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(Immunotherapy in metastatic renal cell carcinoma)

M

[

A A| E 9 (renal cell carcinoma, RCC) 32ke] ¢F 20-30%+< A& GAlol] Hold ez AT
AT AAA A

Z AN ELOZ Q3 APFEL 2000 =0 105 S 278 Aoz AZEoAm k) 285

P
O[N
_oT
\1]

w3 Ualo A BT = oF 3= ok 3942 A et gon 1 WHPEe A

o

7} wrdstof] whal AlA|Eete] 5 d AZESL 1970t Zukd] 52%9 A 1990 ol A& 60%= S7}
H9lom ? 1998del|s 2913 WA oA = AN Edo] ok 60%E R Aoz LA 9’
2 AAE] oF 50%0lA B B2 Holrt 7MY 74 £8] wAstE Aol WARE ¥

rr

(50-65%), FZA (30%), W (30%), 2F (30%), ¥ (5-10%) Z=o|t}. et Ho] A Lte] T u
S A gon 5 d THAZES (disease-free survival)S THA| 2-11%= 424 Ut

A2 AEgy Wdete vgo s o 5o THdE Esta Ho| AAEde A EHheES
ok 15-30% A o]tk Abo] EF})(cytokine) e Y QWA o] AL AubAol x| guke-E3t 7
& AEE& (progression-free survival rate)ol] thallA FAIeH 23S 7| Ed F= St

Aol AMZYM W azel Aol e A 23 22 #EoA 2& & 9

1) =7 ZAsH= el (late occurrence of metastasis)

2) TeHA st AMESS] S5 (varying tumor growth)

3) HAGAA S5 WA e SRt A A Zge] =& S ET

4) A WA E = #

A7l e Ho] AAEY ghatel] tigk oFet HAX Gy ol gk X 5y o] W gkl dis)

l

[e]

31| (remission)

A e ot nd ek

36 — Missl 7kE Hlke? |3} MEXIZ



THHAEY FARMK| =

FAA A B WAMIA B Ao AMES] tel EZrl vj$- AgE o] ek Amato 5Vl
H Xz g¥E B GUX A 2ZA vinblastineS 6.7%, 5-fluorouracilS 6.6%2]
HEES Bth o2 e A= Al EFRIE AbSSte WA s WEE uf O s8I STt
At ayy grFst gbAle] £ (polychemotherapy) e ol AFE TLA 549 vlud uf &
TF 9 SUHERA] @om s5|e FAER kst o|2ldt o] fZ& multiple drug resistance
gene (MDR gene)®] 8, glutathione-S transferase <} topoisomerase-2 ¢ down-regulations &
& Ak HZo| doxorubicin@ gemcitabines Heete FUXEIL WEA HAstE G&5F
(sarcomatoid) A1 A E ool e L A2 F A7 HaEHAT ) AR EE ZHo| & Qe ¢
3 A" Folu 24 A@A0l e Aol ARgEol At ey A EGeR Qg el
FHAQ A 52 423 stereotactic radiosurgery= A 52 U522 SafoA A E BY F
JE ZHAQ Heeyor AT HxHh”

A S ok SHold tisiA WAMIA Bk WA R YA AT brinkman 512

o,

Interleukin-2(IL-2)
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Interferon-alpha(INF-alpha)
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Combination therapies
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Table 1 Overview of cytokine-based immunotherapy trials for renal cell carcinoma. [FNa: interferon-alpha, IL2: interleukin-2, 5-FU: 5-
fluorouracil, V: vinblastine, CRA: 13<is-retinoic acid

Author Therapy Paticnts Overall Median Survival
[reference] regimen () response (%) survival benefit
Pyrrhonen IFNa plus V vs. V 160 16.5 (IFNa plus V) 67.6 weeks (IFMa plus V) Yes
et al. [21] 2.5(¥) 37.8 weeks (V)
Motzer IFNa plus CRA vs IFNa 284 12 (IFNa plus CRA) 15 months (IFNa plus CRA) No
et al.[37] &6 (IFN) 15 months (IFNa)
Negrier IL2 versus IFNa versus 425 6.5 (IL2) 13 months (IL-2) No
et al. [28] IL2 plus IFNa 7.5 (IFNa) 12 months (IFNa)
18.6 (IL2 and IFNa) 17 months (IL-2 and IFNa)
Atzpodien IL2 plus IFNa plus 5-FU 78 39.1 (IL2 plus 24 months {IL-2 pls Yes
etal [27] versus Tamoxifen IFNa plus 5-FU) IFNa plus 5-FU)
0 (Tamoxifen) 13 months (Tamoxifen)
Megrier [33] IL2 plus TFNa plus 5-FU 131 8.2 (IL2 plus IFNa 12 months (IL-2 plus No
versus [L-2 plus IFNa plus 5-FLI) IFNa plus 5-FU)
1.4 (IL2 plus IFNa) 12 months (IL-2 plus IFNa)
Atzpodien IFMa plus IL2 341 25 (IFNa plus IL2 25 months (IFNa plus Yes
et al. [30] plus 5-FU wversus IFNa plus plus 5-FLI) IL2 plus 5-FLI)

IL2 plus 5-FU plus CRA
versus [FNa plus V
27 (IFNa 27 months (IFNa

plus IL2 plus 1L2 plus 5-FU)

plus 5-FU

plus CRA)

19 (IFMNa 16 months (IFNa plus V)

plus V)
week L 2.+ 3. 4. 5.- 8.
day 1-3-4-5 1-3-5 1-3-4-5 1-3-5
IFN-a O oEom ] |:| E] []

SO 1 ] LLLE | [
5-FU ‘

FNa Dmxuru!-m: el I 10x 10° adle ‘I'Hlmt:m:
@ 5x10° g sxio

Figure 1. Inmunochemotherapy schedule of combined immunochemotherapy
with IL-2, IFN-alpha and 5-FU. The cytokines are given s.c., 5-FU i.v. as a bolus-infusion
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Table 2 Risk factors for the short-term survival in patients with
metastatic RCC

Karnofsky index <80%
Nephrectomy No nephrectomy (possible)
Loss of weight >10% in last 6 months
Short-term disease-to-treatment <2 years

interval
Location of metastases Metastases in bone,

brain or liver
Low hemoglobin
Raised serum calcium (corrected)
Elevated LDH
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