the potential benefit of empaglifiozin in patients with ...

[HFpEF, SGLT2 inhibitor| Ct&X%:

— New England Journal of Medicine®L £ 1—%ZE:R
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EDITORIAL (FREE PREVIEW )

SGLT?2 Inhibition in Heart Failure with a Preserved
Ejection Fraction — A Win against a Formidable Foe
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Empagliflozin in Heart Failure with a Preserved Ejection Fraction
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Empagliflozin in Heart Failure
with a Preserved Ejection Fraction

S.D. Anker, J. Butler, G. Filippatos, J.P. Ferreira, E. Bocchi, M. Bohm,
H.-P. Brunner-La Rocca, D.-J. Choi, V. Chopra, E. Chuquiure-Valenzuela,

N. Giannetti, J.E. Gomez-Mesa, S. Janssens, J.L. Januzzi, J.R. Gonzalez-Juanatey,
B. Merkely, S.J. Nicholls, S.V. Perrone, I.L. Pifia, P. Ponikowski, M. Senni, D. Sim,
J. Spinar, I. Squire, S. Taddei, H. Tsutsui, S. Verma, D. Vinereanu, J. Zhang,

P. Carson, C.S.P. Lam, N. Marx, C. Zeller, N. Sattar, W. Jamal, S. Schnaidt,
J.M. Schnee, M. Brueckmann, S.). Pocock, F. Zannad, and M. Packer,
for the EMPEROR-Preserved Trial Investigators*

Setting : 23M\[E 622hE5%
201783H27H~2020E4H13H

Published on August 27, 2021, at NEIM
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P : HFPEF / HFmMrEFDE
I : Empagliflozin 10mg/day%zi%5

C : Placebo 10mg/dayziss

O : DIMEERRBICLDIETER / IDAEDARE(HESTIMA)




Patient(1) Inclusion criteria

- 23hE 622hfE%. 18 A LDFEL (HARDH#20m%LA L)

- hERIE BQIE(ZHCH M3(R2)(CAESToEt e R 2 AL ((ELfERI N1
E DRHERBEEN 1% Ki)

- 37ALLERICUDAEREZITEN. IRTENYHA class 1 -1V

- EF>40% (65HLEIADAE. L EEZEDIZS(EFEIENSI0H L L1%)

- NT-pro BNP>300 pg/mL (AFDiZ&(E>900 pg/mL)

- 6bALAOLII-THENEE (EEEX and/or ZLBEX)NHDIHE
K125 HAUAICODAZRICLS ARh 0 diss

- LERBLIRICEROFREOFREEN 2 VES]

- BMI 45kg/m2LLF
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Patient(Z) Exclusion criteria
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Patient(3) Exclusion criteria

IDAEOFEEERFE DR (R E% 5 X 58] 8eE D& 5. L N EIAEE
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Patient(4) Exclusion criteria
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Patient(5) Exclusion criteria
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Outcome

Primary outcome
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Secondary outcome (BB OACEE00EM. E2ELLE )
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52 EEHMOKansas City Cardiomyopathy Questionnaire Overall
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TRIAL DESIGN AND OVERSIGHT
EMPEROR-Preserved was a randomized. double-
blind, parallel-group, placebo-controlled, event-
driven trial. The trial protocol and the statistical
analysis plan are available with the full text of
this article at NEJM.org. The ethics committee at
each center approved the trial, and all patients
provided written informed consent. The spon-
sors were Boehringer Ingelheim and Eli Lilly.

The executive committee, which included rep-
resentatives of Boehringer Ingelheim, developed
the protocol and statistical analysis plan, over-
caw the recrnitment of natients and snnerviced
the analysis of the data. An independent data
monitoring committee reviewed the safety data
and the results of an interim analysis according
to prespecified stopping boundaries. A clinical
events committee adjudicated outcomes in a
blinded manner according to prespecified defi-
nitions. Boehringer Ingelheim was responsible
for data collection and storage. An independent
statistician replicated and verified the analyses.
The academic members of the executive commit-
tee provided an independent interpretation of the
results. The authors made the decision to submit
the manuscript for publication, assume full re-
sponsibility for the accuracy and completeness
of the data, and attest to the fidelity of the trial
to the protocol (see the Supplementary Appen-
dix, available at NEJM.org).
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@ BaselineldEZFhH(1)

Table 1. Characteristics of the Patients at Baseline.*

Characteristic
Age —yr
Female sex — no. (%)
Race — no. (%)t
White
Black
Asian
Other or missing
Geographic region — no. (%)
North America
Latin America
Europe
Asia
Other
NYHA functional classification — no. (%)
Class |
Class Il
Class Il
Class IV
Body-mass indexi:
Heart rate — beats per minute
Systolic blood pressure — mm Hg
Left ventricular ejection fraction
Mean left ventricular ejection fraction — %
Left ventricular ejection fraction >40% to <50% — no. (%)§
Left ventricular ejection fraction 250% to <60% — no. (%)
Left ventricular ejection fraction 260% — no. (%)
Median NT-proBNP (interquartile range) — pg/ml
Heart failure category — no. (%)
Ischemic
Nonischemic
Cardiovascular history — no. (%)
Hospitalization for heart failure during previous 12 mo
Atrial fibrillation
Diabetes mellitus
Hypertension
Mean eGFR — ml/min/1.73 m?
eGFR <60 ml/min/1.73 m? — no./total no. (%)

Empagliflozin
(N=2997)

71.8+9.3
1338 (44.6)

2286 (76.3)
133 (4.4)
413 (13.8)
165 (5.5)

360 (12.0)
758 (25.3)

1346 (44.9)
343 (11.4)
190 (6.3)

3(0.1)
2432 (81.1)
552 (18.4)
10 (03)
29.77+5.8
70.4£12.0
131.815.6

54.3:8.8
995 (33.2)
1028 (34.3)
974 (32.5)

994 (501-1740)

1079 (36.0)
1917 (64.0)

699 (23.3)
1543 (51.5)
1466 (48.9)
2721 (90.8)
60.6+19.8

1504/2997 (50.2)

Placebo
(N=2991)

71.9:9.6
1338 (44.7)

2256 (75.4)
125 (4.2)
411 (13.7)
199 (6.7)

359 (12.0)
757 (25.3)

1343 (44.9)
343 (11.5)
189 (6.3)

1(<0.1)
2451 (81.9)
531 (17.8)
8(0.3)
29.9045.9
70.3£11.80
131.9+15.7

54.3:8.8
988 (33.0)
1030 (34.4)
973 (32.5)

946 (498-1725)

1038 (34.7)
1953 (65.3)

670 (22.4)
1514 (50.6)
1472 (49.2)
2703 (90.4)
60.6+19.9

1484/2989 (49.6)

2EXBICTHERERU

o

—

NAFEHIC

-8ZIH'NYHA class II

BMI(&30xa<

VT NPRRVN(11.4 vs 11.5%

L~

B =(CHERIR. (LB ENDD
£ E<h'eGFR 60ml/min/1.74m2LLTF

2 /3ESHEF 50%LL (1T 54%

IDNEDIR[X

%

($2/ 3 <HIERE



3 BaselineldEZFEH\(2)

TABLE S2. CARDIOVASCULAR MEDICATIONS AT BASELINE o

Empagliflozin Placebo /\\ T X 5 ,r >0)I I:J\ I_é': Bﬁ I§=I_l_= (:

Type of medication — number (%) (n=2997) (n=2991) E@ﬁ %‘3_5 W H E}E

Inhibitor of renin-angiotensin system 2428 (81.0) 2404 (80.4)

with or without neprilysin inhibitor

Sacubitril/valsartan 65 (2.2) 69 (2.3) ° Zgéﬁ FEﬁ w ;%%%EE 78: L/

Mineralocorticoid receptor antagonist 1119 (37.3) 1125 (37.6) \ ——
Beta blocker 2598 (86.7) 2569 (85.9) ¢ 8 O O/O J’/{ 1 t‘\ RAA BH [ %
Digitalis glycosides 293 (9.8) 263 (8.8) J(«_-) B j‘l:l “J j] . Ijq H E

Aspirin 1240 (41.4) 1272 (42.5)

Statins 2042 (68.1) 2089 (69.8) 40 O/O FI’(D 7Zt IJ/WHE

Inhibitors of the renin-angiotensin system include angiotensin converting-enzyme inhibitors and angiotensin
receptor blockers.




11583 patients screened for eligibility

A

2997 assigned
to empagliflozin

1 patient did not start treatment

Drug discontinued
Nonfatal adverse event (326)

Request by patient (284)
Other (85)
Missing (1)

|

v
Incomplete follow-up for
primary end point in 84

@ETOEZDERFH

88 patients were ran

Consent withdrawn (27)
Site closure (8)

Limited follow-up agreed* (25)

Lost to follow-up (24)

domized

houtcome

([CZERESNTLBH

FIGURE S1. PATIENT RECRUITMENT AND DISPOSITION (CONSORT DIAGRAM)

According to the intention-to-treat principle, the

Not andomized primary analysis for all patients who underwent

Not eligible (5339)

» Withdrawal of consent (181)
Adverse event (33)
Lost to follow-up (13)
Other reasons (27)
Missing (2)

!

2991 assigned
to placebo

2 patient did not start treatment

|
Drug discontinued
Nonfatal adverse event (309)
Request by patient (304)
Other (80)
Missing (6)

Incomplete follow-up for
primary end point in 88

randomization includes information through the
end of the planned treatment period. Differences

ITTHRAT )
ZFIFRFEFERDONED
—HUTLB,

Median follow-up
26.2 months

Final vital status
known in 99.4%
(all but 36 patients)

Consent withdrawn (25)
Site closure (15)

Limited follow-up agreed* (33)

Lost to follow-up (15)
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FIGURE S1. PATIENT RECRUITMENT AND DISPOSITION (CONSORT DIAGRAM)

11583 patients screened for eligibility

A

2997 assigned
to empagliflozin

1 patient did not start treatment

Drug discontinued
Nonfatal adverse event (326)

Request by patient (284)
Other (85)
Missing (1)

v
Incomplete follow-up for
primary end point in 84

Consent withdrawn (27)
Site closure (8)
Limited follow-up agreed* (25)
Lost to follow-up (24)

Not randomized
Not eligible (5339)
» Withdrawal of consent (181)
Adverse event (33)
Lost to follow-up (13)
Other reasons (27)

!

2991 assigned
to placebo

|
2 patient did not start treatment

Drug discontinued
Nonfatal adverse event (309)

Request by patient (304)
Other (80)
Missing (6)
Incomplete follow-up for
primary end point in 88

ized Missing (2)
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Median follow-up
26.2 months

Final vital status
known in 99.4%
(all but 36 patients)

Consent withdrawn (25)
Site closure (15)
Limited follow-up agreed* (33)
Lost to follow-up (15)
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Empagliflozin&¥
(2997-84)/2997=97.2%
Placebo##
(2991-88)/2991=97.1%
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For this event-driven study, we determined that
a target number of 841 adjudicated primary out-
come events would provide 90% power to detect
"a hazard ratio of 0.8 for the primary outcome at a

two-sided alpha level of 0.05. Assuming an annual
10% event rate in the placebo group, a recruit-
ment period of 18 months, and a follow-up pe-
riod of 20 months, we established a planned
enrollment of 4126 patients, with the option of
enrolling up to 6000 patients if the accumula-
tion of primary outcome events was slower than
expected. Accordingly, on the basis of monitor-
ing of the primary outcome event rate during the
trial, the number of patients who underwent
randomization was increased to at least 5750,
without any change in the target number of
events.” The increase in sample size was made

-a error = 0.05. power=90%.
hazardtb=0.8¢5%TE
—Primary outcome®B1Z#%(3841

SN

-PlaceboBfDANR KR 10%. SEHARE 184H.
JAO—HAR 207BULT4126 AToofehh Primary
outcomeDFEEXRMENIIHEZZELT
6000 A &L,

— EFR(F5988 AT EEEH
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Placebo
Empagliflozin

DFaRD

qu'ﬁ[ﬁ( 1) primary outcome

NE%E or (LAE(CLD AT

BET7INLATHEEEDD
(hazard ratio:0.79, 95%

100+ 25 .
Hazard ratio, 0.79 (95% Cl, 0.69-0.90)
P<0.001 Placebo
90_‘ 20_
80 N
15 1ILM]
70— Empagliflozin
10
60—
50 -
40 0 T T T T T T T T T T T ]
0 6 12 15 18 21 24 27 30 33 36
30
CI:
20+ n
10—
o 1 1 | 1 T I ! | ] I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization
2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400
2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402

Figure 1. Primary Outcome, a Composite of Cardiovascular Death or Hospitalization for Heart Failure.
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Figure 3. Hospitalizations for Heart Failure.

FZHRAQIODAEARRDSE
=7=&D (hazard ratio:0.71,
95% CI:0.61-0.88, P<0.005)

RUE D TORRICBERZEDD
(P<0.001)



@ﬁ‘ﬁ%@ng'fﬂﬂ(él) secondary outcome

FIGURE S4. CHANGES IN ESTIMATED GLOMERULAR FILTRATION RATE DURING DOUBLE-BLIND
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FIGURE S5. ALL-CAUSE MORTALITY
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Table 2. Primary and Secondary Cardiovascular Outcomes.*
Empaglifiozin Placebo Hazard Ratio or
Variable (N=2997) (N=2991) Difference (95% Cl) P Value
events per events per
100 patient-yr 100 patient-yr
Other prespecified analyses
Change in KCCQ clinical summary score at 52 wki; 4.51+0.31 - 3.18+0.31 — 1.32 (0.45-2.19)
Total no. of hos pitalizations for any cause 2566 — 2769 — 0.93 (0.85-1.01)
Composite renal outcome — no. (%) 108 (3.6) 2.1 112 (3.7) 2.2 0.95 (0.73-1.24)
Onset of new diabetes in patients with prediabetes — no. (%) 120 (12.0) 6.1 137 (14.0) 74 0.84 (0.65-1.07)
Death from any cause — no. (%) 422 (14.1) 6.6 427 (14.3) 6.7 1.00 (0.87-1.15)

WINEBRERL
52 EABEOKCCQOEEAREIATY (hazard ratio:1.32, 95% CI:0.45-2.19)
IRTOIRRICKL B ARE (hazard ratio:0.93, 95% CI:0.85-1.01)
- BRI RESM I ML (hazard ratio:0.95, 95% CI:0.65-1.07)
- IRTDREH(CLBIET (hazard ratio:1.00, 95% CI:0.87-1.15)
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R NEROB AT

outcome(+) | outcome(-) it

Empagliflozing¥ 415 2582 2997

Placebo&* 511 2480 2991
‘EER (MMABEANRY NREER) = 415/2997 = 13.8%
-CER (MBBBfA A NE4ER) = 511/2991 = 17.1%

‘RR (#8xfUZ%) = EER/CER = 80.7%
‘RRR (#8312 i@4 %K) = (CER-EER)/CER = 19.3%
-ARR (#ExfUZ7IR%RE) = CER-EER = 3.3%
NNT GAELEZ) = 1/ARR = 30.3



TABLE S6.  SELECTED ADVERSE EVENTS OF INTEREST

foe DM (9) men

lmli

S ELREESER

Empagliflozin Placebo
(n=2996) (n=2989)
N (%) N (%)
Patients with any adverse event 2574 (85.9) 2585 (86.5)
Patients with any serious adverse event 1436 (47.9) 1543 (51.6)
Selected adverse events of interest
Hypotension 311 (10.4) 257 (8.6)
Symptomatic hypotension? 197 (6.6) 156 (5.2)
Acute renal failure 363 (12.1) 384 (12.8)
Ketoacidosis® 4(0.1) 5(0.2)
Hepatic injury 115 (3.8) 155 (5.2)
Hypoglycemic events® 73 (2.4) 78 (2.6)
In patients with diabetes mellitus 63 (4.3) 66 (4.5)
In patients without diabetes mellitus 10(0.7) 12 (0.8)
Urinary tract infections 297 (9.9) 243 (8.1)
Complicated urinary tract infections 57 (1.9) 45 (1.5)
Genital infections 67 (2.2) 22 (0.7)
Complicated genital infections 8(0.3) 8(0.3)
Bone fractures 134 (4.5) 126 (4.2)
Events leading to lower limb amputation@ 16 (0.5) 23 (0.8)

Shown are adverse events up to 7 days following discontinuation of study medication, but lower limb

amputations were shown up to the end of the trial.

2 Investigator-defined events

b All events occurred in patients with diabetes mellitus at baseline

¢ Hypoglycemic AEs with a plasma glucose value of <70 mg/dL or that required assistance

EmpagliflozinT1436 A(47.9%)
PlaceboT1543 A (51.6%)

AEBENMKEE CERUVEDBDIZ,
Empagliflozint571.A(19.1%)
PlaceboT551 A(18.4%)

Empagliflozin T3, [4£25R%3YE / FFERE
PRISRAEEE /RIIEDBESZRNZH O




OFEERDHM(9) men

Empagliflozin Placebo
(n=2997) (n=2991)
N (%) N (%)
Death 422 (14.1) 427 (14.3)
Cardi 1 219 (7.3) 244 (8.2)
* |ovsaus(;:duera11 rc(ei?éli:‘ce death 99 (3.3) 114 (3.8) §E 'I_I__{y IJ
Heart failure 40 (1.3) 51(1.7) . . 0
Stroke 19 (0.6) 20 (0.7) ™ ( )
Acute myocardial infarction 5(0.2) 5(0.2) E m pa g | Iﬂ OZI n T 4 2 2 A 1 4 . 1 /O
Cardiovascular procedures 7 (0.2) 2(0.1) ™ (0]
Cardiovascular hemorrhage 0 1(<0.1) P | a Ce bO_C 4 2 7 A ( 1 4 . 3 /O )
Other cardiovascular causes 16 (0.5) 20 (0.7)
Undetermined cause of death 33(1.1) 31 (1.0)

i i o) o MAFED(C, ZRADIDHHIEE RASYIE
gzgfrZTn:g)s/tinal causes :132 2(1)2; :14(8 .11)) ( : J: 5 B 0) 7:)\ % h\j 7:: (o]

Trauma 13 (0.4) 2(0.1)
Renal causes 4 (0.1) 10 (0.3)
Pulmonary causes 6 (0.2) 5(0.2)
Hemorrhage 3(0.1) 3(0.1)
Hepatobiliary causes 2(0.1) 3(0.1)
Neurological (noncardiovascular) 4 (0.1) 0

Suicide 1(<0.1) 3(0.1)
Noncardiovascular procedure or surgery 3(0.1) 1(<0.1)
Pancreatic causes 0 1(<0.1)

Other noncardiovascular causes 25 (0.8) 39 (1.3)
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Limitation(2)

Placebo

Hazard Ratio (95% Cl)

no. of patients with events/total no.

Subgroup Empagliflozin
Overall 415/2997
Diabetes at baseline

Yes 239/1466

No 176/1531
LVEF at baseline

<50% 145/995

=50% to <60% 138/1028

=260% 132/974
Age

<70yr 134/1066

>70yr 281/1931
Sex

Male 253/1659

Female 162/1338
Race

White 310/2286

Black 24/133

Asian 54/413

Other 27/164
BMI at baseline

<30 223/1654

=30 192/1343
Estimated GFR (CKD-EPI) at baseline

260 ml/min/1.73 m? 152/1493

<60 ml/min/1.73 m? 263/1504
Systolic blood pressure at baseline

<Median 200/1496

=Median 215/1501
History of atrial fibrillation or atrial flutter

No 170/1417

Yes 244/1576
Hospitalization for heart failure <12 mo

No 258/2298

Yes 157/699
NYHA class at baseline

1 275/2435

Il or IV 140/562
NT-proBNP at baseline (calculated by

atrial fibrillation/flutter status)

<Median 126/1477

=Median 288/1516
Uric acid, in thirds, at baseline

<T1 96/963

=Tl to <T2 130/1032

=12 184/970
Use of ACE-inhibitor, ARB, or ARNI at baseline

No 90/569

Yes 325/2428
Use of MRA at baseline

No 233/1878

Yes 182/1119

511/2991 HH 0.79 (0.69-0.90)
291/1472 - 0.79 (0.67-0.94)
220/1519 = 0.78 (0.64-0.95)
193/988 [ 0.71 (0.57-0.88)
173/1030 = 0.80 (0.64-0.99)
145/973 ] 0.87 (0.69-1.10)
152/1084 = 0.88 (0.70-1.11)
359/1907 - 0.75 (0.64-0.87)
297/1653 = 0.81 (0.69-0.96)
214/1338 = 0.75 (0.61-0.92)
370/2256 HaH 0.81 (0.69-0.94)
28/125 P 0.73 (0.42-1.25)

77/411 = 0.65 (0.46-0.92)
36/198 e 0.95 (0.58-1.57)
292/1642 = 0.74 (0.62-0.88)
219/1349 - 0.85 (0.70-1.03)
189/1505 = 0.81 (0.65-1.00)
321/1484 = 0.78 (0.66-0.91)
249/1474 = 0.76 (0.63-0.91)
262/1517 = = 0.82 (0.68-0.98)
219/1427 = 0.78 (0.64-0.95)
292/1559 e 0.78 (0.66-0.93)
319/2321 HH 0.81 (0.68-0.95)
192/670 = 0.73 (0.59-0.90)
361/2452 HH 0.75 (0.64-0.87)
150/539 = 0.86 (0.68-1.09)
168/1508 - 0.76 (0.61-0.96)
341/1476 =l 0.78 (0.67-0.91)
147/975 = 0.65 (0.50-0.84)
132/966 = 092 (0.72-1.17)
226/1018 = 0.81 (0.67-0.98)
121/587 [ —— 0.75 (0.57-0.99)
390/2404 HH 0.80 (0.69-0.93)
306/1866 HilH 0.73 (0.62-0.87)
205/1125 i 0.87 (0.71-1.06)

T T Y
0.25 0.50 1.00 2.00
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