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Quality Test of Kalliginogenase Preparations (Im)
Enzyme Immunoassay and Investigation of its Clinical Use
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and KIICHIRO FuUjII

Pharmacy, Hamamatsu University School of Medicine Hospital*
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A quality test was examined on five kalliginogenase preparations and one of their raw materials.

And clinical use of these preparations was investigated from the prescriptions of three months
in the outpatients of this hospital.

Kinin-liberating activity and kininase activity were measured by the enzyme immunoassay
(EIA) utilizing a bradykinin (BK). Kinin-liberating activity was 260-540ng BK/min/U, and
kininase activity that was an indicator of impurity was less than 50ng BK/min/U in all pre-
parations. The result by the enzymatic method (BAEE) that was already reported by us was rela-
ted very well to the kinin-liberating activity by the EIA method.
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VD b Ol AR 7 - B O (hh AF L, F A% F v (Lot No.5B003, #HEIE) 5587 /V %
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Table 1. Kalliginogenase Preparations
Sample Indicated Unit Lot No.
A 40 U/Ample 0693s
B 10 U/Tablet Y128
c 200 U/Tablet w045
D 10 U/Capsule 601AB
E 50 U/Capsule EE07B4
F 454 U/mg F5001

4gBK/mg THotc. 77 v% = vHIEM EIA v |
(Lot No.281) RO HEIG T ~—+ v 5 4 7 MR24 1%
REFBERASHBAFEHL . '
2. FoLUBMEMOREE

D REAEORRE

REIE RS T e F DO K10 A B D 20mM ) VR
iEE# (pH 8.0) %Nz, FgkFTHFY, 20mMy v
FRtEAE G (PH 8.0) % inx, 1mleuic 2.5 B SAFRH
EELWEL, AHREBAVCTHBLES DRRBFEK
L. ZoRKIFEWR Iml ey V) 7 A2 F VIR 1 ml
KOV 10mM 1,10-7 = v b e ) viElml #inz, X
Bic 20mM Y vEREAEE Y (pPH 8.0) % in% 45 10ml
Ll o RBARK E Lic. BSFI07 v A A ROE
#k 1.4mg & 20mM V) vERELEEIE (pH 8.0) %z
THML, 1ml die 2.5 BGERREN 2 G LR EER
Lic. co@&ixsBede, DT, gFlEllr 7«
AF & R U CRRE IR R fERR L 1o

2 F=/—¥ vBROERK

*=/—%v 2mg % 20mM V vEEEER (pH
8.0) Nz THEML, 930ng BK/ml DEEDHKHIF
L.

3) WEBFE

BERIAALY OFECERMLTER L. Thb
% 30+0.5°C T 5 iR U 3EHARR 0.5ml 1230 +
0.5°C C55HEIMRBLIcF =7~ vEIK 0.5ml &N
%, 30+0.5°C CIFRC 2 HHIKIG X2k, 35HE
PLTH = viEEELRIEI R 205 ) 7 » AEE
BA¥E 0.2ml &Nz Ck¥& L, 3000rpm T 1043fEE 045
HMUTEBERY . 2o kBK0.5mIik 75 oF = v
PEM* v + OREEW B 0.5ml & hnx THIL B B 4 &
L, z00.2ml» HEBRIGEBOF 2 <y r B L.
LT, HEWGRIG, B/F4HE, BERRIED T e e A%
BB fTotc. ARLEI VO VvORBR F50F =V
B (B) L.

B, 20mM v vERIEEETR (pH 8.0) 0.5ml % Ay»
THAEBR L AECIREL 75 v 27 (By) & L.
B SIRRRBM D7D OF = vIEBEHIZRAN D
BLk.

* = viEREEY: (ng BK/min/U)
=(B—B,)x24/(2xa)

a: HAEEE I mlhDh ) o 7 ¥ F — EEAL
(OB ERMFEREA L LT 0.25U)

3. F=—F-—EEHOATE

D RARBR oA

FRE Xy 7 e FO K10 B 50mM Y VR
EREER (PH 7.4) 2 X THASKTT v o8 L, [FiRE
BT 1ml die 2 WRFREM 2 S OER L TR L.
OB EHEEACTHBURARHER & Ui, B4
107 v 7 A ROEH 1.4mg i 50mM ) IR EIR
(PH 7.4) ML THEMEL, 1ml &2 B BEREMS
BUBRETAML, B L L.

2) IR = vEBEKROTERY:

TICF=vIimgk R =F U VBORRS LD,
50mM ) vERERZEK (PH 7.4) %M THML, 200
ng/ml D75 %= VBEEEIERL .

3) RIER E

BIFERAARDLY OFRCENL TRELL. Thb
B 32+5°C ¢5 SRR L =36 0.5ml @ 32+
0.5°C TS5 4MMBE L7 5= vi¥ 0.5ml %N
%, 3240.5°C CTIEFE 2.5 SRS X #1215, 20% +
V7w AVEERBIR 0. 2ml N2 TSR - X912, FEus
T, 3000rpm CLORIEOTHEL C LB B, =0
bW 0.5mlic* v b OEEIK B 0.5ml 2Nz TR
BB L L, 200.2ml% BT HBIKIERER T
DEIATERE 5o+ =vE (B) 2T L 1.

¥ R0 D ic 50mM ) vEREREY (pH 7.4)
0.5ml % AW CEHRBROEE L ABECEELTT 5 v
7B (Bo) e, BB 1 MARRE DY DF =5
~ CEEIRRC X VEE L.

* = — ¥iEM: (ng BK/min/U)
=(B,—B)x24/(2.5%xa)

a: R ImlhDh ) ) ¥ I — LHT
(z DHHEWREIRESL L LT 5U)

4. HV /75 +—EEROERBRRORE
BABlED 4, 5, 6 A3 7 AMOARAT R AR
HoWT, YREA4HOBBOFHREEZAEL .

NI | -El ectronic Library Service



Japanese Soci ety of Pharnaceuti cal

Heal th Care and Sci ences

72 ¥ Bt ¥ % Vol.14, No.1 (1988)

BERRUER

1. ¥ BEBEMRUF=+-EEHY

A, BIXF—8ILH G, * = vEEEHIIVFRY
500ng BK/min/U LA E:&$E<, DiOF 4 375ng
BK/min/U X b @{HTH 7. Cix BAEE TR
THEDOEENMEC 2 EAVRR IR, * = VIS
3 260ng BK/min/U L\ MEEY R L. ¥4DOA
TRy oy bbb O OWTIE, FOBRMEE i
L THT0%BETH > 1= (Table 2). * = viFHIERD
{EiX, SEOPTEL A AFVENHHEDD, Ltk

LTI A b %% Lt 350~550ng BK /min/KU 52EE
THot. TOFx = VilEEiEk LRiEO BAEE B
bhic= A7 5 —EERHLIIFR IRRLAEL SICBEW
FHBARSLRIC B - 1.

SRR B e AR OEEROESY EIA &
CIXORPELRL o, LA LFOEMT BAEE o
FERPDA, BLA—THBLMEEIND. LidisT
¥ = viEEHEYL 500ng BK/min/U 2—o>0 BRI it
HTHAHH. El, THMOBARTRT* = — €iEH:
i, WIS AARD ORE L HEEETH D 50ng BK/
min/U X D {Ed - 7. Z OFER2\WTik BAEE ¢

Table 2. Kininase Activity and Kinin-liberating Activity of
Kalliginogenase Preparations
Sample Kinin-liberating Activity Kininase Activity

(ng BK/min/U)

(ng BK/min/U)

Mean Min - Max Mean Min - Max
‘A 502 414 - 560 6.5 3.8 - 9.1
B 540 443 - 618 0 0
C 260 227 - 320 11.2 9.6 - 12.5
D 261 215 - 328 0 0
E 369 328 - 402 0
F 375 333 - 406 0
(n=3)
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BAEE : ratio of esteolytic activity against standard
Fig. 1. Esteolytic Activity in BAEE Method was Compared with

the Activity in EIA Method
——; linear regression line (y=278x—170, R=0.902, N=15)

------ ; 95% confidence limits

@ ; ecach activity of the preparation in EIA method
[ ; mean activity of each preparation

NI - El ectronic Li brary Service



Japanese Soci ety of Pharmaceutical Health Care and Sci ences

% Bt 3 % Vol.14, No.1 (1988) 73

Clinics

internal
medicine

Ophthalmology
53.4%

Fig. 2.

Drugs

Clinical Use of Kalliginogenase Preparations for Qutpatients

was Investigated during Three Months in 1986
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YOI rF—EOWERBE 7o F = vV
BERBEERT X » T RBL RS, = viiiEin
260~540ng BK/min/U TH 7. = DS ERFEOH
E7rBER UG (BAEE) ok s fizigtk & [ < #ERL
o L LA ORA LR T + =+ — €iE ik, 50ng
BK/min/ULAF CRIER A - %, = OB 4D o deif
HWHEAOH—NEh Tz &b, i = vk
EHEOREEY HHEET 5 ETH 4 OlERTHERR
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