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A prominent late effect of thoracic ionizing irradiation is that associated with the cardiovascular
system. In clinical radiation oncology, there is concern for late cardiac effects in long-term
surviving patients treated for Hodgkin’s, lymphoma, and breast cancer. There have been
increasing reports showing clear evidence of late cardiac damage. As with many other late
clinical radiation therapy side-effects, damage has been found to increase with total dose,
fraction size, and the relative volume of tissue treated. Attention to the late radiation effects in
patients has become extremely important given the large number of late survivor patients, who
were treated in the 1960s, 1970s, and 1980s, and who have lived for decades after completion of
radiotherapy. These survivors are clearly experiencing radiation late effects including those
involving the heart.

With respect to total body irradiation (TBI) and late effects involving cardiac damage, recent
evidence from the Late Effects Core of the Duke Center for Medical Countermeasures Against
Radiation (CMCR) based at Wake Forest University has indicated a significant incidence of
cardiac effects in total body irradiated Rhesus Macaque monkeys followed for years after TBI or
Thoracic irradiation (see Chapter X, Section G: by Mark Cline and Gregory O’Dugan). The
observation of cardiac fibrosis occurs in animals some of which have simultaneous pulmonary
late radiation damage.

All these data relate to the goal of development of radiation countermeasures for potential
application to total body irradiated individuals, who survive a radiation terrorist event. An
understanding of the pathophysiology of cardiac radiation damage is now required to guide
researchers in developing both biomarkers for cardiac radiation injury, targeted therapies to
mitigate potential cardiac damage, and agents to ameliorate cardiac toxicity.

This chapter will review the relative basic science experiments relevant to radiation cardiac
damage including those in rodent and canine models and will focus on recent reports of cardiac
injury in both Hodgkin’s disease and breast cancer patients, who received radical/curative
radiotherapy. As with many other chapters in this textbook, the present chapter will focus on
methodologies for continuing research in this area, and guidelines for the development of
countermeasures based on the known pathophysiology of radiation-induced organ damage.

Cell Culture and Animal Model Studies of Cardiac Damage

Endothelial cell damage from irradiation has been a subject of intense research in past decades
(1). Endothelial cells demonstrate a classic radiation damage response in which nuclear DNA
strand breaks lead to communication to the mitochondria of signals initiating apoptosis, and also
upregulating the mRNA for both stress response genes and inflammatory cytokines. Secretion of
inflammatory cytokines by endothelial cells initiates inflammatory cell responses including
arrival in endothelium of neutrophils and macrophages, as well as, subsets of T-cells. Given the
oxidative lipid responses to irradiation, the involvement of pathways for both local cardiac and
distant (abscopal) effects of cardiac irradiation are significant and depend upon irradiation dose,
volume treated, and fraction size.

Rodent models of radiation damage demonstrated acute effects involving cardiac muscle
function (decreased heart volume, decreased muscular action in ventricular outflow, and
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associated sequella of the inflammatory response) (2-6). There has been relatively little
published data with respect to ionizing irradiation acute changes that involve the cardiac
conduction system leading to arrhythmias or abnormal electrocardiogram findings. In contrast,
most information on acute cardiac toxicity has been reported in rat and mouse models and relates
to detection of inflammatory cytokines in peripheral blood, as well as, signs of muscle injury that
is related to cardiac output, and release of cardiac damage associated molecule (SGPT, SGOT,
TREPONIN).

Canine models of radiation injury have confirmed the acute effects of radiation with respect to
cardiac output, decreased muscle function, and inflammatory cytokines (7).

In all animal models studied, the relative resistance of the heart to acute effects has been
attributed to the richness of mitochondria in cardiac muscle (8-10). The oxidative metabolic
requirements of cardiac muscle function will require large numbers of mitochondria per cell to
generate ATP for metabolism. Direct effects of irradiation on the mitochondria have been
reported in multiple tissue culture systems, and in studies of the bone marrow and intestine.
However, relatively little published information is available on irradiation effects on cardiac
mitochondria. While acute effects of irradiation on the heart relate to late effects, it is a subject
of intense interest.

Research by Hauer-Jensen and collaborators has demonstrated a role of mast cells and other
inflammatory cells in cardiac damage in animal models (3-4). How these subacute effects relate
to cardiac late effects is not known.

Late effects of cardiac irradiation in animal models include the development of fibrosis. As with
the fibrotic response in other tissues and organs, a component of both proliferation of fibroblasts
and transition into myofibroblasts has been documented in the irradiated heart. The arrival in
irradiated heart of fibroblasts of bone marrow origin has not been reported, as has been the case
with irradiated lung (46). Cardiac fibrosis is associated with decreased capacity of cardiac
myocytes to function and results in reduced cardiac functions. Multiple categories of cardiac
damage have been observed in thoracic irradiated patients (10-21). Late cardiac arrhythmias
have been reported in irradiated patients. Cardiac conduction system abnormalities including
arrhythmias have been reported in animal models (10) and in thoracic irradiated patients (12, 18)
followed for years after completion of radiotherapy. Finally, cardiac vascular injury has been a
prominent source of concern leading to myocardial infarction, decreased perfusion through
abnormalities in the microvasculature, and late effects that involve vessel fibrosis and increased
atherosclerosis (12-21).

Total Body Irradiation Effects on the Cardiovascular System

Recent publications from Mark Cline and John Olson of Wake Forest have documented late
cardiac fibrosis in total body irradiated Rhesus Macagque monkeys, not necessarily correlated
with pulmonary fibrosis (See Chapter X, Section g) in this web-based textbook. While there
have been multiple dose cohort groups studied, a clear dose response curve has not been
observed. There was a trend toward increased frequency of cardiac fibrosis in monkeys that had
received the higher 9.0 Gy total body dose compared to others that received 7.0 or 7.5 Gy.
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Multi-system late effects disorders have been documented in these studies, and suggests that
radiation late effects in organs outside the heart may contribute to cardiac fibrosis.

Cardiac Late Effects in Hodgkin’s Disease Patients

In the 1960s, 1970s, and 1980s, mantle irradiation was widely utilized to treat early stage
Hodgkin’s disease from stages IA through stages IIIB. Despite the advent of combination
chemotherapy, principally, the MOPP regimen (Methotrexate, Oncovin, Procarbazine, and
Prednisone), many Hodgkin’s disease patients continued to receive mantle irradiation, sometimes
followed by periaortic irradiation including the splenic pedicle, and in 111A and 111B, total nodal
irradiation consisting of one month of thoracic irradiation followed by one month of abdominal
periaortic irradiation, and another month of pelvic irradiation (14-16). The majority of patients
present with Hodgkin’s disease in cervical, supraclavicular, and mediastinal lymph nodes. Based
on staging systems elegantly described by Henry Kaplin and colleagues, the application of
mantle irradiation was widely applied (14-16). In some studies involved field radiation, which
eliminated the cardiac volumes was used. During these decades, the late effects of irradiation on
the heart were not anticipated, and the fractionated dose of 36 — 40 Gy over 3-4 weeks usually
delivered in 2.0 Gy per day fractions by opposed anterior and posterior fields was felt to be well
tolerated.

The mantle blocks for thoracic node irradiation in Hodgkin’s disease patients that were carefully
drawn to protect lung tissue, while including all mediastinal lymph nodes and those in the hilar
regions included a careful effort to block as much of the left ventricle as possible under the left
lung block. However, patients received full dose radiation to right ventricle, both atria, and in
some cases, where large mediastinal or hilar nodes were noted, they did receive an initial two or
three weeks of irradiation into the entire cardiac volume (14-16). In patients receiving
concomitant chemotherapy, cardiac and pulmonary toxicity was carefully monitored in follow-
up over decades after curative treatment. The large number of patients surviving 20 to 30 years
after completion of mantle irradiation provide a large cohort of individuals at risk for cardiac late
effects (14-16). Included in this patient cohort was a significant number of pediatric Hodgkin’s
disease patients (12-13, 34-40), who received mantle irradiation with or without chemotherapy.

Case reports of cardiac damage, principally, congestive heart failure and cardiac arrhythmias
were published in the 1990s, and large series documented clear evidence of cardiac late effects
(12-21). The late effects of mantle irradiation on the heart were contributing factor to the
elimination of routine mantle irradiation for Hodgkin’s disease patients. This decision was based
on the availability of a second combination chemotherapy regimen, ABVD (Adriamycin,
Bleomycin, Vincristin, and Dethamexasone) which was alternated with MOPP. Both regimens
have been scaled back to reduce toxic effects of chemotherapy, but still cure Hodgkin’s disease.
Hundreds of late survivors of mantle irradiation are being followed and continually show cardiac
late effects, principally, cardiac fibrosis (14-16). As with other clinical radiation late effects in
other organs and organ systems, the total radiation dose, fraction size, and volume of the organ
treated are clearly associated with increase in cardiac radiation damage.

Given the highly significant reports of cardiac damage from mantle irradiation, the now
significant reports of cardiac damage from total body irradiation in Rhesus Macaque monkeys,
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and recent evidence of potential cardiac toxicity in thoracic irradiated lung cancer patients (47-
49), there is an effort to reduce or eliminate cardiac irradiation in all patients, who need thoracic
radiotherapy. The current availability of Intensity Modulated Radiotherapy and Stereotactic
Radiosurgery for boost treatment facilitates this approach to lung cancer and esophagus cancer
patients, as well as, those with other thoracic malignancies such as thymoma, sarcoma, and
neuroendocrine tumors.

Cardiac Late Effects from Breast Cancer Irradiation

Large numbers of women treated for breast cancer with tangential fields including in some the
“hockey-stick™ (mediastinal lymph nodes with ipsilateral, supraclavicular node irradiation
approach) have presented with late effects of irradiation involving cardiac toxicity (22-33). The
presenting findings of cardiac arrhythmias, congestive heart failure, and myocardial infarction
are in the same categories as those involving Hodgkin’s disease patients. Initial reports suggested
an increased incidence of cardiac late effects in those patients treated for left sided breast cancer,
and was thought to be associated with the left ventricular volume in the tangential field. Other
reports suggested that late cardiac damage was also common in patients treated for right sided
breast cancer. Evaluation of isodose curves in these treatment plans for patients treated in the
1970s, 1980s, and 1990s, revealed complete evidence of cardiac volume directly related to
severity of late cardiac side effects and suggested potential out of field radiation effects (abscopal
effect).

Vascular effects of irradiation to a large arterial and venous blood supplies in the irradiation field
for right sided, as well as, left sided breast cancer management may have contributed to late
cardiac effects. Patients receiving definitive radiotherapy after lumpectomy and/or axillary node
sampling usually received 50 Gy by tangential fields in 1.8 — 2.0 Gy per day fractions over 4 %
to 5 weeks. Some of these patients received internal mammary nodal irradiation and others also
supraclavicular node irradiation. In other patients treated during these decades, post-operative
radiation (30, 33) was used if resection margins of mastectomy showed tumor close to the chest
wall or in some patients large number of nodes were detected in the resection sample requiring
post-operative axillary volume boost and/or supraclavicular boost. Some patients received
mediastinal/internal mammary node irradiation, which involved the heart. Cardiac toxicity was
observed in those patients receiving post-operative radiotherapy, as well as, those receiving
definitive breast radiotherapy.

Currently, significant efforts are routinely made to exclude all cardiac volume in the breast
cancer treatment planning using Intensity Modulated Radiotherapy. Treatment planning using
IMRT treats the chest wall including the lymphatics between thoracic ribs and increases the dose
homogeneity throughout the chest wall and breast, so there are areas with minimal “hot spot” 5%
increased dose producing that volume of homogeneity. Patients with large separation between
the anterior axillary line and mid-sternal line, who receive tangential field radiotherapy may have
a greater risk for high dose in the entrance portals for the medial and lateral tangents. Some of
these patients will be treated with a technique that reduces the distance between the tangents to
eliminate dose homogeneity. In all of these treatment plans, cardiac volume is minimized to
reduce the chances of direct irradiation effects. Irradiation doses are now delivered in programs
of hypofractionation with 3 - 3.5 Gy per fraction in a reduced number of fractions to produce an
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isoeffect 30 — 40 Gy, in larger fraction sizes to be equivalent to 50 Gy by 1.8 — 2.0 Gy per day.
The effect of increased fraction size with respect to known toxicities of breast irradiation
including erythema of skin in the chest wall and inframammary fold has not been significant,
suggesting that any such effects of larger fraction size on cardiac volume in the field (if it cannot
be avoided) be minimal; however, research is still being carried out to follow all of these patients
for biomarkers of radiation damage. Patients at risk of local recurrence after lumpectomy or
mastectomy with positive resection margins and/or specific histopathology may be candidates
for boost irradiation to higher doses to the lumpectomy site in the case of definitive radiotherapy
programs. Such boost treatment is delivered by electron beam, or Stereotactic Radiosurgery,
with treatment plans to avoid the heart.

Approaches Towards Mitigating Radiation Cardiac Damage

Multiple areas of research are ongoing to determine the mechanism by which irradiation and
other inducers of oxidative stress can produce cardiac damage. Gene therapy to deliver specific
ameliorating transgene products into the heart has been an area of investigation (8).
Understanding cardiac molecular biology and the effects of irradiation on these pathways is
critical (41-44). Most importantly, the development of cancer drugs with decreased
cardiotoxicity has been a prominent area of research. The significant cardiac toxicity of
Anthracycline chemotherapy drugs (Adriamycin) has motivated medical oncologists to select
chemotherapy drugs with less cardiac toxicity (30, 45). The polypharmacy of modern medicine
includes breast cancer patients, who were on other multiple drugs for management of
hypertension, Diabetes, hypercholesterolemia, as well as, osteoporosis, and other metabolic
disorders. Interaction of chemotherapy drugs with these pharmaceuticals with respect to
likelihood of producing cardiac toxicity has been a significant concern in those patients, who will
receive radiotherapy in addition to chemotherapy. Many areas of research involving cardiac
irradiation toxicity and the methodology for studying animal models, as well as, clinical patient
research has been outlined in the publications referenced in this chapter.



References:

1.

10.

11.

Rosen EM, Vinter DW, Goldberg ID. Hypertrophy of cultured bovine aortic
endothelium following irradiation. Radiat Res, 117: 395-408, 1989.

Wondergem J, van der Laarse A, van Ravels FJ, van Wermesken AM, Verhoeve HR,
DeGraaf BW, Leer JW. In vitro assessment of cardiac performance after irradiation
using an isolated working rat heart preparation. Int J Radiat Biol, 59(4): 1053-1068,
1991.

Boerma M, Roberto KA, Hauer-Jensen M. Prevention and treatment of functional and
structural radiation injury in the rat heart by pentoxifylline and alpha-tocopherol. IntJ
Radiat Oncol Biol Phys, 72(1): 170-177, 2008.

Boerma M, Wang J, Kulkarni A, Roberto KA, Qiu X, Kennedy RH, Hauer-Jensen M.
Influence of endothelin 1 receptor inhibition on functional, structural, and molecular
changes in the rat heart after irradiation. Radiat Res, 170: 275-283, 2008.

van Luuk P, Faber H, Meertens H, Schippers JM, Langenduk JA, Brandenburg S,
Kampinga HH, Coppes RP. The impact of heart irradiation on dose-volume effects in the
rat lung. IntJ Radiat Oncol Biol Phys, 69(2): 552-559, 2007.

Sridharan V, Tripathi P, Sharma SK, Moros EG, Corry PM, Lieblong BJ, Kaschina E,
Unger T, Thone-Reineke C, Hauer-Jensen M, Boerma M. Cardiac inflammation after
local irradiation is influenced by the Kallikrein-Kinin system. Cancer Res, 72(19): 4984-
4992, 2012.

McChesney Gillette S, Powers BE, Orton EC, Gillette EL. Early radiation response of
the canine heart and lung. Radiat Res, 125: 34-40, 1991.

Fang H, Lai NC, Gao MH, Miyanohara A, Roth DM, Tang T, Hammond HK.
Comparison of adeno-associated virus serotypes and delivery methods for cardiac gene
transfer. Human Gene Therapy Methods, 23: 234-241, 2012.

Lee C-L, Min H, Befera N, Clark D, Qi Y, Das S, Johnson GA, Badea CT, Kirsch DG.
Assessing cardiac injury in mice with dual energy-MicroCT, 4D-MicroCT, and
MicroSPECT Imaging after partial heart irradiation. J Radiat Oncol Biol Phys, 88(3):
686-693, 2014.

Sridharan V, Tripathi P, Sharma S, Moros EG, Zheng J, Hauer-Jensen M, Boerma M.
Roles of sensory nerves in the regulation of radiation-induced structural and functional
changes in the heart. Int J Radiat Oncol Biol Phys, 88(1): 167-174, 2014.

Azizova TV, Haylock RG, Moseeva MB, Bannikova MV, Grigoryeva ES.
Cerebrovascular diseases incidence and mortality in an extended Mayak Worker Cohort
1948-1982. Radiat Res, 182: 529-544, 2014.

7



12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

Armenian SH. Improving screening practices in childhood cancer survivors at risk for
treatment-related heart failure. J Clin Oncol, 32(35): 3923-3930, 2014.

Tolba KA, Deliargyris EN. Cardiotoxicity of cancer therapy. Cancer Invest, 17(6): 408-
422, 1999.

Heidenreich PA, Hancock SL, Lee BK, et al. Asymptomatic cardiac disease following
mediastinal irradiation. J Am Coll Cardiol, 42: 743-749, 2003.

Adams MJ, Lipsitz SR, Colan SD, et al. Cardiovascular status in long-term survivors of
Hodgkin’s disease treated with chest radiotherapy. J Clin Oncol, 22: 3139-3148, 2004.

Lund MB, Ihlen H, Voss BM, et al. Increased risk of heart valve regurgitation after
mediastinal radiation for Hodgkin’s disease. An echocardiographic study. Heart, 75:
591-595, 1996.

Kremer LCM, Tiel-van Buul MMC, Ubbink MC, Offringo M, Ottenkamp J, Valdes
Olmos R, Voute PA. Indium-111-antimyosin scintigraphy in the early detection of heart
damage after anthracycline therapy in children. J Clin Oncol, 17(4): 1208-1211, 1999.

Lenihan DJ, Cardinale DM. Late cardiac effects of cancer treatment. J Clin Oncol,
30(30): 3657-3666, 2012.

Armenian SH, Sun C-L, Francisco L, Steinberger J, Kurian S, Wong FL, Sharp J, Sposto
R, Forman SJ, Bhatia S. Late congestive heart failure after hematopoietic cell
transplantation. J Clin Oncol, 26(34): 5637-5647, 2008.

Schultz-Hector S. Radiation-induced heart disease: review of experimental data on dose
response and pathogenesis. Int J Radiat Biol, 61(2): 149-160, 1992.

Martel MK, Sahudak WM, Ten Haken RK, Kessler ML, Turrisi AT. Fraction size and
dose parameters related to the incidence of pericardial effusions. Int J Radiat Oncol Biol
Phys, 40(1): 155-161, 1998.

Nowsheen S, Duma N, Ruddy KJ. Preventing today’s survivors of breast cancer from
becoming tomorrow cardiac patients. American Society of Clinical Oncology, 14(4):
213-218, 2018.

Rutter CE, Chagpar AB, Evans SB. Breast cancer laterality does not influence survival
in a large modern cohort: Implications for radiation-related cardiac mortality. InJ
Radiat Oncol Biol Phys, 90(2): 329-334, 2014.

Demirci S, Nam J, Hubbs JL, Nguyen T, Marks LB. Radiation-induced cardiac toxicity
after therapy for breast cancer: Interaction between treatment era and follow-up duration.
Int J Radiat Oncol Biol Phys, 73(4): 980-987, 2009.

8



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Borger JH, Hooning MJ, Boersma LJ, Snijders-Keilholz A, Aleman BMP, Lintzen E, van
Brussel S, van der Toorn P-P, Alwhouhayb M, van Leeuwen FE. Cardiotoxic effects of
tangential breast irradiation in early breast cancer patients: The role of irradiated heart
volume. IntJ Radiat Oncol Biol Phys, 69(4): 1131-1138, 2007.

Ganz PA, Hussey MA, Moinpour CM, Unger JM, Hutchins LF, Dakhil SR, Giguere JK,
Goodwin JW, Martino S, Albain KS. Late cardiac effects of adjuvant chemotherapy in
breast cancer survivors treated on Southwest Oncology Group Protocol S8897. J Clin
Oncol, 26(8): 1223-1230, 2008.

Gagliardi G, Lax I, Soderstrom S, Gyenes G, Rutqvist LE. Prediction of excess risk of
long-term cardiac mortality after radiotherapy of stage | breast cancer. Radiotherapy and
Oncology, 46: 63-71, 1998.

Nixon AJ, Manola J, Gelman R, Bornstein B, Abner A, Hetelekidis S, Recht A, Harris
JR. No long-term increase in cardiac-related mortality after breast-conserving surgery
and radiation therapy using modern techniques. J Clin Oncol, 16: 1374-1379, 1998.

Cowen D, Gonzague-Casabianca L, Brenot-Rossi I, Viens P, Mace L, Hannoun-Levi J-
M, Alzieu C, Resbeut M. Thallium-201 perfusion scintigraphy in the evaluation of late
myocardial damage in left-side breast cancer treated with adjuvant radiotherapy. IntJ
Radiat Oncol Biol Phys, 41(4): 809-815, 1998.

Woodward WA, Strom EA, McNeese MD, Perkins GH, Outlaw EL, Hortobagyi GN,
Buzdar AU, Buchholz TA. Cardiovascular death and second non-breast cancer
malignancy after postmastectomy radiation and doxorubicin-based chemotherapy. IntJ
Radiat Oncol Biol Phys, 57(2): 327-335, 2003.

Paszat LF, Mackillop WJ, Groome PA, Boyd C, Schulze K, Holowaty E. Mortality from
myocardial infarction after adjuvant radiotherapy for breast cancer in the surveillance,
epidemiology, and end-results cancer registries. J Clin Oncol, 16(8): 2625-2631, 1998.

Shapiro CL, Hardenbergh PH, Gelman R, Blanks D, Hauptman P, Recht A, Hayes DF,
Harris J, Henderson IC. Cardiac effects of adjuvant doxorubicin and radiation therapy in
breast cancer patients. J Clin Oncol, 16(11): 3493-3501, 1998.

Kuske RR. Adjuvant chest wall and nodal irradiation: Maximize cure, minimize late
cardiac toxicity. J Clin Oncol, 16(8): 2579-2582, 1998.

Savage DE, Constine LS, Schwartz RG, Rubin P. Radiation effects on left ventricular
function and myocardial perfusion in long term survivors of Hodgkins disease. IntJ
Radiat Oncol Biol Phys, 19: 721-727, 1990.



35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

Hershman DL, McBride RB, Eisenberger A, Tsai WY, Grann VR, Jacobson JS.
Doxorubicin, cardiac risk factors, and cardiac toxicity in elderly patients with diffuse B-
cell non-hodgkin’s lymphoma. J Clin Oncol, 26(19): 3159-3169, 2008.

Galper SL, Yu JB, Mauch PM, Strasser JF, Silver B, LaCasce A, Marcus KJ, Stevenson
MA, Chen MH, Ng AK. Clinically significant cardiac disease in patients with Hodgkin
lymphoma treated with mediastinal irradiation. Blood, 117(2): 412-418, 2011.

Aleman BMP, van den Belt-Dusebout AW, DeBruin ML, van t Veer MB, Baaijens
MHA, de Boer JP, Hart AAM, Klokman WJ, Kuenen MA, Ouwens GM, Bartelink H,
van Leeuwen FE. Late cardiotoxicity after treatment for Hodgkin lymphoma. Blood,
109: 1878-1886, 2007.

Green DM, Hyland A, Chung CS, Zevon MA, Hall BC. Cancer and cardiac mortality
among 15-year survivors of cancer diagnosed during childhood or adolescence. J Clin
Oncol, 17: 3207-3215, 1999.

van Nimwegen FA, Ntentas G, Darby SC, Schaapveld M, Hauptmann M, Lugtenburg PJ,
Janus CPM, Daniels L, van Leeuwen FE, Cutter DJ, Aleman BMP. Risk of heart failure
in survivors of Hodgkin lymphoma: effects of cardiac exposure to radiation and
anthracyclines. Blood, 129(16): 2257-2265, 2017.

Machann W, Beer M, Breunig M, Stork S, Angermann C, Seufert I, Schwab F, Kolbl O,
Flentje M, Vordermark D. Cardiac magnetic resonance imaging findings in 20-year
survivors of mediastinal radiotherapy for Hodgkin’s disease. Int J Radiat Oncol Biol
Phys, 79(4): 1117-1123, 2011.

Zeisberg EM, Tarnavski O, Zeisberg M, Dorfman AL, McMullen JR, Gustafsson E,
Chandraker A, Yuan X, Pu WT, Roberts AB, Neilson EG, Sayegh MH, Izumo S, Kalluri
R. Endothelial-to-mesenchymal transition contributes to cardiac fibrosis. Nature
Medicine, 13(8): 952-961, 2007.

Noma T, Lemaire A, Prasad SVN, Barki-Harrington L, Tilley DG, Chen J, Le Corvoisier
P, Violin JD, Wei H, Lefkowitz RJ, Rockman HA. B-arrestin-mediated 31-adrenergic
receptor transactivation of the EGFR confers cardioprotection. J Clin Invest, 117(9):
2445-2458, 2007.

Rooij EV, Sutherland LB, Thatcher JE, DiMaio JM, Naseem RH, Marshall WS, Hill JA,
Olson EN. Dysregulation of microRNAs after myocardial infarction reveals a role of
miR-29 in cardiac fibrosis. Proc Natl Acad Sci, USA, 105(35): 13027-13032, 2008.

D’Uva G, Aharonov A, Lauriola M, Kain D, Yahalom-Ronen Y, Carvalho S, Weisinger
K, Bassat E, Rajchman D, Yifa O, Lysenko M, Konfino T, Hegesh J, Brenner O, Neeman
M, Yarden Y, Leor J, Sarig R, Harvey RP, Tzahor E. ERBB2 triggers mammalian heart
regeneration by promoting cardiomyocyte dedifferentiation and proliferation. Nature
Cell Biology, 17(5): 627-637, 2015.

10



45.

46.

47.

48.

49,

Fernandez A, Sanguino A, Peng Z, Ozturk E, Chen J, Crespo A, Wulf S, Shavrin A, Qin
C, MaJ, TrentJ, Lin Y, Han H-D, Mangala LS, Bankson JA, Gelovani J, Samarel A,
Bornmann W, Sood AK, Lopez-Berestein G. An anticancer C-Kit kinase inhibitor is
reengineered to make it more active and less cardiotoxic. J Clin Invest, 117(12): 4044-
4052, 2007.

Kalash R, Epperly MW, Goff J, Dixon T, Sprachman MM, Zhang X, Shields D, Cao S,
Wipf P, Franicola D, Berhane H, Greenberger JS. Amelioration of irradiation pulmonary
fibrosis by a water-soluble bi-functional sulfoxide radiation mitigator (MMS350). Radiat
Res, 180: 474-490, 2013.

Movsas B, Hu C, Sloan J, Bradley J, Komaki R, Masters F, et al. Quality of life analysis
of a radiation dose-escalation study of patients with non-small-cell lung cancer: a
secondary analysis of the radiation therapy oncology group 0617 randomized clinical
trial. JAMA Oncol, 2(3): 359-367, 2016.

Gong Y, Gore EM, Bar-Ad V, Wheatley M, Kong F, Yu J, et al. Variation of cardiac
contours using different heart definitions for NSCLC patients enrolled on RTOG 0617.
Int J Radiat Oncol Biol Phys, 90(1): s739, 2014.

Bernard ME, Glaser SM, Gill BS, Beriwal S, Heron DE, Luketich JD, Friedland DM,
Socinski MA, Greenberger JS. Results of a single institution experience with dose-
escalated chemoradiation for locally advanced unresectable non-small cell lung cancer.
Frontiers in Radiat Oncol, 7: 1-10, 2017.

11



