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F2 G - RISESEMIFIC BT 5 BERBEN/ T 2 — 5 — & NK &

Hodgkin’s disease Non-Hodgkin’s lymphoma
Parameter Long- Long-
g-term ong-term
) Before treatment complete remission Before treatment complete remission

PPD skin test 5/9 (56)* 2/7 (29) 15/ 38 (39) 2/20 (10
PHA skin test 4/7 (57) 4/6 (67) 13/ 31 (42) 3/19 (16)
PHA blastogenesis 2/9 (22) 1/7 (14) 4/41 (10 0/28 (0)
Con A blastogenesis 1/8 (13) 2/7 (29) 4/41 (10) 0/28 (0)
CD4/CD8 1/5 (20) 3/8 (38) 4/29 (14) 4/25 (16)
NK activity 2/9 (22) 0/8 (0) 15/ 45 (33) 5/29 (17)

*REMEDH B W IZET & B L LEFIS / RFHIE (%)

&3 BEETO NK EE L TLERHR

No. of CR / No. of patients evaluable

Histology NK activity

CS* 1, Il CS m, v ALL

Hodgkin’s disease = 30% 2/2 4/4 6/6
< 30% — 3/3 3/3

NHL, low grade 2 30% 2/2 0/2 2/4
< 30% 1/1 2/3 3/4
NHL, intermediate = 30% 1/11 7/9 18/20
and high grade < 30% 4/4 2/6 6/10

* Clinical stage (BEHR®RHN)

— NK activity =30%, (n=20)
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(=29
i 1 11 1t u 1 i I |

™

> , (n=10)

: 59 | . T Lol L__J

® |

e

8
I | [
B 1 2 3 4 5

Years' from onset of chemotherapy
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7z,

UEn#R LN, NKiEEORZERZ, £ CR

FlzaH B v ERENKEEE O FHEIC

FHYEzZ bz,

BEMLBichiz), HiEN, 4o oicEkme
15 - 7: BEIAFERRREER I BT 5 & & b, #&i
B 7 5 L HBY S £ TEV o KR FERBI T,
W OR—BEICRMOBERL ET.

B, FRXNOBEGIIFKIELA, E53EEF
MmBEFLES (58 B TRELL,

L

1) Case DC, Hansen JA, Corrales E, Young CW, Dupont B, Pinsky CM and Good RA : Depressed in vitro
lymphocyte responses to PHA in patients with Hodgkin’s disease in continuous long remissions.

Blood (1977) 49, 771778,

2) Fisher RI, DeVita VT, Bostick F, Vanhaelen C, Howser DM, Hubbard SM and Young RC : Persistent
immunologic abnormalities in long-term survivors of advanced Hodgkin’s disease. Ann Intern Med

(1980) 92, 595—599.

3) Bjorkholm M, Wedelin C, Holm G, Johansson B and Mellstedt H : Longitudinal studies of blood
lymphocyte capacity in Hodgkin’s disease. Cancer (1981) 48, 2010—2015.
4) FMFL, BRIER, SHED, BEEZ, HiwBL, & KR BN R, BI 8, HARME, HEN



514

5)

7)

8)

9)

10)

11)

12)

13)

14

~

15

~

16)

17)

18)

19

~—

20)

21)

H n E 1

B, Ry oME—, WA, SANS, BKER, RIETEN, BERX FERD X2 ) o MEREARZY
DB S, FaB0EE, BHESE (1979) 34, 2049—2062,

Carbone PP, Kaplan HS, Musshoff K, Smither DW and Tubiana M : Report of the committee on
Hodgkin's disease staging classification. Cancer Res (1971) 31, 1860—1861.

Kumagai K, Itoh K, Suzuki R, Hinuma S and Saitoh F : Studies of murine large granular
lymphocytes. Identification as effector cells in NK and cytotoxicities. ] Immunol (1982) 129, 388—
394,

The non-Hodgkin’s lymphoma pathologic classification project : National cancer institute sponsored
study of classification of non-Hodgkin’s lymphomas : Summary and description of a working formu-
lation for clinical usage. Cancer (1982) 49, 2112—2135,

Hercend T and Schmidt RE : Characteristics and uses of natural killer cells. Immunol Today (1988)
9, 291—293.

Hersey P, Edwards A, Honeyman M and McCarthy WH . Low natural-killer-cell activity in familial
melanoma patients and their relatives. Br J Cancer (1979) 40, 113—122.

Strayer DR, Carter WA, Mayberry SD, Pequignot E and Brodsky I : Low natural cytotoxicity of
peripheral blood mononuclear cells in individuals with high familial incidences of cancer. Cancer Res
(1984) 44, 370—374,

Lipinski M, Tursz T, Kreis H, Finale Y and Amiel JL : Dissociation of natural killer cell activity and
antibody-dependent cell-mediated cytotoxicity in kidney allograft recipients receiving high-dose
immunosuppressive therapy. Transplantation (1980) 29, 214—218,

Sullivan JL, Byron KS, Brewster FE and Purtilo DT : Deficient natural killer cell activity in X-linked
lymphoproliferative syndrome. Science (1980) 210, 543—545,

Frydecka I: Natural killer cell activity during the course of disease in patients with Hodgkin's
disease. Cancer (1985) 56, 2799—2803.

Kamio N : Study on natural killer cell activity in patients with malignant lymphoma. Mie Med J
(1984) 34, 1—12,

e B ARk, THE—, A ¥, db B, BERR ZAEE, NEEA, WIgE Bty
vosfEI BT AR NK MIEYE & £ omEgNam, BARnAE (1985) 26, 916—923,

Tursz T, Dokhelar MC, Lipinski M and Amiel JL : Low natural killer cell activity in patients with
malignant lymphoma. Cancer (1982) 50, 2333—2335,

KEFME, A F, FRER, HKER, EL2AREE  BEY v oS Bit 2 MlgagE — R,
FREOBE — WHEH (1989) 36, 143—151,

DeVita VT, Jaffe ES and Hellman S | Hodgkin’s disease and non Hodgkin’s lymphoma ; in Cancer
Principle & Practice of Oncology (2nd ed), Hellman S and Rosenberg SA eds, J. B. Lippincott
Company, Philadelphia (1985) ppl623—1709.

Saijo N, Shimizu E, Shibuya M, Irimajiri N, Takizawa T, Eguchi K, Shinkai T, Tominaga K,
Shimabukuro Z, Taniguchi T and Hoshi A : Effect of chemotherapy on natural-killer activity and
antibody-dependent cell-mediated cytotoxicity in carcinoma of the lung. Br J Cancer (1982) 46, 180
—189, ‘

Katz P, Zaytoun AM and Lee JH . Mechanisms of human cell mediated cytotoxicity. Ill. Dependence
of natural killing on microtubule and microfilament integrity. J Immunol (1982) 129, 2816—2825.
Holbrook NJ, Cox WI and Horner HC : Direct suppression of natural killer activity in human

peripheral blood leukocyte cultures by glucocorticoids and its modulation by interferon. Cancer Res



Natural killer activity in lymphoma 515

(1983) 43, 4019—4025.
22) Schacter B, Lederman MM, Levine MJ and Ellner JJ : Ultraviolet radiation inhibits human natural

killer activity and lymphocyte proliferation. ] Immunol (1983) 130, 2484—2487.

23) Mehta BA, Satam MN, Advani SH and Nadkarni JJ : In vitro modulation of natural killer cell
activity in non-Hodgkin’s lymphoma patients after therapy. Cancer Immunol Immunother (1989)
28, 148152,

24) Liberati AM, Ballatori E, Fizzotti M, Schippa M, Proietti MG, Marzio RD, Pecci A, Biscetti L,
Sbarretti R, Cini L and Grignani F . Immunologic profile in patients with Hodgkin’s disease in

complete remission. Cancer (1987) 59, 1906—1913,



516 B x

Studies on malighant lymphoma
Part 2. Natural killer activity in patients with malignant lymphoma
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The natural killer (NK) activity of peripheral blood mononuclear cells (PBMC) from patients
with ma!ignant lymphoma was examined. In 54 untreated patients, the mean NK activity did
not differ significantly from that in healthy controls. However, 17 (31%) of 54 patients
showed low NK activity. NK activity did not correlate with the stage, histologic type or
patient age. Significant reduction of NK activity was observed during combination chemo-
therapy. The mean NK activity in complete respondors (CRs) did not differ significantly from
that in healthy controls. However, 5 (14%) of 37 patients who were disease-free for more than
3 years showed low NK activity. Low NK activity was frequently observed in long-term CRs
with non-Hodgkin’s lymphoma compared with negative PPD skin test, negative PHA skin
test, low CD4/CDS8 ratio and decreased response of PBMC to PHA and/or Con A. These
results indicate that patients with malignant lymphoma have decreased immunity even while
in long-term continuous remission and that measuring NK activity is useful for evaluating

their immunologic status.



