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To clarify their usefulness as markers for renal cell carcinoma, serum immunosuppressive acidic
protein (JAP) and serum immunosuppressive substance (ISS) were evaluated by TIA (turbido-
metric immunoassay) for TAP and by SRID (single radial immunodiffusion) for ISS.

The mean level of TAP and ISS was beyond each upper normal limit (500, 700 #g/ml) in every
stage, and especially high in the M; group. The levels of TAP and ISS were significantly correlated
with each other. The determination of IAP and ISS levels after treatment showed a good correla-
tion to the clinical course of the disease. The positive rates of IAP and ISS increased as the
stages progressed, respectively. When the influences of pretreatment TAP and ISS level on survival
period were investigated, the low IAP or ISS level group (less than two times of the upper normal
limit) tended to have a better prognosis than the high level group (more than two times of the
upper normal limit) in the M, patients. These findings suggested that IAP and ISS could be used
as markers for monitoring a disease and predicting the prognosis in patients with renal cell
carcinoma. As for the positive rate in the combination assay for IAP, TPA and ferritin, or ISS,
TPA and ferritin, more than 80% of the patients with low stage renal cell carcinoma had at least
one positive markar. This suggested that the combination assay of these three markers was clini-

cally valuable as a disease monitor in patients with renal cell carcinoma.
(Acta Urol. Jpn. 37: 467-474, 1991)
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BRIR EERATHD Z EHHEL B,

o ISS ERSEPLI-WETHS immunosup-
pressive acidic protein (IAP) %+ CRBEICRIT
Be——¢ L TOFREN BRI NTEILD, %
7 IAP & ISS BIEH I BT LA RESh
"CL\Z)4,5).

ZITEELIBMEMICE T IAP L ISS 0
WEEBE L, BE~—»— & LToRAKCOWT
WBE Lico T, ZofRE#ETS.

HRELVHE

1) SEEEG
SETRBEE S (BT, T 86D o

WTHRE Lic, SES ISR BISEE TTH - 2.

2) PIEH*E

IAP % turbidometric immunoassay (TIA) #k
CXDHEL, ThEToMoOBEY S LWCIER LR
% 500 pg/ml WCFEE L.

ISS 1% single radial immunodiffusion (SRID)
BRI hPIEL, EWEREY ZhETOEELOR
D6 700 pg/ml REE L.
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TPA L ferritin I\ 3 radioimmuno-
assay (RIA) e L hEL, ZOEHLRERE
hE TOEELOBRED HERER 110 U/L, 220 ng/
ml HE L.

73, 1AP, ISS D RIELHBERIF X OHBEREDH
—BEFGCHE L. (22 ToORBRESREBN
e dio s L Ch D, BMR I LB REFHELEE
HhTuigvs, )

= g

1) BEEfic 15 IAP B & Fo BikR (Fig.

1)

TAP {H% BER D stage FIEEC ¥ & HTHD
Lo¥EDT L THDH. Tibb, pTi-2opNopVi-1a
Mo B (841) 12 6394341 pg/ml, pTspNopVoe1aMyg
B (OB ik 734327 pg/ml, pTi—spNi-3 (or pVie-2)
Mo B (4%1) 1% 596179 pg/ml, My B (1361) &
969+371 pg/ml ThHotc. WTFhIEFE LR EXE
ZTHH, Mi BTHIZEME CTH5 HEALZD bh
fo.

IAP OIEH ERE Fofix FTRBHE LT

stage pT1-20pNopVo-1aMo pT3pNopVoMo pT1-3pN1-3 M
(or pVin-2) Mo
no of pts. 8 9 4 13
meant$. 0 6391341 7341327 5961179 969437
(tg/ml)
positive rate 315 66.7 75.0 84.6

(%)

Fig. 1.

IAP level in various stages of renal cell carcinoma
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I1ss
(#g/mt)
2000+

1500 1

2250

stage pT1-2opNopVo-1aMo  pTapNopVoMo
no. of pts. 9 9
meant$ D. 8891476 1006364
(#g/mi)
positive rate 4.4 66.7
(%)
Fig. 2.

PERE T &, 4PILAETIIEL.6%THY, “hr
stage Bz %% & pTi-20pNopVo-1aMo Ff1337. 5%,
pTspNopVo_1aMo #66.7%, pTi-spNi-z (or pVis_z)
Mo #75%, M1 #84.6% LW ORBRTH . E1,
pT1-2bpNopVoe—1aMo FE My BOBMEROHICAHE
Ea Tt (P<L0.05).
2) BRRES TS 1SS {HE ZoBME (Fig. 2)

1SS {HOBEIEGIC R 5 stage FloFIEIL,
pT1-26pNopVoaMo B (9 f)) 13 8891476 pg/ml,
pTspNopVo-1aMo B (96) 1% 1006 + 364 pg/ml,
pTi-3pNi-3 (or pVin-2) Mo B (4 f) i 885211
pg/ml, My B (1380) 13 15064522 pg/ml T o F-.
IAP LERCVCThHIER ERBEYE 2 TRy,
b IAP L[ Mi BT EETH 5 @
B bhic.

1SS O IEH R Lo flE FTR B & LTL ok
HRY T L, BPLE TR 4% L TAP T
kBT, £ stage J o BERIT pTi-w

pT1-3pNi-3 M1
(or pVin-2) Mo
4 13
8851211 1506 522
5.0 92.3

ISS level in various stages of renal cell carcinoma

pNopVo1aMo F$T44.4%, pTapNopVe-1aMo T¥66. 7
%, pTi—spNi—s (or pViv-2) My B¥75%, M $92.3
BEWSERETHY, %o IAP L [EREC pTi-2pNo
pVo-1aMo FE& My RO RO HcH BEL Ho
72 (P <0.05).

ZoXyic IAP ORI 1SS LIzl ALRALU
Th-tend, ISS oF2 IAP LOEFEVE WD
ET‘E'C‘ZE’)TC.

3) IAP fH& 1SS {Ho B (Fig. 3)

Fig. 1,2 TRUAERIERX L L, IAP AL 1SS
BB D\ THET Lico s Fig. 3 TH5.
FITAHBIGRIR0. 957 L IE W B\ AHBIME AR L7
4) BRIKEBC BT 5 EEOE{L (Table 1)

BENICEEL R LICEM > %, BIEHNE Rk
BOBKRRBE ~— 7 - b OBEM S, 1R
ﬁ?ﬁ]% EhicEtEx2 Bbhb piid (pTl—prNopVo~1aMo
& pTapNepVe-1aMy) L IEIEIRUIEREE (M1) 0 2
T, FE 1 # A B, 37 H BEORETHR L.
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Fig. 3. Correlation between IAP and ISS level

Table 1. Changes of IAP and ISS levels after treatment

IAP 1SS
stag THHR . R
9e AR AME3R  AMIRIA EME3A
DTNVt I SECEN 4096(2/5) 25%(1/4)° 67%(4/6) 269(1/4)"
(B gy NERSET 6096(3/6) —  33%(2/6) —
G - E R - 75%(3/8) —  75%(3/4)
M2 iﬁ:ﬁ!-oil:mﬁ T1%(5/7) 10096(4/4) 100%(3/3) 1009 (4/4)
_ P ET 20%(2/1) — - -
EHEBAEO) o o _ _ _

< — 5 —DEFEBEOT o L Y, EH LOR
BEELA B Bl Bt Lich, QBRBIET L
% EREL ETH - 7, ORBRIEFREL o7
B LD 3PRHT O

(IAP) HBEYMBTXEREZ L 2P AEDRATS
Pl 3 GIG0Z MFHEL h T LTH H, 3 7 ABHOK
ST 4 iR 3 BT IETE E TTFR L T
BERBENTITREMIELAERDLRT, 3
7 B B OREE T~ THEBITELL oS4 Rt L
T

(1SS 131 IAP L ABOELEZRL TR Y, HIE
YIRTECIE 3 7 A B Ol E T 4 Bk 3 BI75% B IEH il
LI~ TH D, W IR HAT TR ARG R
B L= it & FifE LT e,

fe3s, HRIBYIRBEOHR T3 7 A Bk\Th IAP,
1SS & b @ fiEg #6E LT R Al R—E I TH
D, TORH BRCEBLHIC THREL RO,
pl-ogR L b, TAP, ISS b hiclRkethe 55
REHBLTERTS C LARSENT

* 5 —ED (OLIZER)

5) IAP, ISS mikfEni i 4R L DBR (Fig.

4,5)

IAP, 1SS D AEFHIfE & AFR L OBfRY, M1 ©
FEGID 5 & TR B LR L b DIt 2V TR
HLte. EHLRED 2 B EnETH - 1eBL 215
LFoREchd, Th%Eho 47 K% Kaplan-
Meier iz X h B H L.

IAP Tk 2 fEA T DEDORTO | FAEFRIN 30 %
Thb, 2ELUENEDOHTITLIY SRR TH-»
to. ¥R ETEREBHS 2 ELITRO A 2 L
R p SRR R L (Fig. 4).

ISS kW Th IAP Li3EFAMkT, 2fEUTRET
O EATRDSS 3 T2HEUERLVIRET, &
hoEFRMGED 2 EUATHO A 2EUERI DD
BiFsBAmERL, mEMcERRZE (P005
generalized Wilcoxon #) %%t (Fig.3).

PEoz & Xy, M OFEFICEVTIL IAP, ¥/
11 1SS OYRERRIEAIER LRED 2 L LoEM %
FLEEE, 2EUToO LA L TFELRARR T
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%
‘00} = -a- == 2fEELT 500<TAP=1000 (5)
—e—— 2f5LLE  1000<IAP  (B)
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[l
1
1
l
0 1 L } 1 A i 1 1
3 6 9 12 15 18 2 24 Mth.
Fig. 4. Comparison of survival rate and pretreatment IAP
level in the M: patients
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Fig. 5. Comparison of survival rate and pretreatment 1SS

level in the M, patients

low stage o
~n=m L % e
IaP [ 52.9
TPA 23.6 17.6 70.5%
82.4%
Ferntin 11.8 ﬂ 1.8
high stage
(N=17) P i 0%
1ap [ 8.4
0,
TPA 52.9 17.6 100%
Ferritin 1.8 3.3

Fig. 6. Positive rate in the
TPA and ferritin

B5EVHEANRD BRI
6) IAP F7% ISS tfiofEE~—»— LoD
combination assay O&Z+ (Fig.6,7)

IAP R LR ISS o bbb —HE, o —f

combination assay for IAP,

MIEE~—»—&Xhn TPA, ferritin DR
B Ao CRE L.

IAP & TPA, ferritin 0=F% i+ &, high
stage FTH B pTi-pNi—s (or pVibe) Mg & M,
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BT JAP B To B Ri182.4%Th b, low stage o .
ferritin & o §f T BB MBI ZIL 78 b 72 25, =® : :
TPA LHHT5 EBBMERIZ 100 B & itote. THIC 189 5.6 -

%L, low stage BET % 5 pTi-2opNopVoiaMo & t FTP‘: n2 | 167 .
pTspNopVooiaM, Tik, IAP BT52. 9% Th o7 emna ]1'_5_1*’ 1.1

ops TPA LoPtHTI0.5% &AL, &bic fer-
ritin # Mz % £82. 4% ¥ TLF L1 (Fig.6).

o sy ;
1SS roffics\Th IAP 0B FL I IEAE ss | .2
DEEETHD, high stage FTIL 1SS M T o . a] o
13 88.2 %m 6 TPA OPFRITI00 %&b, —F Ferntin 17.6 2.4
low stage BETIL 1SS B T55.6 %4 TH-Tcb DM
=220 P F§ 83, 3% £ T LR L (Fig. 7). Fig. 7. Positive rate in the combination assay

for 1SS, TPA and ferritin

Pz b Xy, IAP 3L ISS &b bh
(ug/mi) (s2g/mi}
1AP Iss
20001 1AP 2000 1SS
1500 15004 ]‘
1000 '|' T 1000+ "V "—
500 500+
0. 0
PPO R -~ + ++ —-~% + ++
Mean 723 848 608 984 1219 962
+8.0. +295 +313 1228 +440 +370 +324
No. of pts. (8) 9) (s) (9) 9) (5)

Fig. 8. Correlation between PPD response and IAP or ISS level

—JF &, TPA, ferritin D=FIL BT 5 AL XD
THEHFEEZ 2 bR FrT low stage BT 5\ T
Chbn=—h—0 5 bowTFhng AUhiEBiER
1280% B E TLERATBDT, MKMCER S5 &
Exhb.

7) IAP, ISS fi& PPD [EnBY% (Fig.8)
IAP, ISS MREEHEF & OB B2 Eh b,
BEORIEREE R TIBIRVIEEECH B PPD UKL D
B oW CHiE Lic. PPD FIt#afiE — ¥ fauk
+ORE, +oR, HOME IFHThT TR Ltk =
A, WO ADHBIITED bl o e, WEL
LIz PPD UG o BEDE M A b i AL il

i By

e =
— W i~ — » — Lk, ETAR BT S

BT aamt Lcfiiah bRECEEIh, A%
M RIETREHED = L%\ 5. TOBRIEH\ T
X IAP, ISS REXZTDOERMLEPL TV 5. L
2 UEDFE T3\ TR Z ke RIS X
DML TL Bz hbOWES, Bl THAROER
7= - LTIRIND & L%\,

IAP L ISS fi«nfhEMElfFERAEELTY
BV XY, AEIHETELTHEINTVS.
TZOWHEERE LS UTk b, IAP 05 FEH
50,000, HHEM3.0, HEHK3L 5% wxfL, ISS
A TBE52, 000, BEE2T~3.3, HEERIZHY &
WHEIh T3,

IAP Afla i3 e LT, ME», Bl
&k—;—%?ﬁ{tﬁ%ﬁﬂo,lo), m%ﬁn‘ Eﬁﬁﬁgﬁll,lz) f&
ERREINRT WA, Eh, DS L AL o
BITHEEE & b BH:RAE N EATRENR T30,
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FRET BT high stage BETEfER & b, high
stage F¥100% (9 %)), low stage BE58% (126 7
G OBHERTH -7 L DRED %2, high stage I
77.8% (97 B), low stage 7. 1% (146 1
B DR TH T &V IMEY 25,

EELORERTH high stage BEDOEMERIL82. 4%

Q744 1461), low stage BETIL52.9% (17 Bib 9
B1) THhb, %7 high stage BCEHETE EE
MBHREDLRTGE. ZOERLIR Lc#s X @is
—FH L. FREREEE OHBIME DOV-T, Ueda?
PEEFLC IIHHBEMBE LT IAP ofE N3
BHILERFRLTED, TRIEDVLTHEEL DR
BERBROEITH - o

IAP L ISS oFHZEbofll @ Tk, 1SS o
PERA TAP X 9 AHEFEL »7ehS, BRI
BEAE—BLTED, —H LM -1oik IAP &
T ISS B Ch ot 20I0Ah (B4l 26 TH
o7z £ LT IAP, ISS &3 stage fEfTicfl-T
BERENEA LTI b, BEEBLE H5EEHE
LTl bl Xy, WEE IBBEED =
ZY) VIREFRE—-H =Lt b 5B LTI
fo.

O X IEER X UeEmi Rt AP & ISS
ThhH, EELORMMERES S ORHN TIEEEMHE
BISREL 0. 957 LIEH I m MBI AR L. oo B
WESSD L BE-R LB E R T v S. KEE
BARRE LIELPOWE T, stage FoEH:
BT ISS 7 IAP & kEl - T s LTH Y, %0
B & LT ISS DSEAREN IAP oXh X YA
Wpl (BFEH) BEAEELTWAILIREBDTIL
R EHEER L TWB. —F, A8 XA UEES
FZEBVTHEL SBERIDE DEL L, Fof
Th TAP ©0fF»s 1SS L D R0 EE T fo &3
HELTEY, WELBRNOAMM B0 EELLN
fo.

¥, IAP & ISS oEREMiOENBEOTH LB
BTBENEMLEV IR WT, BEK BER
DETATB IR TR D - 7en’, EEERED 2 4
Pl EDEEY R LB CTHEATE TH L EMI RS
bhicZ LIXERENS. foB CIEH S D2 i
JEFIT, ¥io Yamanaka B2 FHEEE CTFHOE
WEEBIE & ISS fEREVGE @GR LTVW5. oo
IO RIS E S FRRERT b 552 &
HERIZh A2, ZoBMTE LTohb4EminE
DEBEOREREERT —2o0RETHS = Lavmy
IhTwb. EHLY 45 o X 5 PPD

&, IAP, ISS DfEXA0MBE%Y R Lic L DBENS
D, EFlobhbhoBE CiilLkAaDHEIIRD
bhieproizboo, PPD Rifi+Ho 3 To IAP,
ISS O TPHEN B LE ot 2 EmbbRER LD
B Pl S S e, X b ERACIIAR
b7 2 IAP % RfF~ v AREETH Z LT X VgD
BEAMEE I R ERE LTV 5.

Pl & {BErksits IAP & 1SS oEF~
==L LTOFRHERE VW - TEw, DX
o Efld<=—#»— L combination assay DEZH
COWTEETS.

IAP & ISS il LicZ & < FEEnc HBIE A B
EWD L ELY, ZoMEERAMNCEETSZ L
LA BRI ESR b0 EEL bIE. 22T
IRBEMEN R, LAV BEBERVThD
BEBE~-7»-LLToBRAEATERATL3
TPA® ) ferritin'® g% L, = %+ IAP
B LIk ISS =% Toff Hic o\ THEL k.
low stage BT\ T, TAP ® 1SS HpE# & i3/
Lt i TPA & ferritin i X b7 b DR T
AAR—FTHIENTE, EbboBAE T804 %M
ZBEVIERTH-T. Zhid, IAP ® ISS &
Vo o RIEINEIE & TPA, ferritin L\~ 5 E34
MR EOMERFORBI X5 b0t Exbh
5.

UEo#ERI b, s T IAP 4 L3 ISS
& TPA, ferritin 0=F%HT+H 0Ly, *
DT EEEED =5 ) v 7/ ICERAL S 5Ky
MR ERICHENTE, BROCEEETHS
EEz b

&

BRIESIC I\ T TIAP & ISS % JEL, FolE
Be—D—L LTOBRCOXBRH L. FOREELL
ToZ EPHBMLT.

1) IAP, ISS & 4% stage BIOTHEIXE % 1
RiEA EE b, e M, BCEERZRLE. TR
FEoERERIEFC X BB L

2) WEL L stage OETI AL - T OB SR
R U

3) W& L VKR E H 2 BREME UL T2
HF» g S,

4) BEBEAC S VT, E%ERED 2 £ Lo
FAfERNT 2 fE AT OB b L C P AR el a0 T
L@ obhi.

Slloz & kv, IAP, ISS B KIT2 188 <

£H

R
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5) IAP 4 L <X ISS & TPA, ferritin =3
T combination assay (LEKNCHEERTHS &
EZz bhic.
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