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KEY PO INT S

� Excess systemic heme
in mice with SCD
upregulates Hmox1 and
promotes cardiac
damage.

� Elevated Hmox1 in
mice with SCD
exacerbates iron
overload and induces
cardiac ferroptosis.

Sickle cell disease (SCD) is characterized by increased hemolysis, which results in
plasma heme overload and ultimately cardiovascular complications. Here, we hypoth-
esized that increased heme in SCD causes upregulation of heme oxygenase 1
(Hmox1), which consequently drives cardiomyopathy through ferroptosis, an iron-
dependent non-apoptotic form of cell death. First, we demonstrated that the
Townes SCD mice had higher levels of hemopexin-free heme in the serum and
increased cardiomyopathy, which was corrected by hemopexin supplementation.
Cardiomyopathy in SCD mice was associated with upregulation of cardiac Hmox1,
and inhibition or induction of Hmox1 improved or worsened cardiac damage, respec-
tively. Because free iron, a product of heme degradation through Hmox1, has been
implicated in toxicities including ferroptosis, we evaluated the downstream effects
of elevated heme in SCD. Consistent with Hmox1 upregulation and iron overload,

levels of lipid peroxidation and ferroptotic markers increased in SCD mice, which were corrected by hemopexin
administration. Moreover, ferroptosis inhibitors decreased cardiomyopathy, whereas a ferroptosis inducer era-
stin exacerbated cardiac damage in SCD and induced cardiac ferroptosis in nonsickling mice. Finally, inhibition
or induction of Hmox1 decreased or increased cardiac ferroptosis in SCD mice, respectively. Together, our
results identify ferroptosis as a key mechanism of cardiomyopathy in SCD.

Introduction
Erythroid disorders like sickle cell disease (SCD) are charac-
terized by excess heme because of increased hemolysis.1

Increased heme in hemolytic disorders has been linked to
inflammation and organ damage including cardiovascular
disorders.2,3 Heme is catabolized by heme oxygenase 1
(Hmox1) to release antioxidant metabolites: carbon monox-
ide and biliverdin.4 However, heme catabolism by Hmox1
also releases free iron, which has been associated with oxi-
dative stress and cardiac damage. Although Hmox1 was
thought to be a protective antioxidant enzyme, recent stud-
ies have demonstrated its role in promoting iron overload
in b-thalassemia5 and driving anthracycline cardiotoxicity.6

Ferroptosis is a regulated form of cell death that is charac-
terized by iron-dependent lipid peroxidation and is distinct
from other cell death processes like apoptosis.7 Although
ferroptosis was first studied in cancer cells, subsequent
studies have demonstrated its implications in several disor-
ders including ischemic stroke and cardiomyopathy.6-8 Rec-
ognizing the impact of ferroptosis on metabolism and
disease, we sought to examine the effects of excess heme
on cardiac ferroptosis in SCD.

Methods
Mice
All animal protocols were approved by the Institutional Animal
Care and Use Committees of Northeastern University, University
of Massachusetts Lowell, and Beth Israel Deaconess Medical
Center. We used the Townes mouse model of SCD, including
HbSS sickling mice (16-24 weeks old) and their age-matched
nonsickling HbAS littermates. Townes SCD transgenic mice that
express humanized sickle cell genes9 were purchased from Jack-
son Laboratories (Bar Harbor, ME; stock #013071). Genotypes of
homozygous sickling (HbSS) and heterozygous nonsickling
(HbAS) littermate controls were confirmed using polymerase
chain reaction (PCR). Animals were maintained on a 12:12-hour
light:dark cycle and had ad libitum access to water and facility
chow. Mice were euthanized at 16 to 24 weeks of age by isoflur-
ane overdose, followed by exsanguination and tissue collection.

In vivo drug administration
Deferoxamine (DFO, 100 mg/kg), ferrostatin-1 (Fer-1, 1 mg/kg),
erastin (20 mg/kg), hemin (25 mg/kg), or tin protoporphyrin-IX
(SnPP, 12 mg/kg) or corresponding vehicle (saline or 5%
dimethyl sulfoxide) was administered intraperitoneally to
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12-week-old HbSS and HbAS mice 3 times per week for 4 weeks.
Human hemopexin (Hx, 4 mg/kg in saline) was administered
intraperitoneally once a week for 4 weeks to 12-week-old HbSS
and HbAS mice.

Serum heme measurement
Blood was collected from the submandibular vein and centri-
fuged at 1200 g for 12 minutes to obtain serum. Serum heme
levels were measured using a commercially available assay kit
(KA1617; Abnova) as per manufacturer’s instructions.10

Serum hemopexin measurement
Serum Hx was measured using a commercially available
enzyme-linked immunosorbent assay (ELISA; Aviva Systems Biol-
ogy, OKIA00097) as per manufacturer’s instructions.11

Real-time qPCR
RNA was extracted from cardiac tissue using TRI reagent
(Sigma-Aldrich). Single strand complementary DNA was synthe-
sized using Maxima First Strand cDNA Synthesis Kit. Quantita-
tive PCR (qPCR) was performed in QuantStudio 3 (Applied
Biosystems) using the iTaq Universal SYBR Green Supermix (Bio-
Rad). Relative messenger RNA (mRNA) levels were normalized
to b-actin using the 2-DDCTmethod and expressed as relative
fold change as compared to HbAS mice or saline-treated HbAS
mice. The primers used for real-time qPCR were: ANP, forward
GAACCTGCTAGACCACCT, reverse CCTAGTCCACTCTGG
GCT12; BNP, forward AAGCTGCTGGAGCTGATAAGA, reverse
GTTACAGCCCAAACGACTGAC13; Ptgs2, forward CTGCGCCT
TTTCAAGGATGG, reverse GGGGATACACCTCTCCACCA6;
and Gpx4, forward TCTGTGTAAATGGGGACGATGC, reverse
TCTCTATCACCTGGGGCTCCTC.14

Serum CK-MB measurement
Serum creatinine kinase MB (CK-MB) was measured by ELISA
using a commercial assay kit (MBS705293; MyBioSource) as per
manufacturer’s instructions.15

Determination of lipid peroxidation
Lipid peroxidation in heart tissues was measured using OxiSelect
MDA Adduct competitive ELISA (Cell Biolabs) according to the
manufacturer’s protocol.16

Western blot analysis
Protein was extracted from cardiac tissue using RIPA and sepa-
rated using sodium dodecyl sulfate polyacrylamide gel electro-
phoresis. The proteins were transferred to a PVDF membrane.
Membranes were incubated overnight at 4�C with primary anti-
bodies (Hmox1, Abcam ab13248, 1:1000; ALAS1, Abcam
ab84962, 1:500; caspase-3, Abcam ab13847, 1:2000; Bax, Cell
Signaling Technologies #2772, 1:1000; Bcl-2, Cell Signaling
Technologies #3498, 1:1000; and tubulin, Abcam ab4074,
1:2000).

Statistical analyses
Data were presented as mean 6 standard error of the mean.
Groups were compared using the Student t test for 2-group
comparison or 1-way analysis of variance (ANOVA) with Tukey’s
honestly significant difference (HSD) post hoc test for compari-
son among 3 to 6 groups. Differences with P , .05 were consid-
ered significant.

Results and Discussion
Similar to patients with SCD, HbSS mice displayed increased
serum heme levels (Figure 1A) and depleted Hx (Figure 1B), the
heme scavenger protein,17,18 which resulted in increased non-
Hx bound (free) heme levels (Figure 1C). Considering the associ-
ation between serum heme and cardiac inflammation and
hypertrophy,19 we determined if excess heme promotes cardio-
myopathy in SCD. HbSS mice displayed increased heart weight
(supplemental Figure 1A available on the Blood Web site) and
cardiac expression of the hypertrophic markers atrial and brain
natriuretic peptide (ANP and BNP; Figure 1D) and serum
CK-MB (Figure 1E). In patients with SCD, heart disease manifests
as hypertrophic cardiomyopathy with preserved systolic func-
tion.20 Similarly, echocardiography revealed that HbSS mice
developed left ventricular hypertrophy (supplemental Figure 1B).
Interestingly, exogenous Hx administration restored serum
heme levels and corrected cardiac damage in HbSS mice, while
demonstrating no effects in HbAS mice (Figure 1F,G; supple-
mental Figures 1D and 2G). These results indicate that cardio-
myopathy in SCD is driven by excess heme, which is reversed
by Hx administration.

We then sought to explore the mechanisms of heme-mediated
cardiomyopathy in SCD. Although Hx prevents heme uptake
into cardiac cells,3 other cardiac heme importers like Flvcr2
could take up free heme,21 and consequently result in Hmox1
induction.4 Cardiac Hmox1 was upregulated in HbSS mice (Fig-
ure 1H). Consequently, cardiac non-heme iron, a breakdown
product of heme by Hmox1, was higher in HbSS mice (supple-
mental Figure 1F), although cardiac heme levels were
unchanged (supplemental Figure 1E). Although these results dif-
fer from patients with SCD who do not display cardiac iron load-
ing,22 it should be noted that T2*, the most common technique
to determine cardiac iron in humans, only measures iron bound
to proteins like hemosiderin or ferritin, and not other redox-
active forms of iron (eg, labile or free iron).23 Additionally, there
was no change in cardiac heme synthesis, determined by amino-
levulinic acid synthase 1, in HbSS mice (supplemental Figure
1G), suggesting that Hmox1 upregulation could primarily occur
due to increased heme uptake from circulation rather than car-
diac heme.3 Notably, Hx administration corrected cardiac
Hmox1 upregulation and iron loading (Figure 1I; supplemental
Figure 1H), supporting the idea that cardiac Hmox1 is regulated
by systemic heme status.

Next, we altered Hmox1 activity using a known inducer hemin
or an inhibitor SnPP, respectively (supplemental Figure 1I).
Hemin depleted serum Hx (supplemental Figure 1K) and
increased non-Hx bound heme levels (supplemental Figure 1L)
in HbAS mice. Also, hemin increased cardiac Hmox1 (Figure 1J)
and non-heme iron (supplemental Figure 1N) and induced car-
diac damage in HbAS mice and exacerbated cardiomyopathy in
HbSS mice (Figure 1K; supplemental Figures 1M and 2G). Con-
versely, SnPP corrected cardiac damage in HbSS mice, although
modest cardiac iron deficiency was observed in HbAS mice (Fig-
ure 1J,K; supplemental Figures 1M and 2G). These results iden-
tify Hmox1 as a key player in promoting cardiomyopathy in SCD
and suggest that modulation of Hmox1 alters the susceptibility
to cardiomyopathy. Future studies using SCD 3 cardiac-specific
Hmox1-knockout or overexpression models will delineate the
roles of systemic and cardiac Hmox1 in SCD cardiomyopathy.
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Figure 1.
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Although Hmox1 may play a protective role in vascular func-
tion,24,25 accumulating evidence suggests the role of Hmox1 in
ferroptosis, an iron-dependent cell death.6,26,27 Thus, we

examined the downstream effects of elevated cardiac Hmox1 in
SCD. Consistent with ferroptotic damage, we found increased
levels of malondialdehyde (MDA), a lipid peroxidation marker,

Figure 1. Excess heme leads to cardiomyopathy in mouse model of sickle cell disease through Hmox1 upregulation. (A-E,H) Sickling (HbSS) mice and nonsickling
(HbAS) littermates (males and females, 16-24 weeks old) fed facility chow were euthanized to collect tissues. (A) Serum heme and (B) hemopexin (Hx) levels were deter-
mined by colorimetric analysis and ELISA, respectively. (C) Serum heme was normalized to hemopexin to determine relative amounts of Hx-free heme. (D) Relative
mRNA expression was determined using qPCR in cardiac tissue and normalized to b-actin. (E) Serum creatine kinase-MB (CK-MB) levels were measured by ELISA. (F-G,
I) HbAS and HbSS mice were injected with human Hx (4 mg/kg) once a week for 4 weeks. (F) Serum heme levels were determined by colorimetric analysis. (G) Relative
mRNA expression was determined using qPCR in cardiac tissue and normalized to b-actin. (H-I) Relative protein expression of Hmox1 was determined using cardiac tis-
sue and normalized to a-tubulin. Discontinuities between nonadjacent lanes of the same membrane were indicated by a solid line. (J-K) HbAS and HbSS mice were
injected with hemin (25 mg/kg) or SnPP (12 mg/kg) intraperitoneally 3 times per week for 4 weeks, and cardiac Hmox1 expression was determined using western blot
analysis. Discontinuities between nonadjacent lanes of the same membrane are indicated by a solid line. (K) Relative mRNA expression in cardiac tissue was determined
by qPCR and normalized to b-actin. Results are representative of n 5 7-11 per group. Data are expressed as mean 6 standard error of the mean. Statistical significance
was assessed using the (A-E, H) Student t test for 2-group comparison or (F-G, I-K) 1-way ANOVA followed by Tukey HSD post hoc test for comparison among 3 to 6
groups. *P , .05 vs HbAS mice of the same treatment. #P , .05 vs vehicle-treated mice of the same genotype.
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Figure 2. Upregulated Hmox1 promotes cardiac ferroptosis in mice with sickle cell disease. (A-B) HbAS and HbSS mice were injected with human Hx (4 mg/kg) once
a week for 4 weeks. (A) Lipid peroxidation was assessed as levels of malondialdehyde (MDA) by ELISA. (B) Relative mRNA expression of ferroptotic markers was determined
using qPCR and normalized to b-actin. (C-E) HbAS and HbSS mice were injected with ferroptosis inhibitors (ferrostatin-1 [Fer-1; 1 mg/kg] or deferoxamine [DFO; 100 mg/
kg]) or ferroptosis inducer (erastin; 20 mg/kg) intraperitoneally 3 times per week for 4 weeks. (C) Lipid peroxidation was assessed as levels of MDA. Relative expression of
(D) ferroptotic and (E) hypertrophic markers were determined using qPCR and normalized to b-actin. (F-G) HbAS and HbSS mice were injected with hemin (25 mg/kg) or
SnPP (12 mg/kg) intraperitoneally 3 times per week for 4 weeks. (F) Lipid peroxidation was assessed as MDA levels. (G) Ferroptotic markers were determined by qPCR and
normalized to b-actin. Results are representative of n5 7-8 per group. Data are expressed as mean6 standard error of the mean. Statistical significance was assessed using
1-way ANOVA followed by Tukey HSD post hoc test. *P, .05 vs HbAS mice of the same treatment. #P, .05 vs vehicle-treated mice of the same genotype.
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and Ptgs2 (a ferroptotic marker) in HbSS hearts (supplemental
Figure 2A,B). The antioxidant enzyme Gpx4 was unchanged
(supplemental Figure 2B), which is consistent with a previous
finding in iron-induced ferroptosis.28 Iron overload could upre-
gulate Slc7a11, a cysteine-glutamate antiporter,29 which may
explain unchanged Gpx4 levels. This suggests that iron overload
ferroptosis is distinct from erastin (system Xc

2 inhibitor)-medi-
ated ferroptosis.29 Moreover, Hx administration prevented lipid
peroxidation and ferroptosis in HbSS mice (Figure 2A,B), sug-
gesting that attenuation of systemic heme overload decreases
cardiac ferroptosis in SCD.

To explore the contribution of ferroptosis toward cardiomy-
opathy in SCD, we used 2 small molecule ferroptosis inhibi-
tors: an iron chelator DFO and a lipid radical scavenger Fer-1
as well as a ferroptosis inducer erastin (supplemental Figure
2C). Inhibition of ferroptosis corrected cardiac damage,
whereas erastin exacerbated cardiac ferroptosis in HbSS mice
(Figure 2C-E; supplemental Figure 2D,E,G). In HbAS mice,
DFO decreased cardiac iron, but increased cardiac damage
(supplemental Figure 2D,E,G; Figure 2E). However, no differ-
ences in any ferroptotic markers were observed (Figure
2C,D), suggesting that iron deficiency could cause cardiomy-
opathy by mechanisms independent of ferroptosis. Con-
versely, Fer-1 treatment did not change any of the
parameters measured in HbAS mice (Figure 2C-E; supple-
mental Figure 2D,E,G). Finally, erastin decreased levels of
Gpx4 (Figure 2D) and promoted ferroptosis (Figure 2C,D) and
cardiac damage (Figure 2E; supplemental Figure 2E,G) in
HbAS mice without influencing cardiac iron levels (supple-
mental Figure 2D). To determine if cardiomyopathy in SCD
could result from cell death mechanisms like apoptosis, we
measured caspase-3 and its cleaved form as well as Bax and
Bcl-2 and found no differences (supplemental Figure 2F),
which was confirmed by TUNEL staining (data not shown).
Because myocardial apoptosis is associated with aging,30 it
remains to be determined if SCD represents a risk for age-
dependent cardiac apoptosis. Finally, we examined if modu-
lation of Hmox1 alters cardiac ferroptosis in SCD. Ferroptotic
damage in HbSS mice was corrected by SnPP and exacer-
bated by hemin (Figure 2F,G). Additionally, hemin administra-
tion induced lipid peroxidation and ferroptosis in HbAS mice
(Figure 2F,G). Combined, our data confirm that heme-
induced Hmox1 drives cardiomyopathy through ferroptosis,
and that inhibition or induction of ferroptosis can ameliorate
or exacerbate SCD-associated cardiomyopathy, respectively.

Together, our study demonstrates that excess systemic heme in
SCD upregulates Hmox1, which promotes cardiac ferroptosis
(supplemental Figure 2H). Further studies are required to

evaluate if other hemolytic products, like hemoglobin, can con-
tribute to cardiovascular events in SCD through other pathways
such as scavenging nitric oxide.31 Alternatively, increased reticu-
locytes in SCD, associated with iron-loaded mitochondria and
reactive oxygen species,32 may be responsible for cardiomyopa-
thy by inducing a pro-inflammatory state.33 Our findings provide
the molecular basis for cardiac ferroptosis in SCD and help to
identify therapeutic strategies to alleviate SCD-associated
cardiomyopathy.

Acknowledgments
The authors thank Flora Sam for her helpful comments regarding car-
diotoxic markers and HaYoung Nam, Mitchell Lobo, Lisa Luka, and
Uksavatey Nuth for their assistance in maintaining mouse colonies.

This study was in part supported by the National Institutes of Health
National Heart, Lung, and Blood Institute (R01 HL143020) (J.K.).

Authorship
Contribution: A.V.M. and J.K. conceived the project, designed research,
interpreted the results, and wrote the paper; A.V.M. also performed
most research and analyzed the data; H.P.T., L.Z., and S.Y. conducted
biochemical experiments and assisted with mouse experiments; and J.L.
and A.A. performed echocardiography and analyzed the echo data.

Conflict-of-interest disclosure: The authors declare no competing finan-
cial interests.

ORCID profiles: A.V.M., 0000-0002-8230-1514; J.L., 0000-0002-7962-
3096; A.A., 0000-0003-4967-9918; J.K., 0000-0001-8226-7427.

Correspondence: Aarti Asnani, Center for Life Sciences, 9th Floor, Beth
Israel Deaconess Medical Center, 330 Brookline Ave, Boston, MA
02115; e-mail: aasnani@bidmc.harvard.edu; and Jonghan Kim, 3
Solomont Way, Suite 4, Lowell, MA 01854; e-mail: jonghan_kim@uml.
edu.

Footnotes
Submitted 18 August 2020; accepted 8 August 2021; prepublished
online on Blood First Edition 13 August 2021. DOI 10.1182/
blood.2020008455.

The online version of this article contains a data supplement.

There is a Blood Commentary on this article in this issue.

The publication costs of this article were defrayed in part by page
charge payment. Therefore, and solely to indicate this fact, this article
is hereby marked “advertisement” in accordance with 18 USC section
1734.

REFERENCES
1. Carvalho MOS, Rocha LC, Reis JHO, et al.

Heme concentration as a biomarker of
sickle cell disease severity: its role in steady-
state and in crisis patients. Blood. 2015;
126(23):975

2. Vinchi F, Costa da Silva M, Ingoglia G,
et al. Hemopexin therapy reverts heme-
induced proinflammatory phenotypic
switching of macrophages in a mouse
model of sickle cell disease. Blood. 2016;
127(4):473-486.

3. Vinchi F, De Franceschi L, Ghigo A, et al.
Hemopexin therapy improves cardiovascular
function by preventing heme-induced endo-
thelial toxicity in mouse models of hemolytic
diseases. Circulation. 2013;127(12):1317-1329.

4. Tenhunen R, Marver HS, Schmid R.
Microsomal heme oxygenase.
Characterization of the enzyme. J Biol
Chem. 1969;244(23):6388-6394.

5. Garcia-Santos D, Hamdi A, Saxova Z, et al.
Inhibition of heme oxygenase ameliorates

anemia and reduces iron overload in a
b-thalassemia mouse model. Blood. 2018;
131(2):236-246.

6. Fang X, Wang H, Han D, et al. Ferroptosis as a
target for protection against cardiomyopathy.
Proc Natl Acad Sci USA. 2019;116(7):2672-
2680.

7. Dixon SJ, Lemberg KM, Lamprecht MR, et
al. Ferroptosis: an iron-dependent form of
nonapoptotic cell death. Cell. 2012;149(5):
1060-1072.

940 blood® 10 FEBRUARY 2022 | VOLUME 139, NUMBER 6 MENON et al

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/139/6/936/1869778/bloodbld2020008455.pdf by guest on 18 M

ay 2024

http://orcid.org/0000-0002-8230-1514
http://orcid.org/0000-0002-7962-3096
http://orcid.org/0000-0002-7962-3096
http://orcid.org/0000-0003-4967-9918
http://orcid.org/0000-0001-8226-7427
mailto:aasnani@bidmc.harvard.edu
mailto:jonghan_kim@uml.edu
mailto:jonghan_kim@uml.edu
http://www.bloodjournal.org/content/139/6/811


8. Li Y, Feng D, Wang Z, et al. Ischemia-
induced ACSL4 activation contributes to
ferroptosis-mediated tissue injury in intesti-
nal ischemia/reperfusion. Cell Death Differ.
2019;26(11):2284-2299.

9. Ryan TM, Ciavatta DJ, Townes TM.
Knockout-transgenic mouse model of sickle
cell disease. Science. 1997;278(5339):873-
876.

10. Guo L, Zhang T, Wang F, et al. Targeted
inhibition of Rev-erb-a/b limits ferroptosis to
ameliorate folic acid-induced acute kidney
injury. Br J Pharmacol. 2021;178(2):328-345.

11. Nguyen J, Abdulla F, Chen C, et al.
Phenotypic characterization the Townes
sickle mice. Blood. 2014;124(21):4916.

12. Mascareno E, Galatioto J, Rozenberg I, et al.
Cardiac lineage protein-1 (CLP-1) regulates
cardiac remodeling via transcriptional modu-
lation of diverse hypertrophic and fibrotic
responses and angiotensin II-transforming
growth factor b (TGF-b1) signaling axis. J
Biol Chem. 2012;287(16):13084-13093.

13. Ellmers LJ, Knowles JW, Kim HS, Smithies O,
Maeda N, Cameron VA. Ventricular
expression of natriuretic peptides in
Npr1(-/-) mice with cardiac hypertrophy and
fibrosis. Am J Physiol Heart Circ Physiol.
2002;283(2):H707-H714.

14. Seale LA, Hashimoto AC, Kurokawa S, et al.
Disruption of the selenocysteine lyase-
mediated selenium recycling pathway leads
to metabolic syndrome in mice. Mol Cell
Biol. 2012;32(20):4141-4154.

15. Luu VZ, Luu AZ, Chowdhury B, et al.
Disruption of endothelial cell intraflagellar
transport protein 88 exacerbates
doxorubicin-induced cardiotoxicity. Life Sci.
2020;260:118216.

16. Shimizu Y, Nicholson CK, Polavarapu R, et
al. Role of DJ-1 in modulating glycative

stress in heart failure. J Am Heart Assoc.
2020;9(4):e014691.

17. Santiago RP, Guarda CC, Figueiredo CVB, et
al. Serum haptoglobin and hemopexin levels
are depleted in pediatric sickle cell disease
patients. Blood Cells Mol Dis. 2018;72:34-36.

18. Smith A, Morgan WT. Hemopexin-mediated
transport of heme into isolated rat
hepatocytes. J Biol Chem. 1981;256(21):
10902-10909.

19. Gbotosho OT, Kapetanaki MG, Ghosh S,
Villanueva FS, Ofori-Acquah SF, Kato GJ.
Heme induces IL-6 and cardiac hypertrophy
genes transcripts in sickle cell mice. Front
Immunol. 2020;11:1910.

20. Johnson MC, Kirkham FJ, Redline S, et al.
Left ventricular hypertrophy and diastolic
dysfunction in children with sickle cell
disease are related to asleep and waking
oxygen desaturation. Blood. 2010;116(1):16-
21.

21. Duffy SP, Shing J, Saraon P, et al. The
Fowler syndrome-associated protein FLVCR2
is an importer of heme. Mol Cell Biol. 2010;
30(22):5318-5324.

22. Junqueira FP, Fernandes JL, Cunha GM, et
al. Right and left ventricular function and
myocardial scarring in adult patients with
sickle cell disease: a comprehensive
magnetic resonance assessment of hepatic
and myocardial iron overload. J Cardiovasc
Magn Reson. 2013;15(1):83.

23. Wood JC. History and current impact of
cardiac magnetic resonance imaging on the
management of iron overload. Circulation.
2009;120(20):1937-1939.

24. Duckers HJ, Boehm M, True AL, et al. Heme
oxygenase-1 protects against vascular con-
striction and proliferation. Nat Med. 2001;
7(6):693-698.

25. Br€une B, Ullrich V. Inhibition of platelet
aggregation by carbon monoxide is
mediated by activation of guanylate cyclase.
Mol Pharmacol. 1987;32(4):497-504.

26. Kwon MY, Park E, Lee SJ, Chung SW. Heme
oxygenase-1 accelerates erastin-induced
ferroptotic cell death. Oncotarget. 2015;
6(27):24393-24403.

27. Chang LC, Chiang SK, Chen SE, Yu YL,
Chou RH, Chang WC. Heme oxygenase-1
mediates BAY 11-7085 induced ferroptosis.
Cancer Lett. 2018;416:124-137.

28. Yu Y, Jiang L, Wang H, et al. Hepatic
transferrin plays a role in systemic iron
homeostasis and liver ferroptosis. Blood.
2020;136(6):726-739.

29. Wang H, An P, Xie E, et al. Characterization
of ferroptosis in murine models of
hemochromatosis. Hepatology. 2017;66(2):
449-465.

30. No MH, Choi Y, Cho J, et al. Aging
promotes mitochondria-mediated apoptosis
in rat hearts. Life (Basel). 2020;10(9):178.

31. Reiter CD, Wang X, Tanus-Santos JE, et al.
Cell-free hemoglobin limits nitric oxide
bioavailability in sickle-cell disease. Nat
Med. 2002;8(12):1383-1389.

32. Grasso JA, Sullivan AL, Sullivan LW.
Ultrastructural studies of the bone marrow in
sickle cell anaemia. I. The structure of sickled
erythrocytes and reticulocytes and their
phagocytic destruction. Br J Haematol.
1975;31(2):135-148.

33. Belcher JD, Mahaseth H, Welch TE, et al.
Critical role of endothelial cell activation in
hypoxia-induced vasoocclusion in transgenic
sickle mice. Am J Physiol Heart Circ Physiol.
2005;288(6):H2715-H2725.

CARDIAC FERROPTOSIS IN SICKLE CELL DISEASE blood® 10 FEBRUARY 2022 | VOLUME 139, NUMBER 6 941

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/139/6/936/1869778/bloodbld2020008455.pdf by guest on 18 M

ay 2024


