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Recombinant human leukocyte («) interferon was administered i.m. at the initial dose
of 3x 108 U/day to 27 patients with measurable metastatic renal cell carcinoma during the
past 2 years. The results of 22 of these patients were evaluable. Three patients (13.6 %)
showed partial response; 3 patients (13.6% ), minor response; 7 patients (31.8%), no change;
and 9 patients (40.9% ), progressive disease. Major toxicity consisted of fever (55.5% ), anorexia
(44.4%), malaise (22.2%), elevation of GOT/GPT (48.1%), leukopenia (44.4%) and thrombo-
cytopenia (29.6% ). When the 3 patients who showed stabilization (S) and the 2 patients who
showed mixed effects (ME) among the 7 patients who showed no change are classified into
the responded group, half the patients had some response to interferon. Characteristics of
these responders (PR+MR+ME+S) were good performance status, relatively longer disease-
free interval, metastases limited to the lungs or metastasis to lungs and one other organ ex-
cluding the liver, and frequency of interferon-induced thrombocytopenia.

Interferon administration is still being continued to 4 patients on an outpatient basis, 5
patients are hospitalized and 13 patients have died.

In conclusion, patients with pulmonary metastases seem to be the best responding group
for interferon treatment in renal cell carcinoma and further trials, especially combined

regimens with chemotherapy and/or other kinds of interferon should be tested.
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Table 1. Sites of metastatic tumor in 27 patients

No. of

Patients (%)
Lung 20 (74.1)
Bone 8 (29.6)
Liver 5 (18.5)
Brain 5 (18.5)
Mediastinum 4 (14.8)
Lymph node 3 (11.1)
Subcutaneous tissue 2 (7.4)
Contralateral kidney 2 (7.4)
Retroperitoneum 1 (3.7)
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Table 2. Response criteria (] )
Complete Response (CR) : Disappearance of all measurable metastatic
lesions for a minimum 4 weeks

Partial Response (PR} :

A 50% or greater decrease in the products of

perpendicular diameters of measurable lesions

and no simultaneous increase in the size of any
existing lesion or the development of new lesions

for a minimum of 4 weeks

Minor Response (MR) :

An objective reduction in measurable disease of

more than 25% but less than 50% in measurable
lesions for a minimum of 4 weeks

No Change (NC) : Stable status in measurable disease or less than 25%
increase in the size of measurable lesions with the
absence of new lesions for a minimum of 4 weeks

Progressive Disease (PD) : An unequivocal increase of more than 2§%
in the size of measurable lesions or the

appearance of new lesions
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Table 3. Response criteria (] )

CR

Mixed effect (ME): A 50% or greater decrease in the size

PR
MR
NC

PD Stabilization

of some lesions with simultaneous increase
in the size of other existing lesions but

with the absence of new lesions

: No change in measurable lesions with the absence

of new lesions

NC

Table 4. Tumor response to interferon in renal cell carcinoma

No. of o
°
Patients
Partial response 3 13.6
Minor response 3 13.6
No change 7 31.8
Progressive disease 9 40.9

Drop out .......... 3

Prophylactic use ...2

Total 22

Standardized response

Objective response

CR + PR/Evaluable 13.6%

CR + PR + MR /Evaluable = 27.3%

PR + MR + Mixed effect + Stabilization = 50%
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Table 5. Side effects and toxicity

No. of Patients ($%)

Symptoms:

Fever

Anorexia, Nausea, Vomiting

Malaise

Confusion, Disorientation

Depression
Restlessness
Somnolence
Allergic reaction

Laboratory data:

Elevation of GOT, GPT

Leukopenia
Thrombocytopenia
Anemia
Proteinuria

Azotemia

15 (55.5)
12 (44.4)
6 (22.2)
2(7.4)
2(7.4)
1(3.7)
1(3.7)
1(3.7)

13 (u48.1)

12 (44, 4)
8 (29.6)
3(1.1)
2(7.4)
2(7.4)
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Comparison of metastatic tumor response between interferon treatment
and conventional treatment.

interferon treatment (straight lines) or before and after the conventional
hormonal and immunochemotherapies (dotted lines).
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Table 6. Characteristics of patients having an objective response or stabilization of renal
cell carcinoma metastases during interferon treatment

Pt.-Sex-Age Persfgrtr:‘asnce Sites of Metastases Ne ;;,igtomy ?#::;g’ (:os_) Response™ g:;aptc:g:eo(fmos)
AS-M-56 2 Lung/Subcut. tissue yes 6 PR 3
YT-M-§2 1 Lung ves 9 PR TH
MS ~M - 53 2 Lune/Spinal cord/Brain® ves 3 PR !
SI -M-54 1 Lung/Brain ves 11/2 MR 1
SM-M- 71 2 Lung/Contral. kidney ves 8 MR 6 (+)
HM-M- 72 1 Lung yes 9 MR 3
SN-M-60 2 Lung yes 17 ME 2
YM-F - 57 2 Lung yes 11/9 ME 1

Sl -M-T1 2 Lung ves 91/y Stabilization 8+
HK -M - 64 0 Lung yes 3t/ Stabilization 3+
YK-M~ 65 3 Lung/Brain* yes 11/9 Stabilization 10

* [ appeared during treatment
(+H : continued

# : PR: Partial respone, MR : Minor response, ME : Mixed effect

Table 7. Characteristics of patients having progressive disease or no change of renal
cell carcinoma metastases during interferon treatment

Pt.-Sex-Age Per;:;r:f sn ce Sites of Metastases Nep': rei::):omy gﬁfrx: (::os.) Response#
HU-F - 62 2 Lung/Bone ves 4 NC
YS-F-45 2 Lung/Brain* ves 51/ PD
TO-M-68 2 Bone /Mediastinum* yes 3 PD alive
YK -M-50 3 Lung/Bone/Mediastinum/ Liver * ves 9/ PD
JU-M-170 1 Lung/Liver ves 4 PO (+
SY-F-49 3 Liver /Retroperitoneum ves 2 PD
KK -M- 58 3 Bone/Lymph node/Subcut. tissue/Brain* ves 2 PD
SY-M-57 3 Bone yes 1 PD
KN-M- 48 2 Lung/Bone ves 2 PD
ST-F-41 4 Lung/Lymph node/Mediastinum/Bone no 1Y NC (+
SM-M-T1 3 Lung /Mediastinum/Lymph node no 2 PD (+)

* : appeared during treatment

{+}: continued

# : NC : No change, PD : Progressive disease
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Table 8. Clinical characteristics of patients according to tumor response to interferon

Responders Non-responders
(n=11) (n=11)
Performance status 1.6 2.5 p<0.01 (t=3.32)
Age 61.4+7.6 56.8 + 9.7 N.S.
Male 10 7
Female 1 4
Disease-free interval
0 3 6

£ 6 mos 2 1

%12 mos 1 1

¥ 24 mos 3 1

>24 mos 2 1

Table 9. Sites of metastases and tumor response

Responders Non-responders
(n=11) (n=11)
Lungs only 6 0
Lungs + one other site ) )
Lungs + two other sites 1 3
0 4

Other site(s) without lung
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Table 10. Sites of metastases and response to interferon

Sites of Metastases

Tumor Response#
PR MR NC PD

Lung

Lung/Subcutaneous tissue
Lung/Contralateral kidney
Lung/Brain

Lung/ Brain™

Lung/Bone

Lung/Liver

Lung/Spinal cord/Brain*
Lung/Mediastinum/Lymph node
Lung/Mediastinum/Lymph node/Bone
Lung/Mediastinum/Bone/Liver*

Bone
Bone /Mediastinum*
Bone/Lymph node/Subcutaneous tissue/Brain*

Liver/ Retroperitoneum

* appeared during IFN treatment

Table 11. Pulmonary metastatic lesions according to tumor response to interferon

Responders(n=11) Non-responders(n=7)

No. of metastatic lesions

. . 2
Lesion size, cm

long axis x short axis

8.09 +6.74 6.00 + 8.87
(1-22) (1-26)
33.25 + 34.38 24,31 + 47,80

(3.06 98.47) (0.48 - 132.34)
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Table 12, Interferon-induced toxicity according to tumor response

Responders Non-responders
(n=11) {(n=11)
GOT/GPT, max #6 #6
GOT >40 1U/L, GPT>30 I1U/L 346.6/245.0 361.5/188.2

Leukopenia, nadir

<3000/mm>

Thrombocytopenia, nadir

<10 x loulmm3

(761-65/540-42)

(1415-101/700-32)

#5 #4

1980 (1600-2600) 2150 (1800-2600)

#5 #0

5.8 x 107 (2.0-8.7 x10%)

( ): Range

Table 13. Response and current status in interferon treatment in 22 evaluable cases of

renal cell carcinoma

Current status (mos.)

::;i::ts Response# RD:;:::::eo(t'nos) No evidence Alive with .
i of Disease Digsease ___ ** Dead of Disease
3 PR 1~ 7137 BH 9 3
3 MR 1~ 6 (1,36 8 123, 92
3 Stabili zation 3~10 (3,810 3141+, 86+ 12
2 ME 1~ 2(1,2) 5,
1 PD 115, 24, 3.4+ 1,1.2,21, 5, 51, 11

(+* : indicates patient is still living with IFN treatment

—— ! indicates observation in OPD
§ ! dead of acute renal failure

# . PR:Partial response, MR : Minor response, ME : Mixed effect, PD: Progressive disease
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Table 14. Cause of death

Cancer death .....veeviiiinneenrneresnnonnnseeses 10 (76.9%)
Lung metastases................ 8
Brain metastases...........c0.0 2

Non-cancer death......c.cvvviniveeeennnencocssnes 3 (23.1%)

Acute pyelonephritis, renal failure

Septicemia, DIC

Cardiac failure

*Autopsy was done in 8 patients
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