Comparative Risk of Statin Exposure on Adverse Cardiovascular

O i V) Outcomes in Heart Transplant Recipients

MEDICAL SCHOOL UMass Memorial Health Stephen J. Foley, MD; Shruti Hegde, MD
Department of Medicine University of Massachusetts Chan Medical School, Worcester, MA, USA

Background Results Results
+  Long-term survival for heart transplant (HTx) : % > ) « After PSM, patients in the statin cohort displayed
e . Demographics No Statin Statin A_ 5_PO| nt MACE Iy healthier baseli di boli
recipients remains affected by post-transplant (N=1,927) (N=1,927) generally healthier baseline cardiometabolic
AN . B , .
dys_l(lipl)ldenna leaQ1ng tl;) the (lievelf)pllil;lsnt ofa fonzll_ of AgelatHITX) years (mean+/2SD) TEETTETT DAY 1o Eli(){lle;’ llaased (;n 10(\;/er sy_stghc blood pressure,
relllpl y 1%Jrogvreslmvetialt egjic erosis, known as cardiac White (n, %) 1,208 (62.7) 1,225 (63.6) -~ NNO f;agt;n cholesterol, and creatinine.
iAOgra _ve?scu opal .}’ (. V). et Male (n, %) 1202 (62.4) 1,230 (62.8) % 08 B * Cohorts were prescribed immunosuppressants
ost recipients require mmunosuppresstve therapy BMI, kg/m? (mean +/- SD) 26.9 +/- 6.0 27.5+/-5.6 * K T —— and other antilipemic agents at equal proportion.
to prevent acute allograft rejection, although agents Fyperteasion (1%) 1,092 (6.7) T0501(545) ° T The pri £ 5-Point MACE
e ertension (n, % g X g 5 2 L — . _
such as calcineurin inhibitors (CNIs) and y: I <o a1ar957  L76sranse a 06 e primary outcome o ot was
. . .« . . +/- BEEYE N .6 +/-23. = .
corticosteroids may precipitate metabolic dysfunction ystolic BP, mmig (mean ) 5 Statin significantly higher in the statin cohort, with
leading to the rise in LDL cholesterol after HTx. Lt @, 79) LEIC02) VIR (EDZ) S04 N =428 early distinction in the first year.
S . . . 437, T 4+-35.7% 3 . . R
¢ Current guidelines recommend lower intensity or LDL Cholesterol, mg/dL. (mean +/- SD) 6.0 +/-37.3 82745357 “ * The statin cohort also experienced higher rates of
N s . . T Type 2 Diabetes (n, %) 627 (32.5) 582 (30.2) 0.2 i i i i i
dosing of statins to reduce the risk of interactions - RR: 2.88 (95% Cl: 2.42-3.42) cardiovascular disease, ischemic heart disease
with CNIs Hemoglobin Alc, %, (mean +/- SD) 59+/-1.4 6.0 +/-1.2 e e : and heart failure
- . % Cl- -
. . . Nicotine Dependence (n, %) 415 (21.5) 396 (20.6) . HR: 3.16 (95% Cl: 2.56-3.90) . . s
*  Asaresult, available evidence for LDL-lowering  Statin exposure was associated with significantly
A _ . . o s 500 1000 1500 2000 2500 3000 3500
eﬂ'lcacy and cardiovascular outcomes in HTx Peripheral Vascular Disease (n, %) 106 (5.5) 103 (5.3) D ¢ | high isk of 1 N N di
recipients is restricted mainly o low- or moderate- Creatinine, mg/dL (mean +/- SD) YT L Gb G0 ays after transplant igher risk of post-transplant invasive cardiac
. . . - — - procedures, RR = 5.19 (95% CI: 4.30-6.27).
ntensity statins. Table 1. After PSM, baseline characteristics, vitals, and lab data prior to HTx. *p < 0.05 . . .
. . . . e . . * Myalgia was also more common with statin
« There is a need to investigate alternative antilipemic B. All-Cause Mortallty exposure, RR = 2.00 (95% CI: 1.53-2.62)
. A o i i i Xposu =2. 1 1.53-2.
therapies or combinations with immunosuppressants Demographics cont. g&'_slt;;';') (S;a_t;ngn) P ’ 0
for CAV prevention in HTx recipients. 2 2 1.0 Statin
Immunosuppressants (n, %) ~
- N = 1927 .
Tacrolimus 989 (51.3) 966 (50.1) ] COHCIU,S]O]]S
S o8
Mycophenolate mofetil 815 (42.3 807 (41.9 < ) . . . . .
Purpose D “23) @19 = No Statin + Statins alone may be insufficient to achieve optimal
Cyclosporine 139 (7.2) 157 (8.1) o N=1927 . . . . . .
X . . . o s 06 The—— cardiovascular prevention in this unique population.

«  Briefly, this retrospective cohort study using the large global Sirolimus 142 (7.4) 162 (8.4) - — . Stati . fier HT: . iated with a hi
federated electronic medical record database (TriNetX) aims Azathioprine 145 (7.5) 132 (6.9) s a 1_n exp_)osure atter Hi1x was gssqma © “_]1 a 1gher
to add to the current literature regarding the perioperative Antilipemic (n, %) g 0.4 relative risk of MACE, but no significant difference in
management of HTx recipients, specifically in relation to the R R A all-cause mortality.

N - . . . - Omega-3 fatty acid 75 (3.9) 80 (4.2) . ; . .
safety and efficacy of statin exposure in preventing cardiac 0.2 . o 1. * By excluding patients with prior outcomes from
allograft vasculopathy and adverse cardiovascular events (£t @ E) 71l (1) RR:0.93 (95% CI: 0.81-1.05) ; i iohli ;
g pathy - Fenofib 7010 28 (Ls HR: 0.69 (95% Cl: 0.60-0.79) analysis, these findings highlight the higher rates of
t . . < U +0.60-0. e
enofibrate (19 (5 . . . . new onset CVD or first incidence of MACE but do not
Method Lcgsapendethyl 100-5) 11(06) 500 1000 1500 2000 2500 3000 3500 account for benefits of continuing statins in the context
ethods Evolocumab 19 (1.0) 10(0.5) Days after transplant of pre-existing CVD
. ATrigIe]t:‘)IfIqRuedry was ;gndsctgdsugirﬁg ilecn'.oni;:\]healthk Table 2. After PSM, co-prescribed immunosuppressant and antilipemic medications in * While graft failure was not specifically compared, the
record ( ) data within the ollaborative Network. the post-transplant period. *p<0.05 rate of interactions between statins and
© Patients aged I8 to 75 years with ICD or CPT codes for C. Cardiovascular Disease D. Heart Failure E. Ischemic Heart Disease immunosuppressants associated with poorer outcomes
diagnosis, procedure, or evaluation relate(.i to HTx between . . . appears insignificant, as cohorts were equally
1/1/2015 and 12/31/2024 were separated into cohorts based No Statin -ribed CNI:
on - § i ins 10\ 0 10 o No Statin 10— N=1570 prescribes S.
post-transplant treatment with or without statins. - No Statin "o —— X . . .
. L R z ) _ N=8#7 z £z e  Future studies may consider direct comparison of
«  All patients were prescribed immunosuppressive therapy. 508 — 508 - B o® statin . R R .
Col J . hing (PSM) b H — H 5 N=1324 statins and other alternative or adjunct therapies, such
ohorts underwent propensity score matching (PSM) by s s et £ as PCSKO inhibitors, for post-transplant cardiovascular
baseline demographics (age at transplant, race, sex), g Statin g \ s tecti
comorbidities (T2DM, HTN, HLD, PVD, nicotine 5o N=a0 S | - 5o protection.
il?;‘;de“ce)’ and Ch"’f_ameriséiis D(El\gl systolic BP, 02 RR:2.66 (95% CI:2.24-3.16) | | *2 RR:2.63 (95% Cl:219-3.16) || *2 RR:235 ‘(ZEZ'; o 1ae299)
creat s -C). : 2. % Cl: 2.29-3. : 2. :2.02-3. : 1. % Cl: 1.47-2.
¢, serum creatinine, an ). HR: 2.82 (95% Cl: 2.29-3.47) HR: 2.49 (95% CI: 2.02-3.06) Cknowlednlents
+ Primary outcome was combined 5-Point MACE. 0 1000 1500 2000 2500 300 3500 0 1000 1500 2000 2500 300 3500 s0 1000 100 2000 2500 3000 3500
S d included all. i Days after transplant Days after transplant Days after transplant The authors would like to acknowledge the TriNetX platform for
eco-n ary uutcumes m(f ude a -cause _mona ity, providing access to de-identified EHR data for this study and for
cardiovascular dls_ease’ ISCheml‘c.hean.dlsea_se, . Figure 1. Kaplan Meyer curves showing reported rates of major adverse cardiac event (MACE) and all-cause mortality in HTx recipients based on statin exposure. Outcomes performing statistical analysis. Also, we are grateful to the
cerebrovascular dlseas?, heart failure, invasive cardiac were analyzed from 30 days to 10 years after transplant. Patients with prior outcomes were excluded from analysis. healthcare organizations participating in the TriNetX network for
procedures, and myalgia. contributing essential datasets for research.




