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INTERFERON THERAPY FOR ADVANCED
RENAL CELL CARCINOMA
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To determine the effect of human lymphoblastoid interferon (HLBI) on metastatic renal cell
carcinoma (MRCC), we performed two clinical trials. First, between 1982 and 1984, we performed
2 phase II study using 3 megaunits (MU) of HLBI daily in 25 eligible patients with MRCC. Six
patients (24.0% ) showed objective responses, including 2 with complete response (CR) and 4 with
partial response (PR). Patients with a prior nephrectomy or with a good performance status were
likely to respond to the therapy. Based on the above observation, we performed a prospective
randomized trial to compare 2 different doses of HLBI following nephrectomy. Treatment consis-
ted of HLBI, 3 MU intramuscularly 6 days a week in arm A and 1 MU intramuscularly 6 days a
week in arm B. Treatments were started within 4 weeks after the nephrectomy and patients were
evaluated every week for | month, and every month thereafter. Between 1985 and 1991, 16 patients
were enrolled in arm A and 15 patients in arm B. Responses were seen in 5 (31.3%) of the 16
arm A patients (4 CRs and 1 PR) and 3 (20.0%) of the 15 arm B patients (1 CR and 2 PRs).
Most responses occurred in patients with lung metastasis and favorable PS. There was no statis
-tical difference in efficacy between the two arms. Hematologic toxicity was more frequent in
arm A (43.8%) than arm B (13.3% ). We conclude that further studies are needed to secure the
clinical efficacy of HLBI for MRCC.

(Acta Urol. Jpn. 38: 1293-1298, 1992)
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Table I. The clinical characteristics of patients
according to tumor response in phase
II study.
3CRs+3PRs 18 nonresponders
PS<2 (ECOG) 5 (83.3%) 7 (38.9%)
nephrectomy performed 6 (100 %) 12 (66.7%)
lung involvement 6 (100 %) 12 (66.7%)
brain involvement
before entry 0 2
after entry 1 1
median survival (mon.) 34 (4~79) 6 (1~59)
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The characteristics of the patients treated with 3 megaunits

of lymphoblastoid interferon (HLBI).

No. Age Sex PS§ i/ilt:t::tasis Response gei;;eor:gl g:sr;;i::e o
(weeks) (weeks)
1 66 F 0 lung PR—CR 48—52 43
2 52 M 0 lung PR—CR 8—39 215
3 44 M 0 lung PR—CR 2—13 82
4 59 M 0 lung PR—CR 10—22 8
5 55 F 1 lung PR 17 95
6 65 F 0 lung NC 56
7 72 M 0 bone, pancreas, NC 4
kidney
8 52 M 0 lung, liver NC 20
9 74 F 2 lung, skin, PD
bone, lymph node

10 61 M 1 lung PD

Il 43 M 2 lung, skin bone PD

12 66 M 0 lung PD

13 48 F 0 lung PD

14 64 M 1 lymph node PD

15 54 M 0 lung patient dropout

16 57 M 0 ? not evaluable
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Table 3. The characteristics of the patients treated with 1 megaunit

of HLBI.

No. Age Sex PS MICO i Response  Roiicod  Response
(weeks) (weeks)

1 70 F 0 lung PR—~CR 69 215
2 60 M 0 lung PR 21 22
3 48 M 0 lung PR 17 8
4 54 M 2 lung NC 15
5 66 M 2 lung NC 40
6 52 M 0 lung NC 60
7 69 M 4 lung PD

8 62 F 0 lung, lymph node PD

9 58 M 0 lung PD

10 38 M 0 lung PD

11 45 M 0 lung PD

12 59 F 0 lung PD

13 61 M 2 lung bone, skin PD*

14 53 M 1 lung bone PD*

15 60 F 0 lung Cerebellar hemorrhage

*not nephrectomized
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Table 4. The results of the randomized com-
parative phase II study.

3 megaunits 1 megaunits

CR 4 1
PR i 2
NC 3 3
PD 6 8
not evaluable or dropout 2 1
(CR+PR) % 31.3% 20.0%
95%Cl 9-54 0-40
Time to Respond

Median (weeks) 10(2- 48)  17(6- 21)
Duration of Response

Median (weeks) 82(8-215) 22(8-215)
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Table 5. The toxicities according to WHO scale in
the randomized comparative phase II study.

Hematologic toxicity

Leukocytopenia (2 grade 2)

Thrombocytopenia (Zgrade 2)

Hepatotoxicity (Zgrade 1)
Fever (2grade 1)
Mental Disturbance

Nausea and Vomiting (= grade 1)

3 megaunits | megaunits
6 (37.5%) 2 (13.3%)
1 (6.3%) 0
4 (25.0%) 4 (26.7%)
4 (25.0%) 5 (33.3%)
2 (12.5%) ©
1(6.3%) 0

Table 6. The responses of 43
nephrectomized patients
in the phase II study

and the randomized
comparative phase Il
study.

CR 8 (18.6%)

PR 6 (14.0%)

NC 12 (28.0%)

PD 17 (39.5%)

(CR+PR) % 32.6%
95%Cl 19-47%
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Table 7. Responses versus risk factors in 43
nephrectomized patients.

CR+PR (CR+PR) %

1. age <50 11 cases 3 cases 27.3
age 250 32 cases 11 cases 34.4
2. male 32 cases 10 cases 31.3
fernale 11 cases 4 cases 36.4
3. P§S <2 28 cases 13 cases 46.4
PS =2 15 cases 1 case 7.7
4. with lung* 35 cases 14 cases 40.0
without lung* 8 cases 0 0.0
5. lung only* 25 cases 12 cases 48.0
others* 18 cases 2 cases 11.1

: site of metastases
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