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Therapeutic Qutcome and Prognosis in Elderly Patients
with Non-Hodgkin’s Lymphoma
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Purpose: The prognosis of non-Hodgkin’s lymphoma (NHL) in elderly patients seems to
be poorer than that in patients aged less than 60 years. This may be due to the lower
tolerance for combination chemotherapy in the eldetly. Aggressive combination chemo-
therapy, which is the treatment of choice in intermediate and high grade NHL of adulthood,
may be associated with unpredictably severe and lethal toxicity and worsened quality of
life in the elderly. We investigated the treatment responses, toxicities and prognostic
factors of NHL in elderly patients treated with combination chemotherapy.

Material and method: We treated 116 elderly (=60 yrs) patients with NHL between
Januvary 1986 and June 1996 with adriamycin-containing regimens, such as CHOP (cyclo-
phosphamide, adriamycin, vincristine, prednisolone), BACOP (bleomycin, adriamycin, cy-
clophosphamide, vincristine, prednisolone), and mBACOP (methotrexate, bleomycin, adria-
mycin, cyclophosphamide, vincristine, prednisoione). Patients in this study ranged from
60 to 81 {median 67) years of age. Fifty-five percent of patients were in stage I or II
and the rest (45%) were in stage III or IV. The histologic grade was predominantly (91%)
of intermediate and high grade type.

Results: The treatment responses were complete (CR) in 55% and partial (PR) in 25%.
The median duration of CR was 32 (3 ~ 132) months. The CR rate was significantly higher
in patients treated with RDI (relative dose intensity) =75% than that in the patients treated
with RDI <75% (p=0.003), but there was no significant difference in CR rate between
treatment regimens (p=0.38). At a median follow up of 48-months (range, 12 to 132 months),
the estimated 5-year overall survival was 46%. Ann Arbor Stage (I, I vs HI, 1V), ECOG
performance (0~1 vs 2--3), RDI (275% vs <75%) and the treatment response were
important prognostic factors in the univariate analysis, and the treament response (CR vs
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non-CR) was the only independent prognostic parameter in the multivariate analysis. The
most frequent and severe toxicity associated with chemotherapy was infection with or
without neutropenia. The rate of severe infection was significantly decreased in the patienis
supported with G/GM-CSF but not in the dose-reduction group (RDI<75% vs =75%).
Conclusion: Our data suggests that achievement of the CR after combination chemotherpy
is the most important prognostic factor in the elderly patients with NHI., Suboptimal che-
motherapy (RDI<75%) reduced the complete remission rate without reducing the likeli-
hood of developing severe toxicities. Optimal chemotherapy with supportive cares involv-
ing the use of hematopoietic growth factors may be needed to improve the treatment
response and the survival in the elderly patients with aggressive NHL,
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Table 1. Clinical characteristics

Characleristics No (%)

Sex

Male 73 (63)

Female 43 (31
Age (years)

Median (Range) 67 (60-82)

60 - 65 44 (38)

66 - 70 47 (40}

71 - 25 (22)
An Arbor Stage

I 23 (20}

11 41 (35)

51l 22 (19}

Iv 30 (26)
Histology, WF grade

Low 11 {9

Intermediate 83 (72)

High 22 (19
No. of extranodal sites

None 66 (57)

1 site 38 (33)

> 1 site 12 (10)
Dimension of largest tumor

< 10 em 87 (75)

= 10 em 29 (25)
Performance status

0 20 a7

1 40 (34)

2 37 (32)

3 19 (17)
Comorbid diseases 36 (31}

Pulmonary 14

DM 11

Cardiovascular 6

Hepatic 5
B symptons

Absent 59 (51)

Present 43 (37

Unknown 14 (12)
Serum LDH

< normal (140 IU/L) 60 (52)

> normal 40 (34)

unknowt 16 (14)
Semum S ;-microglobulin

< normal (2.0ug/L) 71 (61}

> normal 25 (22}

unknown 20 (17)
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Fig. 1. Overall survival of the entire elderly NKL patients

Table 2. Treatment response according to relative dose
intensity (RDI}

RDI

Type of response >75(%) <75(%) Total

(n=35) n=61 n=116

24 (39) 64 (55)
21 (35) 29 (29)
16 (26} 23 (20)

Complete remission* 40 (73)
Partial remission 8 (14)
No change or progression 7 (13)

Response rates (CR+PR) 48 (87) 45 (74) 93 (80)

*p<0.001
TMedian duration of complete remission: 32 (3-132)
months

Table 3. Univariate and multivariate analysis of patients

survival
Overall survival
Charactenistics P value
5-yr  univariate multivariate
Rate (%) analysis analysis
Tx response
CR 64 <0.001 <0.001
non CR 3l
Ann Arbor Stage
Lot II 54 0.014 NS
oI or IV 37
Performance status
-1 54 0.005 0.001
2-3 34
RDI
=75 5t 0.009 0.003
<75 36
Sex
Male 46 NS NS
Female 43
Extranodal site
<1 site 55 NS NS
>1 site 52
Dimension of largest tumor
<10 cm 51 NS NS
210 cm 49
B sympiom
Absent 52 NS NS
Present 51
Serum LDH
<notmal 58 NS NS
>normal 51
Serum £ rmicroglobulin
<normal 56 NS NS
>normal 62
Treatment cycle
<6 50 NS NS
=56 48
Regimen
CHOP 52 NS NS
BACOP 57
Combiped radiotherapy
Yes 57 NS NS
No 55
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Fig. 2. Overall survival of the elderly NHL patients ac-
cording to treatment response
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Fig. 3. Overall survival of the elderly NHL patients ac-
cording to the RDI
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Fig, 4. Overall survival of the elderly NHL patients ac-
cording to the ECOG performance status



326 oiEierERR Al 31 A2E 1999

Table 4. Dose intensity of each chemotherapeutic agent and relative dose intensity

Variable Cycle 1 Cycle2 Cycle3 Cycled4d Cycle 5 Cycle 6 Median (Range)
Cyclophosphamide (%) 93 84 82 79 76 76 82 (56-100)
Adriamycin (%) 88 84 75 72 65 60 74 (38-100)
Vincristine (%) 95 90 85 81 79 75 84 (45-100)
Prednisolone (%) a5 93 90 88 86 86 90 (65-100}
Bleomycin (%) 90 88 84 78 75 72 81 (48-100)
Methotrexate (%) 52 86 84 80 74 70 81 (54-100)
Cycle duration (day) 25 26 27 29 29 30 28 (19-62)
RDI 82 (38-100}

Dose intensity is expressed as a percentage of the designed dose.

=9t o v (p=0.003), WHF Fis} FZ9 Fdut Table 5. RDI and age, performance status, stage, toxicity,
A Hlx ) 73_?_ o 5'_]_ RDIo} w8 §23t o) response, and comorbid disease
+ {l%ich(Table 5). No. of patients
4 SN 3 AN Characteristics RDI RDI P-value
275% <75%
B $AT et 2ARBA A A T
nlo LS ge
At A9 3403(54%) 2 AR wed, 2 = 65 34 (47) 39 (53)
9oz A% Aert 196, Buks) 4%, # % Performance staius
A% o4z A% Aol 10«1t > 2600 2410 <0001
2-3 19 (34) 37 (66)
WHO J1ZoE Setadel BE S4% B4 oo
gt A7}, grade HI o] g2] wid+ zhamg) 25 7 Il 29 (45) 35(55) NS
oo] 38e|2 7}aF ulws] wWAsg o, ofF 19 MV 26 (S0) 26 (50)
- o Grade 4 hematologic toxicity
= Agbsle] 28 Al B 2% =7 A
a“ }"OH 15 2ol = 14 Yes 24 (55) 20(45) NS
o] tHREE AA3i. GIGM-CSFE Foidt ¢ No 31(43) 41(57)
I FofslA] o2 F& vl adt A7} G/IGM-CSFE Grade 4 infection
Sojgt Tolld WYT past ool G 35 3 Yos 1255 1065) NS
A2 WA AETE RS BLARLAP0001, O BEo S1EH
p=0.003), 5% 73] #AF Adg oA+ G/IGM- Yes 40 (63) 2427 0.003
CSFE Fo33t 73 4dll(40%)7} Adslges ¥ No 15(29) 37(61)
ofetA ok A 159(56%)7 Adete] FF g Comorbid disease “
= - = Yes 14 (39) 22 (61) 0.005
ol A% BAFe 274UEo] GOMCSEE ¢ P

Fold TollA FaHE HRE BAF(p-0.056).
a9 24 g 7R, Uy, Hug, AFFAE &
3 o giglont ol&E w2 7t Ho|gict.
RDI 75% o4 &gA7t Foi® 73t 75% vlte
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Table 6. Incidence of severe toxicity according to RDI
and G/GM-CSF use

RDI G/GM-CSF use
Type of toxicity =75

<75

(m=55) (m=61) o YES
Anemia 13 10 - -
Leukopenia 39 33 17 6*
Thrombocytopenia 21 17 - -
Nausea and vomiting 17 14 - -
Infection (Grade IIIIV) 22 16 28 10"
Fever 18 16 19 15
Genitourinary 4 3 -~ -
Hepatic 4 2 - -
Mucositis 8 7 - -
Cardiac 2 1 - -
Pulmonary 4 4 - -
Neuropathy 7 5 - -

* p=0.001, ': p=0.003
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