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I. Title: Coerdiae Outeome in Survivars of Childhesd Hodgkin's Disease

1L Working Group and Investigators: This propased publication will be within the Chronic Disease
Working Group. Proposed investigators (narme/e-mail/f) will ivclude:

ZoAnn Direyer adreyver@bem.imeedu (713} T70-4179

II1. Backgroand apd Rationale: Acute and delayed cardiac toxicity are well established risks of canser
therapy which includes members of the anthracycline family such as dexorubicin and dauncmycin, as
well s radiation exposure to the heart. Acute toxicity is penerally easily recognized as patients
piesent with eardias arthythmias or acute pericarditis. Delayed effects, including asymptomatic
decreases in cardiac contractility, may go unrecognized for years. Fre-sympiomatic cardiac
dysfunction detected by routine surveillance examination of heart fuaction is identified in a larger
pereent of survivors than symptomatic dysfunction which oturs in < 595 of patienits, However, the
natural histary of pre-symptomatic cardize dysfunction is not well understood. Factors known to
ineragse the risk of developing therapy related cardize dysfunction include cumulative anthracycline
dose = 350 mg/m?, very young or very old age at time of treatment, combination thempy including
both anthracyclines with cardiac radiation and higher cardisc doses of radiation. In this study, we
identify the cardiac ouicome of long-term survivors of childhood Hedgkin's Disease (HD) as defined
by self report of cardiac complications. The impact of potential cardiac risk factors (prior cancer

, presence of cardiae symptoms, pereonal and family history) on cardiac cutcome will also be
identified.

IV. Specific Aimy/ObjectiveaResearch Hypotheses:

A. This paper {s designed to focus on the loag-term cardias eutcome in survivors of HD as defined
by self report of cardiac signs and symptoms following a variety of cancer therapies. The
objectives of this resedrch are to:

1. Define the averall cardiac cutcome in survivors of HD.
2. Define the eardize outcome based on prior therapy including exposure to potential
eardiatoxing (chemotherapy and radiation).



3. ldentify the influence, if any, of additional varighles on cardias owtcome including
a. Ags at diagnosis
b, Agutqudufwd.mr_i.mptm
¢, Relatonship of cardiac symptoms 1o pregnancy
d. Lifestyle risk factors
i. Smoking history
ii. Obesity
¢, Family history of heart discase

B. I{ypulhﬁu

The incidecce of self reported cardiac disease in survivors of HD who received anthracycline
thernpy will correlate with increasing cumulative dosas of anthracyeline.

2. The incidence of self reported cardiac disease in survivors of HD who received radiation
therapy to the heart will correlate with bigher total rdiation doss received by the heart,

3. Exposure to both anthrasvelines and radiation therapy to the heart inereases the likelihood of
self reported cardlac dissase.

4. Additional risk facters may be idectified which are associated with an increased incidence of
sell reporied carding disease,

V. Analysis Framework

A. Outcomes of interest
The primary outcome of interest is the overall cardiac status in HD survivors as defined by a
variety of self reported cardinc outeomes (see Table [1, Section 1 Cardizc ouicome will be further
defined by its relationship to & number of risk factotr variables which may influence cardiac
statuz {s== Table IT1, Section Ik

B. Study popalaton: All CCS5 HD paticnts
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Specific Tables for Analysis:

- Table It Patient Papulation Characteristics:

I

II.

.

VL

WL

Statis:

= Alive: W = (%4) Dend: M = (34)
Sexc: )
—Male: N = (%) Femals: N = (%)

Fuace (White, Black, Hispanic, American Indian, Asian, Other):

Age at diagnosis in years:
01 -34-6T7=910=1% 13- 15; 16-18;9-21

Current Ape in yeirs:
=10 =14; 15— 19%; 20— 24; 15 = 29; 30— 34; 35 = 39; 40+

Mean time since diagnosis (std. deviation):
Mean age at follow wpfdeath (std. deviation)y:

Recurrent disease:

Yes: W = [44) Moy M ={%)

Prior Capsar therapy:
a) Chemotherapy only N = (%)
b) Radiation only N = (%)
¢) Surgery oaly N= {'!-fle
d) Chemotherapy + surgery M (%)
&) Chemotherapy + radiation M =%}
f) Chemetherapy + radiation + surgery W= (%)

Chemotherapy — Cumulative dose/m®:
1)  Anthracyelines: N = (34) = 250 mgr
= 250 - £ 350 mg'm?
> 350 - = 400 mp'm?
> 400 = 5 500 mg'm*
Specific agents: = 500mp/em?
Doxarubicin
Daunorubicin
Other (mitoxantrone, epirubicin)

b)  Cyclophosphamide: N = (%) < 500 mg/m*
> 500 mg - < | gm/m?
> | g/m?
=2 gm/m?




¢)  Bleomysin: N ={%)

£ 40 unitim?

= 40 - < 60 wnitm®
= 60 - < B0 upivm®
> B0 - £ 100 unit/m?
> 100 unit'm?

d) Other shemetherapy drugs by mean mg/m?

¥I. Total radistion dose to heart: M = (%)

< 500 ey, |

> 500 - s 1000 ¢Gy;

> 1000 £ 1500 cGy;

> 1500 - < 2000 cGy;
= 2000 - = 2500 oGy;
> 2500 - £ 3000 eGy;
= 3000 - = 4000 ¢Gy;
= 4000 - 5 S000 cGy;
= 3000 oGy



VIL  Additonal considerations for validation:

|. Did patients who reported cardiac catheerization or cardiac biopsy alse report cardiac
discase?

2.  'What was the range of time between {irst dingnosis of self roported cardiac problems and
treatment?

3. Were the people with self reported Tung disense and HI the same people with selll reported
cardiac disgasza?



