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Studie SARAH

EFFECTS OF SACUBITRIL-VALSARTAN ON PREVENTION OF CARDIOTOXICITY IN HIGH-RISK
PATIENTS UNDERGOING ANTHRACYCLINE CHEMOTHERAPY: A DOUBLE-BLIND
RANDOMIZED PLACEBO-CONTROLLED CLINICAL TRIAL: THE SARAH TRIAL

* prezentace studie 11/2024 (kongres AHA)

Background:
* riziko kardiotoxicity zavislé na davce (10 — 65%) , limituje terapii €i zvySuje morbiditu
Cardiotoxicity Sacubitril-Valsartan
tart of r w —— T ONTHS  e— YE3r
che:n?)th(;rapy hours/days/weeks onths years %
overt
asymptomatic cardiotoxicity Yl
oondll | R | " | i
cvoEaraa deformation NT-proBNP PINP, and PIIINF
cell injury l 1 w|eek
| Y
Inflammation

sST2

Neurohormonal
activation
Aldosterone
) il <
\ NE,
& On
< n

decrease
in LVEF

increase decrease

; HF symptoms
! in troponin in GLS

Myocardial injury
hs-TnT




Studie SARAH

Zakladni cil:
 sakubitril/valsartan je schopen efektivné prevenovat rozvoj kardiotoxicity u vysoce
rizikovych pacientu podstupujicich terapii antracykliny

Design studie:

* monocentricka, randomizovana, dvojité zaslepena placebem kontrolovana

e 3-8/2024 (Erasto Gaertner Hospital, Curitiba, Brazilie)

* 100 pacientd, follow-up 24 tydnu

Podminky pro zarazeni do studie:

e p.starsi 18 let s rakovinou podstupujici chemoterapii ANT, u kterych doslo po podani
ANT ke zvySeni hladiny vysoce citlivého troponinu | (hs-Tnl) nad 99. percentil.

Vyrazeni ze studie:

e nemoznost stanovit LVEF
* predchozi chemo-/radioterapie, terapie RAASi a betablokatory —
e preexistujici onemocnéni myokardu (KMP, ICHS, srdec¢ni vada)

* kontraindikace sakubitrilu (angioedém, stendza a.renalis, GFR<30 ml/min/m?, K >5,0
mmol/l, téhotné zeny, sTK <100 mmHg

L
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Design studie:

Baseline hs-Tnl + SACUBITRIL/VALSARTAN 97/103mg BID
before Screening Randomization
chemotherapy ] PLACEBO
hs-Tnl after each |
ANT dose and Time
30 days after the 0 2w 4w (weeks)
last dose y 3
Dose titration 24w

End of Intervention
End of Chemotherapy (24 weeks)

* Clinical evaluation
Assessments | - Laboratory tests and Biomarkers (Hs-Tnl, NT-proBNP)
* Imaging = Echocardiography and Cardiac magnetic Resonance (CMR) ‘ .

https://www.tctmd.com/news/arni-lessens-anthracycline-cardiotoxicity-high-risk-patients-sarah




SARAH TRIAL

Patient Enrollment and Randomization

184 Patients assessed for Eligibility

v

14 Exclusion criteria

(measurement of troponin after each ANT chemotherapy session)

170 Patients assessed for Screening

,

56 did not meet the inclusion
criteria (screening failure)

114 Patients eligible for Randomization

Intention-to-treat

v

I

analysis

20 Patients
predicted cumulative
dose of ANT 2 300 mg/m?

'

i

94 Patients
predicted cumulative
dose of ANT < 300 mg/m?

!

v

10 Were assigned
to ARNi group

10 Were assigned
to placebo group

47 Were assigned
to placebo group

47 Were assigned
to ARNI group

l

v

l

'

0 Death
10 Analyzed

0 Death
10 Analyzed

1 Death
46 Analyzed

1 Death
46 Analyzed

https://www.tct
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Baseline charakteristika

https://www.tctmd.com/news/arni-lessens-

anthracycline-cardiotoxicity-high-risk-patients-

sarah

Age, yrs

Women, n (%)

Oncological disease

Breast cancer, n (%)

Leukemia, n (%)

Lymphoma, n (%)

Sarcoma, n (%)

Any Comorbidities, n (%)
Hypertension, n (%)

Diabetes mellitus, n (%)
Hypercholesterolemia, n (%)
Smokers, n (%)

Body mass index, kg/m?
Systolic blood pressure, mmHg
Diastolic blood pressure, mmHg
Serum creatinine, mg/dL

Serum potassium, mmol/L
Tolerated dose ARNi/placebo, mg/day
Cumulative ANT dose mg/m2
Radiotherapy, n (%)

Serum hs-Tnl baseline, ng/L

GLS baseline (%)

Echo LVEF baseline, (%)

Serum hs-Tnl randomization, ng/L
Serum NT-ProBNP randomization, pg/mL
GLS randomization (%)

Echo LVEF randomization, (%)
CMR LVEF randomization, (%)

51.6 £ 11.6
53 (93.0)

47 (82.5)
0 (0)

9 (15.7)
1(1.8)

37 (64.9)

18 (31.6)

6 (10.5)

10 (17.5)
1(1.8)
27.4%53
120 (100 to 195)
78.5 (60 to 127)
0.8 (0.4 to 1.3)
45104
345
240 (144 to 357)
41(71.9)
1.5 (1.5 to 8.1)

-20.2 (-28.9 to -15.9)

644149

24.9 (3.2 to 398.3)

10 (2 to 238)
-18.8 2.8
63.3+39

58.8 8.7

51.7+11.6
50 (87.7)

45 (79)
1(1.8)
10 (17.4)
1(1.8)
36 (63.2)
18 (31.6)
5 (8.8)
3 (5.3)
2 (3.5)
29.0£5.0
130 (100 to 160)
80 (60 to 100)
0.7 (0.5 to 1.5)
44%0.4
344
239 (174 to 473)
41 (71.9)
1.5 (1.4 to 8.2)
-20.1 (-29 to -15.5)
63.7+3.9
19.1 (4 to 148.1)
12 (2 to 277)
-19.1£3.2
62.3%4.3
60.3%5.8




Studie SARAH -
PRIMARY ENDPOINT oo

SARAH Trial met the Primary Endpoint

ARNI Placebo
(n=56) (1)

Primary Endpoint

OR (95% Cl) P value

GLS decrease >15%, n (%) 4 (7.1%) 14 (25%) 0.23 (0.07t0o 0.75) 0.015

Relative Risk Reduction = 77% NNT = 5.59

mean indexed cumulative dose of ANT, HER2 positivity, presence of hypertension and age

The differences between groups occurred independently of risk factors such as: I /

https://www.tctmd.com/news/arni-lessens-anthracycline-cardiotoxicity-high-risk-patients-sarah




Studie SARAH

SECONDARY ENDPOINT

GLS variation after 24 Weeks

- Placebo

Secondary Endpoints (n=56) P value
GLS (%) _
End of treatment -19.5+ 3.1 -176 £ 3.6 0.004 g
w
-d
)

Absolute change -0.5 (-12.7 to 10.3) 1.5(-12.2t0 12.7) <0.001

Percentual change Improvement 2.5 % Decline 7.6 % <0.001

-16.5

-17.0

-17.5

-18.0

-18.5

-19.0

-19.5

-20.0

-20.5

-21.0

215

YEARS
fold Hearts

T T2 T3 T4
Time
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SECONDARY ENDPOINTS

Echo and CMR parameters after 24 Weeks

Placebo

Secondary Endpoints (n=56)

LVEF decrease >10% with final value <53%

« ECHO,n (%) 4(7.1%) 4(7.1%)

« CMR,n (%) 2 (3.7%) 6 (11.3%)
LVEF

« ECHO (%) 84 (42 to 79) 62 (28.5 to 72)

« CMR (%) 81 (27 to 73) 58 (23 to 70)
LVEDV (ECHO) (mL) 83.1 (4210 160) = 92.4 (47.4 to 182)
LVESV (CMR) (mL) 43 (19 to 166) 48 (24 to 190)

P value

1
0.161

0.052

0.027

0.026

0.036

LVEF CMR (%)

63

62

61

60 |

591

58 |

57

56 1

55

LVEF CMR (%)

am
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tw

P=0.016

Randomization

24 weeks

—4- Placebo
~#- ARNi




Studie SARAH

Left Ventricular Dysfunction Evaluated by Echo and CMR

Placebo

(n=56)

LVEF <50% (CRM), n (%) 2 (3.7%) 9 (17.0%) 0.029

GLS > - 18%, n (%) 14 (25.0%) 27 (48.2%) 0.018

LVEF <50% (ECHO), n (%) 3 (5.4%) 6 (10.7%) 0.489

ARNi reduced the risk of ventricular dysfunction after 24 weeks

/

el /news/arm Iessens-ant:hracyclme cardiotoxicity-high-risk-patients-sc

https //www tct ;e d.6
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Left Ventricular Dysfunction Evaluated by Echo and CMR

Placebo

(n=56)

LVEF <50% (CRM), n (%) 2 (3.7%) 9 (17.0%) 0.029

GLS > - 18%, n (%) 14 (25.0%) 27 (48.2%) 0.018

LVEF <50% (ECHO), n (%) 3 (5.4%) 6 (10.7%) 0.489

ARNi reduced the risk of ventricular dysfunction after 24 weeks

/

el /news/arm Iessens-ant:hracyclme cardiotoxicity-high-risk-patients-sc

https //www tct ;e d.6
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Safety Endpoints and Variations in Hemodynamic and Laboratory Parameters

P value

Adverse effects (all), n (%) 11 (19.3%) 9 (15.8%) 0.806
. Hypotension, n (%) 8 (14%) 1(1.8%) 0.032
* Nonspecific discomfort or weakness, n (%) 3 (5.3%) 6 (10.5%) 0.490

e Dizziness, n (%) 0 (0%) 2 (3.5%) 0.495
Dose reduction, n (%) | 8 (14%) | 4 (7%) _ 0.361
Discontinuation, n (%) 2 (3.5%) 6 (10.5%) 0.271

| Laboratory parameter

Creatinine (mg/dl) 0.70 (0.50 to 1.20) 0.70 (0.50 to 1.40) 0.759
Potassium (mmol/L) 4.31 + 0.42 4.16 + 0.39 0.047
Troponin (ng/L) 2.9 (15t027.1) 2.5 (1.5 to 26) 0.924
'NT-ProBNP (pg/ml) 17 (2 to 499) 17 (2 to 1475) 0.872

Hemodynamic parameters

SBP (mmHg) | 124.7 £+ 18.2 130.4 + 20.3 0.121
DBP (mmHg) 80.1+11.6 82.7 £ 11.5 0.242

| 78.7+12.2 79.3+134 0.814

https://www.tctmidic !_ /neﬂygs j—leisegg_&hthracycline-cardiotoxicity-high-risk—patients-sa? ,
=P = b e I
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https://www.tctmidic !_ /neﬂygs j—leisegg_&hthracycline-cardiotoxicity-high-risk—patients-sa? ,
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Pozitiva studie

» design (randomizovana, dvojité zaslepena, placebem kontrolovana) prispiva ke
spolehlivym dikaziim

* novy pristup k identifikaci pacientl s vysokym rizikem kardiotoxicity pfi nizkych davkach
antracyklinG

* vcCasna detekce ventrikularni dysfunkce
* noveé monitorovaci techniky vcetné hs-Tnl, GLS a CMR

Limitace studie
e mohnocentrickd studie

* limitovany soubor nemocnych
* kratka doba sledovani

e
Ll

o '



Studie SARAH
Terapie ARNi :

* sniZeni projevu kardiotoxicity: hodnocené snizenim GLS o vice nez >15 %
u pacientu se zvySenou hladinou hs-Tnl po terapii ANT

e zlepseni remodelace LK: echokardiograficky (LVEDV, LVEF) i CMR (LVEF a
LVESV) ve srovnani s placebem

 bezpecnost: terapie ARNi byla dobre snasena bez zavaznych nezadoucich
ucinkdu

STUDIE SARAH je prvni studii, ktera prokazuje kardioprotektivni potencial
ARNi u vysoce rizikovych pacientt lécenych ATN
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