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Purpose : The aim of this retrospective study is to assess the necessity of staging laparotomy in
the management of supradiaphragmatic CS - Hodgkin's disease. Prognostic factors and
the usefulness of prognostic factor groups were also analyzed.

Materials and Methods : From 1985 to 1995, fifty one patients who were diagnosed as
supradiaphragmatic CS -  Hodgkin's disease at Yonsei Cancer Center in Seoul, Korea were
enrolled in this study. Age range was 4 to 67 with median age of 30. The number of patients with
eachCS A, A,and B were 16, 25, and 10, respectively. Radiotherapy(RT) was delivered
using 4 or 6 MV photon beam to a total dose of 19.5 to 55.6Gy (median dose : 45Gy) with a 1.5
to 1.8Gy per fraction. Chemotherapy(CT) was given in 2-12 cycles(median : 6 cycles). Thirty one
patients were treated with RT alone, 4 patients with CT alone and 16 patients with combined
chemoradiotherapy. RT volumes varied from involved fields(3), subtotal nodal fields(18) or
mantle fields(26).

Results : Five-year disease-free survival rate(DFS) was 78.0% and overall survival rate(OS) was
87.6%. Fifty patients achieved a complete remission after initial treatment and 8 patients were
relapsed. Salvage therapy was given to 7 patients, 1 with RT alone, 4 with CT alone, 2 with RT
CT. Only two patients were successfully salvaged. Feminine gender and large mediastinal
adenopathy were significant adverse prognostic factors in the univariate analysis for DFS. The
significant adverse prognostic factors of OS were B symptom and clinical stage. When patients
were analyzed according to European Organization for Research and Treatment of
C a n c e r ( E 0 R T C ) p r 0 g
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nostic factor groups, the DFS in patients with very favorable, favorable and unfavorable group
was 100, 100 and 55.8%(p<0.05), and the OS in each patients' group was 100, 100 and
75.1%(p<0.05), respectively. In very favorable and favorable groups, the DFS and OS were all
100% by RT alone, but in unfavorable group, RT with CT had a lesser relapse rate than RT

alone. The subtotal nodal irradiation had better DFS than mantle RT in patients treated with RT.

Conclusion : In present study, the DFS and OS in patients who did not undergo staging
laparotomy were similar with the results in the literatures of which patients were surgically
staged. Therefore, we may suggest that staging laparotomy would not influence the outcome of
treatments. In univariate analysis, gender, large mediastinal adenopathy, B symptoms and
clinical stage were significant prognostic factors for the survival rate. We confirm the usefulness
of EORTC prognostic factor groups which may be a good indicator to select the treatment

modality.
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Table 1. Patents  Charactenstics i~ CS kI . 2-131
Supradiaphragmatic Hodgkin's Disease - 56 ) , 51 41 (80.3%) 3

Age (years) median6 28 European Organization

7(13.7%)
20-29 : 18235.3%§ for Research and Treatment of Cancer(EORTC)
2828 : 145( 279840/03 Lymphoma Cooperative Group W(very
50-59 . 3(5.9% favorable ( VF ) : 1
60-69 4 7.8%5 40 B
Gender male : 28(54.9%)
Pathology female 1 23(45.1%) ESR 50mm lymphocyte
L rrc]ijocyt? predominance ;1%33(%5?;?/%) predominance nodular sclerosis ;
odular sclerosis : 3% .
Mixed cellularity : 17533.3%; unfavorable  ( U ) S0
Lymphocyte depletion © 3 (5.9%) B ESR 50mm
Clinical Stage
A : 16(31.4%) B ESR  30mm
A : 25(49.0%) 4
. 0
BsymptomE ' 10(19.6%) ; favorable  ( F ) : VF
Yes : 10(19.6% U )
No : 41(80.4%
Number of involved site
<4 sites : 38(74.5%)
> 4 sites : 13(25.5%)
Large mediastinal adenopathy
Yes : 4 7.80/4?
No : 47(92.2%)

Kaplan-Meier method
log-rank test
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Fig. 1. Fiveyear diseasefree survival rate(DFS) and
1 overall survival rate(OS) in supradiaphragmatic
8 CS - Hodgkin's disease.

Table 2. Characteristics of Patients Relapsed after Treatmentin CS - Supradiaphragmatic Hodgkin's Disease

RT Relapse

Age/ . Chemotherapy  RT . : Salvage Follow u

Sex Stage Histology ™ "(cycles) field ((jgig Relapse site (%J(r)ar\#ﬁg) Treatment (monthsg) Status
30F A nNs Mantle 216 lung 15 CT_RT 37 NED
18/F A NS STNI 48 right SCL 20 RT 53 NED
300F A MC Mantle 45  liver, spleen 55 CT 64 AWD
58/F A LP Mantle 39 PALN, left femoral 12 CT 17 DOD
34/F A NS 12 Mantle 50 left axilla 33 RT CT 120 DOD
24/F A LP 12 lung 21 CT 37 DOD
60/F g LP Mantle 38.8 leftinguinal 3 5 DOD

antle mediastinum, liver CT
30/F g MC 6 Mantl 38 diasti I 60 82 DOD

LP : lymphocyte predominance, NS : nodular sclerosis, MC : mixed cellularity,

CT : chemotherapy, RT : radiotherapy, Mantle : mantle field irradiation, STNI : subtotal nodal irradiation,
SCL : supraclavicular lymph node, PALN : paraaortic lymph node,

AWD : alive with disease, DOD : died of disease, NED : no evidence of disease
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Table 3. Univariate Analysis of Prognostic Factors In 5 year Disease-Free Survival Rate and Overall Survival Rate

5 year Statistical | 5 year Statistical

Variables DFS(%) Significance 03(%) Significance
Age(years)
50 79.6 90.5
> 50 714 NS 686 NS
Gend(?r 95.7 88.7
male . .
female 53.0 p 005 86.4 NS
Pathology
LP 75.0 75.0
NS 74.7 94.4
MC 80.8 90.9
LD 100.0 NS 100.0 NS
Clinical stage
A 93.3 100.0
A 4.7 89.1
B 53.3 NS 80.0 p 0.05
B symptoms
No® 855 8.6
o . .
Number of involved site NS p 0.05
4 sites 86.2 91.7
> 4 sites 55.1 77.9
Large mediastinal adenopathy NS NS
5 59 8
o . .
p 0.05 NS

" . log-rank test, NS : not significant )
DFS : disease free survival rate OS : overall survival rate

Table 4. Relapse Rate by Clinical Stage and Treatment
Modalites in CS -l Supradiaphragmatic
Hodgkin's Disease

(Table 3).
Treatment modality
Stage Total
RTalone CT RT CT alone
4. Stage A  1/14 o2 0/0 1/16
Stage A 3/16 1/ 6, 1/3 5/25
Stage B 1/1 17 0/1 2/9
Total 5/31 2/15 1/4 8/50
A
RT : radiotherapy
1 ! A CT : chemotherapy
3, :excluded one patient who responsed partial
1 remission after initial treatment
B 1
, 8 2 (3.9%), F 23 (45.1%), U 26
7 1 (51.0%) . VF
F
(Table 4). ,
5.EORTC
8 U

EORTC VF
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Table 5. Results According to EORTC Classitication System in CS -1l Supradiaphragmatic Hodgkin's Disease

: Number Disease-free Salvage rate
Treatment modality of Patients survival rate (%) Relapse rate(%) (%)
Ver)lf favorable group 2 2(100
RT alone 2 2{100;
Favorable group 23 23(100
RT alone 17 17(100
CT RT 5 5(100
CT alone o6 1 1 éLO%
Unfavorable group 17(65.
RT alone 12 7(55.7)T g(?l(l)g) %Zggg)
CT RT 11 8(53.0) 2(18.2 0/2( 0.0
CT alone 3 2(50.0) 1(33.3 0/1( 0.0)
RT : radiotherapy
CT : chemotherapy
. excluded one patient who refused salvage treatment
" included a case of persistant lesion after initial curative chemoradiotherapy
Table 6. Five-year Disease Free Survival Rate by Radiation
Treatment Volume in CS -
Supradiaphragmatic Hodgkin's Disease
(p=0.18).
Treatment modality
RT volume -E[%’“
RT alone(%) CT RT(%) (p=0.26). IFRT
Involved field 3/ 3(100) 3/ 3(100) 3
Mantle field 9/13(76.9 10/13(53.9) 19/26(64.1 EORTC
STNI 14/15(92.9 3/ 35100) 17/18(94.1 '
VF 1 F 2
Total 26/31(82.0) 13/16(68.2) 39/47(79.2) (Table 6).
RT : radiotherapy, CT : chemotherapy
STNI : subtotal nodal irradiation
1-2
(Table 5). EORTC 5
VF ,F , U 100%, 100%, 55.8%, B
5 100%, 100%, 75.1%
1-2
6.

7-9, 25-27)

9, 11, 16-22)

EORTC group
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(H6F) S 1L20.2) HgE sclerosis (NS) , ESR  40mm ,
2 F
., B ESR  30mm 5
. B ESR  50mm 74.5%, 92.8%
U

33.3% 39.6%

F
. EORTC Group H5U
(MOPP  ABVD regimen) 3 1-2 U
3 (3 MOPP-RT-3
, MOPP) 9 66%
6 78%  83%(p=0.27), 83%( 0.001) 73%
93%  89%(p=0.24) 88%(p=0.06)
40
12 1921)
U 5 55.8%
3 B 75.1%  H5U :
, ESR , , Mmixed
cellularity(MC) LD , 40-50 , U 58%
EORTC H7
, 1-2 VF 40
9
16, 18, 20, 28, 30) . 254 F 130
ESR 124
EBVP (epirubicin, bleomycin,
vinblastine, prednisone) 6 IFRT 36Gy
B 6
 ESR ( 19%  10%;
’ p=0.019),
6 96% 98%
(p=0.15). U EBVD MOPP/ABY
6 36Gy
6 MOPP/ABV
Gospodarowicz 1-2 ( 21%  7%; p<0.001) 6
5 68.8%, 82%  89%
85.1% (p=0.09)**V.
1) VF
10 65.8% F
75.3%
77.6, 78.2% .
B 50 1-2

lymphocyte predominance(LP) nodular VF F
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65.5%), 75.8% 78.0%
favorable group
IFRT 10
(IFRT, 80.0%; , ,
48.7%; p<0.0005),
( , B ,
, 87.1%; p=0.53). EORTC group , EORTC
F
EORTC
CS 1-2 VF S VF F
68% 97%
F U
IFRT
, U
IFRT ) '
2022, 31)
IA, LP
16, 34)
F
1. Peters MV. A study in survivals in Hodgkin's disease
treated radiologically. Am J Roentgenol 1950;
63:299-311
' ( ' 2. Peters MV, Middlemiss KCH. A study of Hodgkin's
, ) , ( disease treated by irradiation. Am J Roentgenol
) 1958; 79:114-121

3. Mauch P, Larson D, Osteen R, et al. Prognostic



10.

1.

12.

13.

14.

15.

16.

17.

— J. Korean Soc Ther Radiol Oncol : Vol. 16, No. 2, June, 1998 —

factors for positive surgical staging in patients with
Hodgkin's disease. J Clin Oncol 1990; 8:257-265

. Hoppe RT, Coleman CN, Cox RS, Rosenberg SA,

Kaplan HS. The management of stage -1l Hodgkin's
disease with irradiation alone or combined modality
therapy : The Stanford experience. J Am Soc Hemat
1982; 59:455-465

. DeVita VT, Simon RM, Hubbard SM, et al. Curability

of advanced Hodgkin's disease with chemotherapy.
Ann Intern Med 1980; 92:587-594

. Glatstein E, Guernsey JM, Rosenberg SA, et al.

The value of laparotomy and splenectomy in the
staging of Hodgkin's disease. Cancer 1969; 24:709
718

. Taylor MA, Kaplan HS, Nelsen TS. Staging

laparotomy with splenectomy for Hodgkin's disease:
The Stanford experiene. World J Surg 1985; 9:449-
460

. Kaiser CW. Complications from staging laparotomy

for Hodgkin's disease. J Surg Oncol 1981; 16:39- 325

. TubianaM, Hayat M, Henry-Amar M, et al. Five-year

results of the E.O.R.T.C. randomized study of
splenectomy and spleen irradiation in clinical stage |
and Il of Hodgkin's disease. Eur J Cancer 1981,
17:355-363

Askergren J, Bjorkholm M, Holm G, et al
Prognostic effect of early diagnostic splenectomy in
Hodgkin's disease. Br J Cancer 1980; 42:284-291
Carde P, Hagenbeek A, Hayat M, et al. Clinical
staging versus laparotomy and combined modality
with MOPP versus ABVD in early stage Hodgkin's
disease: The H6 twin randomized trials from the
European Organization for Research and Treatment
of Cancer Lymphoma Cooperative Group. J Clin
Oncol 1993; 11:2258-2272

Jones SE, Coltman CA, Grozea PN, DePersio EJ,
Dixon DO. Conclusions from clinical trials of the
southwest oncology group. Cancer Treat Rep 1982;
66:847-853

Nissen NI, Nordentoft AM. Radiotherapy vs.
combined modality treatment of stage | and I
Hodgkin's disease. Cancer Treat Rep 1982; 66:799
803

Anderson H, Crowther D, Deakin D, Ryder WD,
Radford JA. A randomized study of adjuvant MOPP
chemotherapy after mantle radiotherapy in
pathologically staged IA-IIB Hodgkin's disease. Ann
Oncol 1991; 2(Suppl.2):49-54

Longo DL, Glatstein E, Duffey PL, Young RC,
Hubbard SM, Urba WJ. Radiation therapy vs.
combination chemotherapy in the treatment of early
stage Hodgkin's disease: Seven year results of a
prospective clinical trial. J Clin Oncol 1991; 9:906-
917

Sutcliffe SB, Gospodarowicz DE, BergsagelDE, et
al. Prognostic groups for management of localized
Hodgkin's disease. J Clin Oncol 1985; 3:393-401
Gospodarowicz DE, Sutcliffe SB, Bergsagel DE,

18.

19.

20.

21.

22,

23.

24.

25.

26.

27.

28.

29.

30.

Chua T. Radiation therapy in clinical stage | and |l
Hodgkin's disease. Eur J Cancer 1992; 28A:1841-
1846

Gospodarowicz DE, Sutcliffe SB, Clark RM et al.
Analysis of supradiaphragmatic clinical stage | and |l
Hodgkin's disease treated with radiation alone. Int J
Radiat Oncol Biol Phys 1992; 22:859- 865

Carde P, Burgers MV, Henry-Amar M, et al. Clinical
stage and Hodgkin's disease: A specifically
tailored therapy according to prognostic factors. J
Clin Oncol 1988; 6:239-252

Tubiana M, Henry-Amar M, Carde P, et al. Toward
comprehensive management tailored to prognostic
factors of patients with clinical stages | and |l
Hodgkin's disease. The EORTC Lymphoma Group
controlled clinical trials: 1964-1987. Blood 1989;
73:47-56

Cosset JM, Henry-Amar M, Meerwaldt JH, et al.
The EORTC trials for limited stage Hodgkin's disease.
Eur J Cancer 1992; 28A:1847-1850

Noordijk EM, Carde P, Mandard AM, et al.
Preliminary results of the EORTC-GPMC controlled
clinical trial H7 in early stage Hodgkin's disease.
EORTC Lymphoma Cooperative Group. Ann Oncol
1994; 5(suppl.2):107-112

DeVita VT, Mauch PM, Harris NL. Hodgkin's disease.
In: Devita VT, Hellman S, Rosenberg SA, eds.
Cancer:Principles & Practice of Oncology. 5th ed.
Philadelphia, PA: Lippincott Co. 1997; 2242-2283
Lister TA, Crowther D, Sutcliffe SB, et al. Report of
a committee convened to discuss the evaluation and
staging of patients with Hodgkin's disease: Cotswolds
meeting. J Clin Oncol 1989; 7:1630-1636

Brogadir S, Fialk MA, Coleman M, et al. Morbidity of
staging laparotomy in Hodgkin's disease. Am J Med
1978; 64:429-433

Kaiser CW. Complications from staging laparotomy
for Hodgkin's disease. J Surg Oncol 1981; 16:319
325

Leibenhaut MH, Hoppe RT, Efron B, Halpern J,
Nelsen T, Rosenberg SA. Prognostic indicators of
laparotomy  finding in  clinical stage [
supradiaphragmatic Hodgkin's disease. J Clin Oncol
1989; 7:81-91

Tubiana M, Henry-Amar M, Hayat M, et al
Prognostic significance of the number of involved
arears in the early stages of Hodgkin's disease.
Cancer 1984; 54:885-894

Tubiana M, Henry-Amar M, van der Werf- Messing
B, et al. A multivariate analysis of prognostic factors
in early stage Hodgkin's disease. Int J Radiat Oncol
Biol Phys 1985; 11:23-30

Pavlovsky S, Maschio M, Santarelli MT, et al.

Randomized trial of chemotherapy versus
chemotherapy plus radiotherapy for stage K
Hodgkin's disease. J Natl Cancer Inst 1988;

80:1466-1473



31.

32.

33.

— Won Park, et a. : Supradiaphragmatic SD

Cosset JM, Henry-Amar M, Noordijk EM, Carde P.
The EORTC trials for adult patients with early stage
Hodgkin's disease : A 1997 update. In proceedings of
39th Annunal Scientific Meeting of the American
Society  for  Therapeutic Radiology and
Oncology(ASTRO), Orlando, Florida, October 16-20,
1997

Rosenberg S, Kaplan H. The evolution and summary
results of the Stanford randomized clinical trials of the
management of Hodgkin's disease : 1962-1984. Int J
Radiat Oncol Biol Phys 1985; 11: 5-22

Fuller L, Hutchison G. Collaborative clinical trial for
stage | and Il Hodgkin's disease: Significance of

- Hodgkin's disease—

mediastinal and nonmediastinal disease in laparotomy -

34.

and non-laparotomy - staged patients. Cancer Treat
Rep 1982; 66:775-787
Russell KJ, Hoppe RT, Colby TV, et al. Lymphocyte
predominant Hodgkin's disease : Clinical
presentation and results of treatment. Radiother
Oncol 1984; 1:197-205

35. Jones E, Mauch P. Limited radiation therapy for

selected patients with pathological stages IA and IIA
Hodgkin's disease. Sem Rad Oncol 1996; 6:162-171



11985

30
MV

3,

Kaplan-

(VF ), favorable
100, 100, 75.1%
100%

— J. Korean Soc Ther Radiol Oncol : Vol. 16, No. 2, June, 1998 —

12
* *, * *,
1,2
1995
51 4-67
A, A, B 16 , 25 , 10
15-1.8Gy  19.5Gy 55.6Gy( : 45Gy)
2-12 ( 16 ) ,
31 ,16 ,4
26 , 18
Meier method, log-rank test
87.6%, 78.0% 50
3,
8 ) '
4 ;1 ,2 2
B
. EORTC 5
(F ), unfavorable (U ) 100, 100, 55.8%, 5

. VF F

EORTC

involved field

very favorable



