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ABSTRACT : This study was conducted to evaluate the safety of a recombinant human factor VII (GC- y
AHF) manufactured by Korea Green Cross Company with different technology according to the Regulation
of Korean Food and Drug Administration (1998. 12. 3). In acute toxicity test, both genders of Sprague-Daw-
ley rats and Beagle dogs were administered intravenously with GC- y AHF of three doses (3,125, 625 and
125 IU/kg}, and single dose of 3,125 IU/kg, respectively. No dead animal and abnormal autopsy findings
were found in control and GC-yAHF treated group. Therefore, the 50% lethal dose (LD 5,) of GC-yAHF was
considered to be higher than 3,125 IU/kg in rats and dogs. In the four weeks repeated intravenous toxicity
study, GC-yAHF was administrated intravenously to both genders of rats and dogs with 3 doses (500, 150,
50 IU/kg). There were neither dead animals nor significant changes of body weights during the experimen-
tal period. In addition, no significant GC- yAHF related changes were found in clinical sign, urinalysis and
other finding. Statistically changes were observed in hematological, biochemical and organ weight param-
eters of treated groups; however, these changes were not dose dependent. No histopathological lesions
were observed in both control and treated animals. Above data suggest that no observed adverse effect
level of test materials in rats and dogs might be over 500 IU/kg/day in this study. In ocular irritation test,
any injury on iris, conjunctiva and cornea in rabbits were not observed. The acute ocular irritation index
(A.O.L), mean ocular irritation index (M.O.L) and Day-7 individual ocular irritation index (1.O.L) of GC- vy
AHF were 0. In the primary skin irritation test, the primary irritation index (PLL) of GC- y AHF were 0.
Therefore, the GC-y AHF is considered not to have the primary skin and eye toxicity in rabbits. In active
systernic anaphylaxis (ASA) test, GC-y AHF and GC-y AHF emulsified with Freund’s complete adjuvant
(FCA) did not induce any symptom of anaphylactic shock in guinea pigs. In passive cutaneous anaphylaxis
(PCA) test, after sensitization with antisera of GC-y AHF sensitized mice, blue spots were observed on the
hypodermis of back of rats, but diameter of each spot was smaller than 5 mm in each test groups except
the positive control group. Based on the results of this study, GC- y AHF is not considered to have any anti-
genic potential. In conclusion, at levels of up to 500 IU/kg, GC- yAHF did not produce treatment-related tox-
icity under the conditions of these acute-, four week repeated-toxicity, primary skin and eye toxicity, and
antigenicity test.

Key Words : GC-yAHF, Recombinant human factor VIII, Acute and repeated toxicity, Ocular irritation,
Primary skin irritation, Active systemic anaphylaxis, Passive cutaneous anaphylaxis
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99 A(hemophilia Aye F2 dalolo] BollA| Yeht
= Eoldql s o2 100,000 W 10~208 1A 1}
P, o] AR 22 AMIEE factor VI -
AzLe] gl 7]lgc), =3 F9H A 2 ulw
= X-AAAL] factor VII F32F} xA4e] A=
op71E = AdAAAYY S Al vlfEHE 3 &,
g Az o FRRRIA F3E 7IA T 2 A
Aol A E fEgcls Aolth(Jane 5, 1984).

BRIk o} 7] o] B9 Ax I TEAQ Y2 A=
7} o] F AR Z3EAL Q= AR olvh AF7HA] E9d A
2] X8 factor VII §hif=l 2] A=Al 2JE3}a1 9l o
o, AFE3RE factor VI A= T2 gl 9] AbolA] F
%3 702 o] AIDS ®lol3lx 9 BY & C¥ 7+
vlolgin 5] g a} 22 APAS xS 9, A&
£ 9 9l 399 A A o 2%elME AE2TA
Zofl At wHaithiiAle) ogl A7} A =e] factor
VIIEe] &3 gleid #7b ofdel &7k WAl factor
VIS FA =7} BebAshr] wigel] A7 EEel ofefgol
sle] $kh(Donogh 5, 1988; Joyce 5, 1996). wlehr]
factor VIII cDNAZE- viral promotorS- ©]-83} ¥ Efef] Ak
XA CHO celle]v} BHK cell 58 o]-&3le] AJALE 3 g
o A9 T @)EAA dFEdME oA dFE
o TAE AR FAlol ¥ BEAS A recom-
binant human factor VIIIQl GC-y AHFE 31334 |t
Hell 2)3le] APArslT}. &, factor VIII] heavy chaind}
light chain® A2 o2 U3 WS o] 8s}e] WAL,
g factor VIS gHA3le) Wi ofel] °33FS F= von
Willebrand Factor(vWF)] 43 WE)7}A] =9i3}e] g Al
FollM S 7= factor VIIIZ vWFS- FAlel 34
o2 I3k GC-y AHFS AR & Zlolvt). we)
A 2 Q7 FrsAat A= el GOy AHF)
EAFTS e $lsled AFeRERPA A ook
2] FAAYE7IE Al 1998-1163(1998. 12. 3)ell F3)eq
3] 2 HRERAEA FAEA | IS FrlsigdH

IL Az 3 3y
1. AlEHEE

A FEA-L F)5AAl A GC-y AHF(recombinant human
factor VIIE Ao} AME-3515w}. GC-y AHFS 34
o] BRI 2A 7L TSI YA RS,
Zt A@ANA A kg el E/8te] 0.2 um IE
(Millipore, USA)E. oJ#A|A 7+ s =2 QNS vhEe]

ARSBISIEE. 23] 9 N EAA M FAA )
oA AT A7 AHEAE FoRA 7 ule] e
EAE o FAME 23R A AIEE ] AL
23l9om, F42A ESA AFel uet AlAEAY
FATE AESle] 2 AlHEE A Tt O
2 FF2AFA e M= Fod2A 7} vialell FAIE FREE
e deE S8lgt F AlRs g)fe) ] &
oJ5lgiom x| B ATE T3
o} A FelA I EZERL 2 dR] (ovalbumin,
Sigma, USAYS A4 ol &gt & WA
o} T E3lsle] ARgsll e, AN EF R S
ol A GFE AMsIgIT. HYHEA 2= Freund’s
complete adjuvant(FCA, Gibco, USA)E AR3-314dd},

3] 9 HhE-Fodo)] AM-EE A §EE-< SPREARUA
FAl) Sprague-Dawley(SDYA HA=E (F)3HAHTE
A FY8ke] oF 1F7Y7E 3E3A1F F s B EE
Agsle] 2% 23+3°C, ANFE 50+ 10%, ¥7] 10~12
3], 3%% =9 12hr cycle, % 150~160 Lux® A A
717 BE ERFEEM|OlE ARSAFARH260 WX 420 LX
180 H mm)ol| 59e]q o] Algslslet. A|$7)7F g3t
AREE 232 35k FE71E 121°CHA 1587 2
sl AMEEI T, HEE B9 AR ARl 393
o} =3k, -4 7242 s7lhEE B)27) (Marshall Farms,
USAYE G5 AT TEZNE 7U3te] AyAl of 2
MNEZ £3AZ F- 2 717E Foll QuAEs 3Hase] 7
7et TEE Adsl] Y=AS TS AR R
A A1E71ZE 31 A7 A o)A (60X 40X 45 eyl 19F=] 4
ol Al e, ARl = AlEHs, TEHE Y
Folgg AL tagE B AlEE ] ANGS AR
£, 25 ASESE A AFHAHA

o B I RAFAHAME 5~673(2.0~3.0kg)®] New
Zealand White 970 EZ7|2X vAEE, AAL A A=)
7 59 778 st F GREARSEA 3
o] AMSslleh. BE FEE H8F oF 15U TEA
A 3R FIEA dubtelE BEsk] 7A7E FERRE
Algel] AMSIE ARSA-E &% 2243°C, A= 50+
10%, 37185 12~138)/hr, 1247 HYF7], 2% 150~
280 Lux 7138l fAI81.2H, <=317]7F 5l A|R7)2 5
o] 7l 3 ARARAIN O] widd 2wl A A" AL
S 0] A] (42X 50X 31 cmyel] 19})H 8315t E719]
317 2 A7)7 Sl AT ES IAEE A
AXALH, 85 ALESE AHEA AT 5 =
£ 3l



AN M 45339 Hartleyd 34 7YY, 65
2] Balb/cAl 24 v, 5532 4 Sprague-Dawley
A REZ FEERFEAGFEAA FY3 AHEEE =
E AYTES B A ALSA 278 dFd F
ot 32170 F ARSI AL, AJE7IZFERE 2% 2342°C,
&% 55+5%, F57) 12 hr, & 300~500 LuxZ. A3}
Rom, ZFLEV 0| E ARgAlRl] Wel ARSEIdT. A}
B9} 24 AR FFsIEeH, Al AL A
& ANEE T 52 FEH Qs AAslH. BE
Al§E8e] A8 u]F NIH ShHAZ(NIH publication
No. 86-23, revised 1985y wh& Al-gdigue] AP FE
Fe A A whet AAEH.

3. HE|Fo{SYAH

AT o] 43 DI FAFTANEY AF, T T dF
7k sty (kR Al e, Fedgake] dAE
Ald g o Al EAS Sel= 58 sl 394
o] Sulgeko 2 31.88k7(3,125 IU/kg), S-8-3-7(625 U/
kg) U A-L2(125 [UKkg) R W27 Fx2 d=F
22 3l 13] AT, 157 A v[S7H
£ o] 83t 3 FA5AA Y AS, 7 27 VSN &
Z+ 3ty erlelE Akl e, A&l GCy AHF
Fol 88k P oA DIFASAIAE FHIT S8
3,125 IU/kgs vI27) b 1wkl 13] A9 Feqslal 15
Zb A CRARS AARE A, SA} EEA] o
of o]F &2 AA|g o, dE2r FAA| o
ZFOF 3lo] YAIAAEER 18] ATt 25771
FAsgich. AR 23 G3/4" 2B THIAE AR
£ o|g3le] HeFAe| TPl AFE 7FER
Folghs AAT F Foislgldl. B8 AlHEE Wt ¢
Agake Fogdels Fol £ KZRIA AR
wiAIzE, Fof 145E] 747 19 13] o] dAA
Zhel| Itaste] 7Y Bt 54, 9, ARAASA, 5
SR, SR T E AEER o FAEEA
of s Jeld 7FsAde] sl FA e Felske
Zsldch. Aldel] ARS-E 2E AFEE dsle AEE
A Foindd (0Y), 5Y, 104 2 FHA el A& SAs
ot A EE A S 2ot 738 ARER A, A’
FRA] AETED JEE rHE AAAA SHes
FE A7E AARIEE. 8914 o]l 232 10%
FA X2 IAsI . A|HEAel 3t LDy Lit-
chfield & Wilcoxom§ 2.2 AbEsln], 7. ¢ B 234
Aoyl AF 52 A=) 3t A A A2 Student's
t-test 2! Dunett tests o83} t)F2F7o] #7F F2JA]

< ARt
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4. BISR0{SYAE

PEE- o)-837 457 HHEFAAIYS A, 4 S o
7+ 1mRly 20mtE] 2 sl o, Fol-8ake] A
2 o AFUARSEE(5 TUKE)S] 100, 10, 1 wigel 83k
(500 IU/kg), S82F7(150 IU/kg) 2 A-4F7(50 [U/kg)
22 393, R FHA 2R sk 19 13],
F 73], 4577 AN FIsdet. vlENE o83} 457
BEAA o= 4 & 5 74 e enfelz A
31T, vE oM oA A9 GC-y AHFS] AlA]
FAUAHEH(100 [UKg)S] 5191 500 IU/kg/dayo| A 5
of F ol Fakto] vpehtR] G ul, o] 89S HuE
Fom 3T Fu] X0.12 FEHF(50TU/Kg) E *-8=F
(5 Wkeg)e] 3N &7F& A8 en, 22 FAA]
NEZOE o] F 78] 457 AY T3t BE A
P35l Tzt vid 13 AT GubdEie] w3,
FE534 9 AFhEA5E RASIS AEEEY AlF
Ao AFEA T4, B3 U A7 F 5 23
Al AlRAIFF 9 BAF RS AR E 9 Y
2 J5 9 oY AERE AFENA F 457
2314 A5t Aol A8 EE AIRSE 5,
809] Sprague DawleyAl FA =g} & 24478 W75
457 AFEE T3 FAE AN A g
Aol AA 7|32 HAA Al AFE EA3)E 2, ether
ulFslel] WA F BE A7)e) wisle] S0 AE
AT =3 AJFEAE Fo] F A A FEel o
sle] o, sl G5, A, AL, =L AR 7L A
7, a1k, Al il AR, A gl A FEs 34
sidet. A 197 AARZL F B3R etherZ =1
AlA BRgaeA APste] A LS AAIE
o} Yo EDTAR sHeax sl 2FETFAA|(HI
system, Technicon Co. Ltd., USAYS- o] &3} A
(PLT, platelet), ®§3874~(WBC, white blood cell count),
23 F4(RBC, red blood cell count), FMAZHHGB,
hemoglobin concentration), 238784 (HCT, hematocrit),
A g 749 (MCV, mean corpuscular volume), 372
P M A2 (MCH, mean corpuscular hemogloblin), 3
TAEF-E A AT MCHC, mean corpuscular hemogloblin
concentration), &4-2-31A|ZH(PT, prothrombin time; PTT,
partial prothrombin time) 55 ZA3slgiv}t. o A 3131+
ZARE g YA 247 AE Bt § W4l
(3,000 rpm, 10 min)3}le] A5 A 3L 7] (Express
550, Thermo electric corporation, USA)E- o|-8-3l] A
Y] Zh(TPROT, total protein), ¢-21(ALB, albumin),
24]2) 38 (TBILI, total bilirubin), EatAolu| A (AST,
aspartate aminotransferase; ALT, alanine aminotransferase),
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ot7te] ZAT)e} A (ALP, alkaline phosphatase), E-3] 28]
(CHOL, cholesterol), E=H(GLU, glucose), E2]FEH|
2lo] =(TRIGLY, triglyceride), %41Q1(NP, neutral lipid),
F#)| o}e] ] (CREAT, creatinine), 2424~ (BUN, blood urea
nitrogen), ZF(K, potassium), ZH5(Ca, calcium), ¢I(P,
phosphorus), 44~(Cl, chloride), S22 (GB, globulin),
A/G B](A/G ratio) -5 A3l =31 ALT, ALP £
2 B2 %o wje} A} ek 4 glemE 30°C
£ 71E2E 3l SAsict. =3 A% A S8l o
slo] o] AE 10% ST 07 TAHA|A o
27 9 33 LM AA, B v A 54,
A, w4, o, HaleA, $4 2 APA T wdel sle
A71E Al daiM Helgy HAE Arlsia A8
T 2 FHEETME S s JAEHE A
71l A&l HZAAARE AEkdeh. 2 AR FAA Y
A3} pH, RBC, protein, glucose, ketone)], urobilino-
gen, specific gravityS ZA3E7] $l8l & ZHARE A=A
(MULTISTIX, AMESA} US.A))| 28 AHAA 23}
Aot F4717F A 9§71 F 13 7 F 25l st
of QhskR HAANE AAIEIE HARe S<t A e
2 A B A, FHEEA D kA e 2Rl sl
AEl . 2 AfedA A& A9 AT EM2
EAx2] computer programg] SPSS(Statistical Package
for Social Sciences)® o]|&38ld FHAF ZAF one-way
ANOVASIIA] 23t Fgle] A= ghae] disle] dx
=3 7 f'EAbele]l feleE p<0.05%F p<0.012
Student’s t-test =X Dunnet testE ©]-&3}o] AAlsledc}.

5. IF & oMY AFAE

HH2AFA G M 1FU7H] S E717e AX A
W 27 B7) 6] E Aldste] ARgsldc). AHEA
o] A4 2447} Aol FTES A7) AEIVE &7 T
HE A Zs)aL, FFof $Abe] 7HA] oA HEE AdAEhe
A 7E S 2T o2 VAl A vEagl e Z
I F2 o] BF 4955 ARSI Ao ie 1
s o83l YA g WA FEIRhE #
et ZAS M2 198 T8 =Ll Microfoam
(3 M, USA)?] & 0.5cm= 3P 2.5cmX2.5cm 2719
A A A (mold)yE T3 1 Fotol] 7FolA| (2.5 emX 2.5 cm,
3HE IAAZ . A8 ZAlE GC-y AHFE A
Al el S35l AAZ 819 2H, A (50 IU/mHE A
X4 i=rlolAlel 0.5 miE F3ld E7)% I)5-e] A+
ol AHazlgel. A FEAE 143 F F)he) LA ol
= AEEAE fAFA S W] HsiA E7]Y] T
o= FlolAl e} vIRlSA] Hlol =2 A oIS s

o} HAE 24712 B%E 13] H431or, i 2THe=
AMBEAE 713 g FAle Fdg ez AAjst
Aot FE8A AHEALS AAA4E IR HAjo
2 dohlisich. A FEA A F o 60%] Z AHER
< Draize 7|Hol| whg} 3k} HEo] ARE 71539
“H(Draize 5, 1959; Marzulli and Maibach, 1975). 3%
nhe-e] e AlFQoREFAA Al Al 1998-116%
(1998. 12. 3) “JfF5e] SAEAH7IE | F3e] H7}
sllem, ofe wet AIFEA FoF 24, I 7247
A& AMEst] 1 ZAdl] Hgt 54 AL dax=
A|4*(Primary Irritation Index, P.LL)eY| 7]1%38}e] A|SEA
o] AFEE TEIH. :

AT A AN 15U =FAST| 7S AA
A A7 2718 AR 24R17F Aol 1 kb
ZArtele] Zrete] £ RE A F o]Ade] TR
A2 omteld] FEE Asle ARSI Aol AR
GC-y AHFZ 50 TUmIEA, Z2te] 1% o] ZHuhigo)
0.1 mP kst F A 129] 3vle]e] Hairs HF o
30 3] FEAEAETE 127 Mgkl AlEEA
S AAzGIE LEZTE vIAA] HERE sgd =
Al 279 vl AR F AR da FAs o o
2% v vHA dz2Fos AMSY Alded A4
F3A7H 1, 2, 3, 4 9 7Y Aol] AAS AAsG A ot
= A FOFEIIA A A 1998-1163(1998. 12. 3) “¢)
50 BAAIRIIE Y e SF R £ A
Algle] ole] mE HAHL A3 F 1 Aol Y3 A5
Aol AxgAge FYPRAMAATY “SAAFETAY
A2 (19933)9] PR3 o8] ER] AF=E
71351590}

6. SHIMAIY

oh g Al A &THMS-A| 3 (ASA, Active Systemic An-
aphylaxis test)ol A+ 5532] Hartleydl €4 7|9 A}
L3l Al EA S L8444 500 [U/animalg -8-aF
Fo 2 AAsldT, 50 [U/animald *A-g2kFo 2 A3}
Aok SANZELE: AN GTE ARSI, <k
AdzEA 2= ovalbumin® 5% Freund’s complete
adjuvant(FCA)?} &t F AR83lgom, Fol8ak2 2
mg/animal®2 3}t A|FEAT ovalbumind E5
FA A el Fed AM3BIsITE GC-y AHF ©h5 fof 7ol
Me 15900 3319 £ 93] Fsle]l FARsIeH, FCA
EgFAT Aol 15U 134 F 33] g3l F
Astsdet. #E3H 273 Fol o1 dS Aol Tt
F 60% 3 AAle] FAE WA oh A~ FA
< WA



4% ¥4 o A A ¥hS-A18 (PCA, Passive Cutaneous
Anaphylaxis test)llA1%= 20~30 g8 758 Balb/cAl v}%-
25 A8-2(50 IU/animal), T-8-(500 TU/animal)>-2
Uil 72T GC-y AHF ©% Fo7olME= 15
o 3314 % 93] 3]3}FA) 31912, FCA £§ T4
Aol 15U 134 £ 33 F3lA) sl #E F
of 257U Fol vl koAl A] HAE 23 3|eq
HAS 23t A=) o|83le] SDA +A Y=
5 8 85 /s & WA AAR F 59 9 54
Z v]2] marker® ZA3 t}S- PBSE uHE oA 3
Mgt 2T Al vheA 3 S0 pE 7t A
H3lol| ZFARsIATHneedle: 26 1/2G, syringe: 1 ml).
AHAS IFAREE AH o2 HE] 2447 Fof] op7|3A
£ 2% Evans blue®} T80 2 EF}sled =9 ujAi o]
FARIE. 308 F AFEEd o H=E =AY,
YA FANR o el = AANEE S s AN
wbd el A o] HFA7E S mm o]Ate|d AR
3L, S el 7 R A sl Q9] B M)
o5 2 FEAY AR AAsdoh

1) = 2}

1. CHE| R0{SHAIH
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7FEst A S E slslen, ou st dAFAE e
VAL A AlEER F AAEE $HE HE AR e
Solgmiat F7 A7 o] TARA] At AlHEHY] 45
FololA ko] oA Sl At Ao,
AAH oz AFEHe] el A= &3 2EH<
AFHsg g = glglvH(data not shown).

2. HIER0SYAH

=
2=

= g vNE o83t ol 8ol A A7)
7HERt AP FE2 sl eH, AlFEA 23t S
2 AAEE AT vehA] gt =3 el 28
Fof ool 2T} vlwsle] o)Al AF AR
U F A wske IAER] hrl(data not shown).

AEF o] 83 HHEFASAA AN 4 72 A3}
4 Al gk ERF I O 2ok SR s 1
4870~ ALP, CHOL, CREAT# BUN, %&-8ol|A]
ALP, A-§3olA Clo] 273} vlzsle] fosA 5
Zreialon, Bl =] A4l ALB, T8l
Al AST, 8323 F83olA ALP, &3kl
NP, 5837} #8324 A/G ratio7} A UA F
7FAY 2231 ek(Table 1). H1EE 0] 83 WHE-Fod
SAAIE AN, F RS PR 3sY At g A
e A HEL(2.8710.06)7 vlaste] F47F Foi

A= A BIEAS o] 87 BE o $FZN AIRZ] (2.58£0.08)0M ALB AE, (7 HEF(8.23£0.68)7
Table 1. Serum biochemical value of rats intravenously treated with GC-y AHF for 4 weeks
Sex Male Female
Dose (IU/kg) 0 500 150 50 0 500 150 50
No. of animal
10 10 10 10 10 10 10 10
Items

TPROT (g/d)) 7.5540.27 7.52+0.33 7.41+0.38 7.41£0.19 7.63+0.37 7.36+0.32 7.87+0.54 7.96+1.60
ALB (g/d)) 3.35+0.13 3.36+0.35 3.28+0.09 3.29+0.22 3.90+0.15 3.57+0.25%* 3.54+0.29%*  3.51+0.25%*
TBILI (mg/d]) 0.37+0.11 0.42+0.06 0.39+0.09 0.43+0.09 0.38+0.04 0.41+0.06 0.38+0.09 0.39+0.10
AST (U/l) 246.68+51.67 227.79£39.70  223.69+18.94 224.44+63.36 191.20+26.69 190.70+19.87  228.85+36.33* 210.80+31.84
ALT (U/]) 95.61+15.81  95.79+16.90 84.00+6.29 90.33+32.08  87.90+25.68 81.50+14.88 73.30£10.22  68.20+25.47
ALP (U/D) 412.03+38.90 522.56+64.91** 357.33+71.51% 4324447642 149.20+32.85 234.58+62.91*% 185.40+13.95%* 170.50+41.95
CHOL (mg/dl)  54.50+12.96 65.68+8.94* 55.77£6.70 55.00£11.66  71.90+15.47 66.70+7.15 60.75+9.73 72.20+23.10
TRIGLY (mg/d/) 66.06£10.35 72.75+9.82 58.45+14.05  64.71£10.85 29.77+0.90  31.11+2.54 32.28+5.74 32.58+4.60
GLU (mg/d) 121.60£13.58 108.28+20.23  108.10+14.11 126.97+26.38 116.62+12.01 112.63+24.12  110.50+17.32 117.11£22.72
NP (mg/d/) 43.24+16.48 49.45+14.43 42.51+9.63 454442773 46.70+25.56 27.66+8.83* 22157174 21.30+7.70%*
CREAT (mg/dl) 1.06+0.19 1.26+0.13* 1.08+0.11 1.04+0.13 1.13+0.14 1.12+0.15 1.1210.17 1.14+0.14
BUN (mg/d)) 18.55+3.13  21.56+2.95* 18.26+1.99 17.78+2.20 19.50£2.80  19.48+2.21 19.45+3.09 20.00+2.21
K (mmol/l) 4.93+0.09 4.89+0.33 4.97+0.09 4.96+0.12 4.88+0.18 4.80+0.43 4.86+0.14 4.96+0.11
Ca (mg/dl) 11.16:0.64  11.17£0.32 11.19+0.54 11.49+1.26 10.82+0.58  10.92+0.42 11.06+0.27 11.16+0.64
P (mg/d)) 5.19+0.17 5.01+0.11 5.10+0.16 5.32+0.33 5.12+0.24 5.11+0.10 5.12+0.10 5.16+0.24
Cl (mmol/]) 107.46+1.07  108.00+0.94 107.64+0.94  108.78+1.03* 108.10+0.88 108.14+1.20 107.45+0.44  108.30+1.06
GB (mg/d) 4.22+0.26 4.16+0.57 4.09+0.38 3.70+1.23 3.76+0.31 3.84+0.38 3.77+0.32 3.70+0.64
AJG ratio 0.80+0.07 0.81+0.18 0.81+0.06 0.78+0.08 1.12+0.23 0.97+0.11 0.55£0.44*%*  0.8420.15%*

Data are means#standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p < 0.01.
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Table 2. Serum biochemical value of beagle dogs before intravenously treated with GC-y AHF for 4 weeks

Sex Male Female
Dose (IU/kg) 0 500 50 5 0 500 50 5
No. of animal
3 3 3 3 3 3 3 3
Items
TPROT (g/d/) 5.87+0.85 5.20+0.46 5.53+0.29 5.67+0.60 6.13+0.85 5.90+0.17 5.57+0.60 5.60+0.35
ALB (g/d)) 2.83+0.12 2.67+0.15 2.87+0.06 2.87+0.06 3.00+£0.20 3.03+0.06 2.90+0.17 2.83x0.15
TBILI (mg/d/) 0.47+0.21 0.4720.06 0.330.06 0.50+0.17 0.43+0.06 0.53+0.23 0.27+0.06 0.43+0.23
AST (w/) 44.00+4.00  54.33x13.80 49.33%3.21 48.331+4.93 48.67+7.02 43.33+13.65 41.67x3.79 42.00+3.46
ALT (W) 37.00£6.08  38.33+6.03 41.33+1.53 41.33£3.21 42.67+3.79 31.67+4.73  38.67+5.03 41.33£7.02
ALP (w)) 289.67+44.09 214.67+102.50 320.33+145.73 292.67+212.53 369.67+130.18 177.00+52.60 301.67+163.46 178.67+71.16

GLU (mg/m/) 65.00£0.00  66.00+1.73 65.33+0.58 65.00+0.00 65.00+0.00 65.00£0.00  67.67£2.52 60.00+8.66
CHOL (mg/d]) 173.33+£50.08 152.00+42.00 142.67+52.81 164.33+40.67 163.33+£55.52  191.33+£21.36 140.33+6.81 141.33£18.01

TRIGLY (mg/d]) 49.67+21.59 45.00+4.58 38.67+15.04  39.67+6.11 49.33+7.77 47.33+6.03  40.33x4.62 34.33£7.02
BUN (mg/d/) 9.20£135  11.00+3.56 7.30+0.36 9.73+1.88 11.73+2.74 9.27+0.80 8.97+1.33 10.83+3.21
CREAT (mg/d) 0.60+0.10 0.67+0.21 0.60+0.10 0.50+0.00 0.60+0.00 0.60+0.10 0.60+0.10 0.63+0.15
K (mmol/]) 4.27+0.12 4.30+0.10 4.33+0.32 4.47+0.23 4.27+0.06 4.33+0.32 4.27+0.15 4.1320.15
Cl (mmol/)) 104.00£1.73  103.00+1.73  104.33x1.53  104.00+3.00 104.00£2.00  105.33+2.08 102.67+1.15  105.33%2.89
Ca (mg/d)) 10.07+0.61 8.93+0.57 10.00+0.35 10.67+1.29 10.67+0.81 10.30+0.70 9.50+0.82 9.73£0.47
P (mg/dl) 5.77+0.47 5.30+1.47 5.5040.17 6.13+0.67 3.89+2.54 5.43+0.55 5.00+0.46 5.07£0.72
A/G ratio 0.96+0.21 1.22+0.17 1.46+0.26 1.04+0.18 1.01+0.14 1.06+0.02 1.11£0.13 1.02+0.04

Data are means+standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p < 0.01.

Table 3. Serum biochemical value of beagle dogs after intravenoust

y treated with GC-y AHF for 4 weeks

Sex Male Female
Dose (TU/kg) 0 500 50 5 0 500 50 5
No. of animal
3 3 3 3 3 3 3 3

Ttems
TPROT (g/d)) 5.80+0.53 5.50+0.17 6.00£0.53 5.87+0.55 5.63+0.42 5.97+0.25 5.57+0.25 6.23+0.32
ALB (g/d)) 2.87+0.06 2.73x0.06 2.58+0.08* 2.77£0.15 2.77+0.12 2.77+0.15 2.07x1.10 2.73+£0.06
TBILI (mg/d)) 0.470.12 0.37+0.15 0.37+0.21 0.47+0.15 0.43+0.12 0.43+0.12 0.40£0.10 0.47£0.15
AST (W) 47.00+6.24 56.33x£13.05  50.67+4.51 50.00+12.53 55.00+1.00 41.67+9.29 42.33x6.11 49.67+2.52
ALT (u/h) 41.00+5.57 38.00+6.00 35.67+3.06 40.33+4.93 41.33£3.79 33.67+4.73  41.33x11.59  37.00x6.24
ALP (W) 309.67+49.74  226.33x122.13 337.67+139.25 303.33+242.86 373.33x133.36 132.67+38.85 277.67+153.83 213.67+91.57

GLU (mgm/) 75.33x10.07  74.33+8.33 72.00+6.08 76.00+2.65 67.33+£3.21 62.33£24.01 81.67+11.55  68.00+5.20
CHOL (mg/d])  142.33£31.97 140.67+17.90 15.067+24.11 164.67+24.11 151.33+43.66  152.67+12.01 143.33x11.24  149.33+19.35
TRIGLY (mg/d/) 52.00£12.29  53.33+19.14 453321222  46.00+3.46 53332250  56.67+1.15 52.33+5.51 64.67+23.80

BUN (mg/d/) 10.03+2.41 10.13£3.56 9.07+0.15 10.20+0.72 8.57+1.40 8.97+2.11 9.60+1.32 9.17+2.06
CREAT (mg/d]) 0.73+0.06 0.73+0.15 0.60+0.10 0.73+0.06 0.70+0.00 0.7320.06  0.70+£0.00 0.70+0.00
K (mmol/l) 4.17£0.15 4.27+0.31 4.37+0.24 4.23+0.32 4.30+0.26 74.20+0.17 4.30+0.10 4.37+0.21
Cl (mmol/)) 104.00+1.00 1020.33+2.08 103.33+1.15  102.33+2.08 102.67+3.06 102.33£0.58 103.00+1.00  103.00+1.00
Ca (mg/d)) 7.83x0.29 7.27+0.49 7.50+0.50 6.97+0.46 8.23+0.68 6.53+0.81*  7.27+0.68 6.87+0.42
P (mg/dl) 6.14+0.06 5.63x1.20 6.20+0.82 5.83+1.15 6.50+1.11 54.67+0.06 6.07+0.78 5.10+1.35
A/G ratio 1.00£0.17 0.870.15 0.80+0.10 0.90+0.10 0.97+0.06 0.87+0.15 0.67+0.40 0.77+0.06

Data are means+standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p <0.01.

v wsle] T8 FoJ(6.53+0.81p14 Ca X7} w24
A ZAslsick(Table 3). ©]9] VA gFo A= 27
ol wls] ol vigt W3S IbslA] £313] oK (Tables 2, 3).

YT o] 83 MRS A 2T Fod
7] A ol e Bel FaeA HARME o
5} R}, PRAZME S TEaFTelM RBC,

Foary ngeFEelA MCV, &7l MCH, 3
Skt 3487l MCHCZ} +9430A Z718kAv
Zraslgiel. =3 R Bl M S8t 389
A WBC, $83+% 837 lA RBC, L&FTIM
HGB, 58347} 3-83fel|M HCT, A-8=F2elA MOV,
A8l A MCH, S8+ 283l r MCHC?}
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Table 4. Hematological findings of rats intravenously treated with GC-y AHF for 4 weeks

Sex Male Female
Dose (IU/kg) 0 500 150 50 0 500 150 50
No. of animal
10 10 10 10 10 10 10 10
Items

PLT (x10°/W)) 47.88+25.86  40.69+16.27 36.72+£20.78  56.16x23.27  40.07+15.85 45.90+14.86 4344+1735  42.34+21.62
WBC (x10°/u)) 11.8723.42 14.97+£2.75 13.41+4.76 15.55£7.95 8.04£2.71  1334x1.75%*  13.66x3.60**  8.78+2.39
RBC (x10%w)  7.55+0.93 6.66+0.36* 5.90£2.03* 7.91+0.63 7.25+0.35 5.27+1.56%* 6.57+0.83**  7.73+0.70
HGB (g/d) 13.78+1.87 13.69+0.72 12.86+2.73 14.61£0.79 13.55+0.69  10.93+3.16* 13.15+1.71 13.98+1.12

HCT (%) 42.77+5.11 40.02+3.07 41.71£29.16  44.48+4.63 42.18+2.07  29.35+8.60**  34.45+£3.99**  43.49+3.56
MCV (f)) 56.52+2.46 53.78+1.55%*  51.90+2.02*%*  55.83+2.28 5753130  50.76+9.53**  53.76x£1.53**  56.02x1.59*
MCH (pg) 18.29+1.78 20.30£0.32**  19.47+0.94 18.58+1.54 18.58+0.64  20.21+0.36**  20.72+0.90**  18.01x0.55*

MCHC (g/dl)  32.36x2.15 37.89+0.81*%*  38.30+1.57** 33.26+3.23 32.54+0.88  37.65+0.86**  37.62+1.36** 32.15+0.57

Data are means=+standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p <0.01.

Table 5. Hematological findings of beagle dogs before intravenously treated with GC-y AHF for 4 weeks

Sex Male Female
Dose (IU/kg) 0 500 50 5 0 500 50 5
No. of animal 3 3 3 3 3 3 3 3
Items

WBC (x10°/pl) 10.30+2.63 10.77+£2.94 12.90x1.40 10.77+1.85 10.57£3.09 10.20+3.20 11.17+1.86 10.77£1.60
RBC (x10*/ul) 6.48+0.88 5.89+0.44 5.38+0.40 5.99+0.81 6.63+0.82 6.55+0.11 6.071.66 6.01+£0.90
HGB (g/d/) 14.73£2.11 13.63+0.74 12.60+0.80 14.07x1.26 15.30+1.54 15.17£0.51 14.30+2.96 13.17£1.59
HCT (%) 40.90+6.36  39.53+2.79  36.03x2.60  40.17+1.95 4430+3.30  43.63x1.19  40.50+9.79  37.50+3.56
MCV () 62.9742.34  67.17+325  67.03x1.81 67.50%5.75 67.07+3.36  66.53£1.32  67.10+2.07  62.80+3.38
MCH (pg) 2273112 23.17x1.19  2347+0.72  23.60+1.11 23.13x1.01 23.13£0.57  23.83x1.51 22.00+0.82

MCHC (x10°/u])  36.10x0.95  34.50+0.60  35.03x029  35.07+1.46 34.50+1.18  34.80+0.17  35.53+1.40  35.07+0.83
PLT (x10*/ud) 370.83+10.43 370.73x11.64 300.80+10.52 420.47+6.21 520.83+26.29 320.87+9.77 300.37+5.36  360.03+4.30

Data are meansz+standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p < 0.01.

Table 6. Hematological findings of beagle dogs after intravenously treated with GC-y AHF for 4 weeks

Sex Male Female

Dose (IU/kg) 0 500 50 5 0 500 50 5

o No. of animal 3 3 3 3 3 3 3 3
WBC (x10°/ul) 10.37+1.16  11.80+1.99  14.80+3.06 8.97+1.27 10.73x4.76  12.77+5.01 13.87+£3.13  11.53%1.27
RBC (x10°/ul) 6.08+0.54 5.59+0.38 5.24+0.17*  5.52+0.19 6.07+1.03 6.71+0.24 5.21+0.19 6.21+0.95
HGB (g/d)) 13.33£1.00  12.80+1.49  12.07+0.92  12.97+0.25 13.67+1.78  14.93+0.55 12.33+0.55  13.80+1.87
HCT (%) 38.90+2.26  36.43x4.38  34.80+2.35 3797+1.32 40.03+6.08  45.87+2.01 34.77+£0.21  41.33+2.72
MCV (f]) 61.83£2.87  65.00+3.34  65.40+2.19  68.83+0.81% 66.17+3.76  65.43+4.05  66.80+2.55  67.10+5.97
MCH (pg) 21.67£0.85 22.87+1.19  22.60+0.96  2347+0.58 22.60+1.00 21.87+0.45 24.40+0.56  22.27+0.96

MCHC (x10%/ul)  35.03+0.87  35.13£120  34.5320.29  34.17x1.07 3420+1.13  33.00+0.69  3550+1.45  33.30x2.34
PLT (x10%/ul) 330.43£5.90 260.53£9.53 270.00+6.98 300.20+6.87  340.17£3.81 260.27+5.68 310.03+4.21 310.07x12.96
Data are means+standard deviation, * Significantly different from control at p < 0.05, ** Significantly different from control at p < 0.01.

FRUA F71sAG aside) e 2F AREHe F Bgow, MCVE PHUHET(60.83+2.87)7 w]ast
2 ek, §3EAE HolX| dti(Table 4). ¥IF o A-83F7(68.83L0.81)elM FASIA F71sole. o
NE o83 MRS F5 F, T2 dst 9 YeA] e izl vis gt dEs
A A AE RBCA leiA AU RF(6.08+ AR Z3rh(Tables 5, 6).

0.54)7 wlasled FERFT(5.24£0.1700M 213 A4 7t 72 A7lel AT AT AATEE SHT 2
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Table 7. Absolute and relative organ weights of rats intravenously treated with GC-y AHF for 4 weeks

Sex Male Female
Dose (IU/kg) 0 500 150 50 0 500 150 50
No. of animal 10 10 10 10 10 10 10 10
Items
Heart (gm) 1.05+0.16 1.00+0.08 1.02+0.05 1.02+0.08 0.70+0.23 0.75+0.09 0.80+0.14 0.73+0.05
Rel. wt (%b.w) 0.3772£0.060 0.377+0.041 0.357+0.028 0.365+0.031  0.298+0.103 0.318+0.045 0.364+0.060  0.324+0.028
Liver (gm) 9.11%1.65 8.89+0.60 8.95+0.34 8.90+0.17 5.96+1.57 6.27+1.21 6.39+0.97 6.79+1.71
Rel. wt (%b.w) 3.266+0.552 3.354+0.318 3.151x0.250 3.200+0.257  2.527+0.723 2.682+0.584 2.903x0.380  3.005+0.775
Spleen (gm) 0.58+0.31 0.76x0.26 0.58+0.07 0.69+0.22 0.45+0.12 0.59+0.19 0.56+0.16 0.51£0.11
Rel. wt (%b.w) 0.207+£0.100 0.289+0.123 0.206+0.035 0.250+0.082  0.192+0.050 0.253x0.081 0.254+0.065 0.225+0.054
Kidney (L)(gm) 1.06+0.07 1.00x0.19 1.08+0.02 1.04+0.11 0.72+0.10 0.73+0.14 0.77+0.08 0.78+0.14
Rel. wt (%b.w) 0.385+0.052  0.390+0.076 0.380+0.033 0.372+0.039  0.305+0.057 0.312+0.069 0.352+0.040  0.347+0.062
Kidney (R)(gm) 0.98+0.35 1.07+0.04 1.09+0.02 0.93+0.32 0.73+0.12 0.7520.07 0.76x0.09 0.78+0.11
Rel. wt (%b.w) 0.354£0.125 0.40420.046 0.383+0.035 0.337+0.119  0.310+0.063 0.320x0.038 0.346+0.046  0.34320.050
Adrenal (L)(gm) 0.24+0.04 0.34+0.40 0.21+0.06 0.16+0.10 0.26+0.09 0.20x0.22 020+0.11 0.23+0.08
Rel. wt (%b.w) 0.085+£0.012 0.091£0.121 0.075%0.023 0.056+0.035  0.109£0.038 0.079+0.084 0.093+0.053  0.101x0.037
Adrenal (R)(gm) 0.20+0.06 0.14+0.09 0.19+0.06 0.15+0.08 0.25x0.02 0.15£0.12*  0.12+0.11**  0.14+0.12*
Rel. wt (%b.w) 0.073%£0.024  0.05320.037 0.067+0.020 0.053+0.030  0.105+£0.010 0.05920.045* 0.059+0.056* 0.063+0.055*
Prostate (gm) 0.65+0.05 0.64+0.59 0.69x0.08 0.6020.11 0.54+0.04 0.49+0.08 0.52+0.02 0.53+0.02
Rel. wt (%b.w) 0.236+0.031 0.263+0.208 0.244+0.026 0.214+0.044  0.229+0.032 0.211x0.044 0.237+0.025 0.233+0.018
Testis (L)(gm) 2.06+0.54 1.82+0.45 2.09+0.22 1.84+0.43
Rel. wt (%b.w) 0.740+0.197 0.690+0.192 0.736+0.083 0.658+0.150
Testis (R)(gm) 2.01+£0.40 1.85+0.38 2.06+0.22 1.83+0.40
Rel. wt (%b.w) 0.730+0.185 0.703%£0.174 0.725+0.083 0.654+0.140
Ovary (L)(gm) 0.04+0.01 0.03+0.01 0.04+0.02 0.05+0.03
Rel. wt (%b.w) 0.015+0.004 0.014+0.003 0.019+0.007  0.020+0.012
Ovary (R)(gm) 0.0420.01 0.04+0.01 0.07+0.08 0.05+0.03
Rel. wt (%b.w) 0.016+0.005 0.016x0.004 0.031+0.037  0.020+0.013
Brain (gm) 1.82+0.14 1.80%0.30 1.79+0.05 1.78+0.22 1.76x0.15 1.75+0.09 1.72+0.17 1.92+0.14*
Rel. wt (%b.w) 0.659+0.098 0.676+0.114 0.632+0.060 0.639£0.079  0.744£0.084 0.746x0.062 0.790+0.119  0.849+0.080*
Pituitary gland (gm) 0.07+0.01 0.08+0.00 0.08+0.00 0.08+0.00 0.07+0.00 0.07£0.01 0.07+0.00 0.07£0.01
Rel. wt (%b.w) 0.025+0.003 0.030+0.003 0.026+0.003 0.028+0.002  0.030+0.002 0.031+0.005 * 0.031+0.004  0.033+0.002
Thymus (gm) 0.13+0.02 0.20+0.13 0.15£0.07 0.21+0.14 0.13£0.07 - 0.25x0.14 0.21x0.12 0.28+0.19*
Rel. wt (%b.w) 0.046+0.012 0.075+0.041 0.052+0.027 0.077£0.055  0.056£0.031 0.109+£0.067 0.094+0.052  0.124+0.083*

* Significantly different from control at p < 0.05, ** Significantly different from control at p <0.01, S.D. : Standard deviation.

= G853 2o P=E o] 43 HHE-F SR A
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Table 9. Histopathologic incidence of rats intravenously treated
with GC-y AHF for 4 weeks

Table 10. Histopathologic incidence of beagle dogs intravenously
treated with GC-y AHF for 4 weeks

Incidence of gross findings

Incidence of gross findings

Male Female

Male Female

Dosage (mg/kg) 0 500 50 5 0 500 50 5

Dosage (mg/kg) 0 500 50 5 0 500 50 5

No.ofanimal o 16 10 190 10 10 10 10

No. of animal 3 3 3 3 3 3 3 3

Items Items

Adrenal gland (L,R) nf. af nf nf af nf nf nf Brain nf nf nf nf nf nf nf nf

Brain nf nf nf nf af nf nf nf Submandi gland (L, R) n.f nf nf nf nf nf nf nf

Pituitary gland nf. nf nf nf nf nf nf nf Thyroid gland (L,R) nf nf nf nf nf nf nf nof

Heart nf. nf nf nf nf nf nf nf Thymus nf nf nf nf nf nf nf nf

Liver nf. nf nf nf nf nf nf nf Lung nf nf nf nf nf nf nf nf

Kidney (L, R) nf nf nf nof of nf nf of Heart nf nf nf nf nf nf of nf

Spleen nf nf nf nf nf nf nf of Liver nf nf nf nf nf nf of nf

Testis (L, R) nf nf nf nf nf nf nf nf Pancreas nf nf nf nf nf nf nf nf

Prostate nf nf nf nf nf nf nf nf Spleen nf nf nf nf nf nf nf nf

Ovary (L, R) nf nf nf nf nf nf nf nf Kidney (L, R) nf nf nf nf nf nf af nf

Thymus nf of nf nf onf nf nf nf Adrenal gland (I,R) nf nf nf nf af nf nf nf

nf. : no finding. Testis (L, R) nf nf af nf nof nf nf nf
Ovary (L, R) nf nf nf nf nf nf nf nf
n.f. : no finding.

eldH(Table 12).
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Table 11. Result of skin irritation test treated with GC-y AHF

&) SAARIA 9 AsAl=z i
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g A F oA I Al 1998-116%(1998. 12. 3.)
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T8FF(3,125 [U/kg), S8-3F7(625 TUkg) 2 A4k
(125 IU/kg) =¥ 883,125 Uk S A@EFos 3
of 277 RAT A, AHEH FAF AFIAE @
ZAHA) ke A AN AlFEAR <t oujdt o
A EAEA Ak} zbe] FoTolr iz
v w3l Al AlFHEp AR o= dA]
Hoz vepd ZoE Hol A|FEAL] 7 fF- ohd

Rash and Crust Edema
Clinical sign 24h 72h 24h 72h
Test material
Scratched  Non-scratched Scratched Non-scratched Scratched  Non-scratched Scratched Non-scratched
Green-Gene 1 4] 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 00 0 0
4 0 0 0 0 0 0 0 0




Table 12. Results of ocular irritation test treated with GC-y AHF
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Time after application

Group Animal No. Tissue z
3 hrs day 1 day 2 day 3 day 4 day 7 AOL
Cornea 0 0 0 0 0 0 0
1 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
2 Iris 0 0 0 0 0 0 0
Irrigation Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
3 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
M.OI* 0 0 0 0 0 0 0
Day-7 LO.L" 0
Cornea 0 0 0 0 0 0 0
4 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
5 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
6 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
L Cornea 0 0 0 0 0 0 0
Non-irrigation 7 Tris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
8 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
Cornea 0 0 0 0 0 0 0
9 Iris 0 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0 0
M.O.I# 0 0 0 0 0 0 0
Day-710.1" 0
*Mean Ocular irritation Index; *Individual Ocular irritation Index; “Acute Ocular irritation Index.
Table 13. Results of active systemic anaphylaxis test in guinea pigs sensitized with GC-y AHF
Dose (per animal) No. of Severity of anaphylaxis Positive
Sensitization (sc) Challenge (iv) animal - + + ++ H ratio
50 TU (GC-y AHF) 500 IU (GC-y AHF) 7 7 0/7
500 TU (GC-y AHF) 500 IU (GC- v AHF) 7 6 1 0/7
500 IU (GC-y AHF + FCA) 500 TU (GC-y HF) 7 6 1 017
2 mg (OVA + FCA) 10 mg (OVA) 7 7 77
2 m/ (Vehicle) 500 TU (GC-y AHF) 7 7 0/7
ASE AZHeiAle) 22)T wE AEAA W $ BFeld] Ha S4E 2Aa7] $lald 500 U/kg/dayS

SR E BB Folo] 7|IeT AR W3
= B34 Aeieh. Wb o) AFEAS) LD, A=st
Al2holA PR Hmaekel 3,125 Ukg o4 A
o2 AjmE

wak Y9} w12 NolA GOy AHFS] 452F Al

FugeFoz Asl] ¥ X012 F7HE8F 50 [U/kg/day,
83 5 Ukg/dayS 19 13], F 73], 457 A% Fo
3led -2 Avp= o239 o} A7 APEEES ¢
Qo] A Folgskpola HoE dakEate] Az
skt Azl S W AR AF Wk 94 dxE
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Table 14. Results of the heterologous passive cutaneous anaphylaxis test of GC-y AHF

Sensitized antigen Challenged antigen No. of No. of mice at the indicated PCA titer Positive
(50 w, id) (1 m/, iv)/animal animal  Negative g 16 32 64 128 =256 ratio
Mouse anti-GC-y AHF GC-y AHF (500 IU/animal) 7 7 0/7
Mouse anti-GC-y AHF GC-y AHF (500 IU/animal) 7 7 0/7
Mouse anti-GC-y AHF + FCA  GC-y AHF (500 IU/animal) 7 7 0/7
Mouse anti-OVA + FCA OVA (10 mg/animal) 7 0 1 3 3 77
Mouse anti-Vehicle GC-y AHF (500 IU/animal) 7 7 0/7
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