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NY-1987 % I tHERIK AR

TEEF - EREE-BROBS - KFEE
RIRERIKY XBEHE

& L R
MRS LRk

AhfEH-GSEES -MBEX—-KH &
LREBER R 2 PRIFRAT

BERAB T 2RI, FARIES NY-1980% | HHEEKRER 21T\, KoM LIKNENEIC>
WTRETL 72,

HEHRGHTIE, 20, 50, 100, 200, 400mg#®&RO4%5 L, HEABRERTIE, 1 H400mg (52) B
LT HI00mg (53 3) % 7 HREMRORE Lz, 372, ABDOPEBICHOWT, 200mg IH5EETRI—#E
HiTL VBRI L,

BERER & LT, 100mgHEHEE8E 1 FlAsFHAHEZ, 1 HI00ngE ik 58 1 FlHEKE %,
8 1 BIASREEE F R 7229, s TRy —BHE CIREMEGEHICIEAL L, 20/ BIEERE
K, mE, R, &8, LEX, mMEHRE, MEECHORE, RIRE, THERES LU
BAREICBWT, NY-1980#5hhrb b £ 6N BEMRBIIAD Sk -7,

NY-198750, 100, 20038 & U*400mg% $%5 L 72RO ME IR 133 5B IR L THER L 72, 200
mef% G- DERBMFEPBRE (Crad 133%555 1 RERIC1.89ug/mITH ~72, $72, MHEH DML
F(T %% B) 138 5B TH o7z, RAUTIZIRGATER F TITI 5 BOKIB0% K ok X L THE
SNz, RPBEIIREGRICEAF L THINL, 200ngtk 5B T, #5744 4 ~ 6 BEICBaiBRE239ug/
m%RL, 8~12RFITIZ107ng/mlzHERs L7z, BEIRS TIE, 2R 512 L~ IRID R0 RBHE 3
b enBbbnih, AUCE SV CradBICERZEII LK, BRINRITIIHEL L WEEZ LT,
R L LTI NY-198D 7V 7 vV BHEA RS ETH Y, HHlBD5. 8% HHR M & iz, fof
PR RD0. 1%L T TH -7,

%72, 1 H400mgd & UF900mg? 7 H RSN 51 81 2 MFEFBES L CRPHEEE L ), A%
DEFREMIIRD SN o7,

NY-198{3 LM EHROH TARINAEY F o b 0
NVECVBROBROMERTH 2, BERXB L LEs % F, COOH
Fig. 1ismd, ARz 75 aBEEICH LTI E LY,

77 ABEEICKH LT OBEVWIE R <7 b s -HC1

EhEET2, ﬁ N |
ARDFBERRBRICB VT, Botkicx L CRIcRIE HM\() F CeHs
EUBMAMR LN, 37, RNIFBEFTH)ERC

RPICHER N 2792 EHREINT W 3, CHas

4B, Be3RERANDFERE S NRICEKS 14

HABRELTNY-1980t MBI 2 RLH LERBIED
BEETA 10T, ZORMEBRET 5.

(£)-1-ethyl-6.8-difluoro-1.4-dihydro-7-(3-methyl-1-piperazinyl)-
4-0x0-3 -quinolinecarboxylic acid hydrochloride

Fig. 1. Chemical structure of NY-198
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Table 1. Healthy volunteers in the study on NY-198
Series Step Dose Vo%&x :_ teer Age }%?:lrﬁ? t “Ef:gg)ht

. S 101 33 170.4 62.5
me 102 34 161.0 53.5
\ S0 201 28 179.4 88.0
mg X 202 29 175.2 57.0
. . S 301 33 170.4 62.0
gx 302 34 161.0 53.0
. oo 1 401 28 179.4 88.0
meg X 402 29 175.2 56.5
; A00mex 1 501 34 178.0 64.0
me 502 31 176.8 70.5
601 24 170.4 52.3
602 28 169.5 65.2
6 100mg x 1 603 35 168.7 56.5
604 25 166.3 52.6
605 27 180.5 60.7
701 31 174.1 79.5
200mgx1 702 25 182.7 73.3
7a _ 703 22 172.2 60.7
fasting 704 26 164.2 49.2
705 24 178.3 60.7
701 31 174.0 79.5
200mgx1 702 25 182.6 72.0
7b _ 703 22 172.1 60.6
I non-fasting 704 26 164.5 49.3
705 24 178.3 61.1
801 34 178.0 64.7
802 32 168.0 62.0
8 200mg x 2/day 803 27 172.0 67.5
for 7 days 804 32 179.0 64.7
805 32 158.0 58.4
806 25 164.5 53.9
901 31 173.3 79.5
902 28 168.0 62.0
. 300mg X 3/day 903 24 170.5 55.0
for 7 days 904 30 174.3 57.0
905 22 166.0 55.0
906 20 161.0 56.0

I BEbE mDBANFFENITETH Y, RRBIOBELNILN

BE L2 INAETH 5 (Table 1), %, RELH

1. BERE 2R IME—BRE, MEEICHRE, SERRE R

BEREIIFD20~ 357, 1AE49~88ke, S5 158~183

R, BERE, MRET4-7, BBREIL, RBICK
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b, %H, RBROBK, AFICOWTEHAZLHMER
Bk, EEICIYVRELERIERICE S EFESE
ThHhb,

2. 5%H

#53%A21d NY-198 20mg, 50mg$ & UF100mg% &ir
A7eNAIHBL, NY-198I3EBIETH 5720, EHM
HLLEZEE) 2RV,

3. 5% -5k

A S RIIFTERRRICB T2 R B LT v
}FHLDs, GEROES, 1608~ 2323mg/kg) @ 1 /600L)
T2 @59 b, 4 XBLUHNVOBEKTHER—F v b
(300mg/ke), 4 X (25mg/kg), ¥/ (100mg/keg)—>1/60
LITF98 S UOBER TERAE (100~200mg) ND1/10%45
B 20mg 2 RE L,

HE3 Table 1IZRTI3) XYY —Xizs
WTERBL, I 3 —XTi3% step 2 BT DO HEIE
EZRBETh\, BREEEHRL 4256158 % 20ng,
50mg, 100mg, 200mg, 400mg: BB L7z, 113 ) —X T3
&step5 £90, 100mg, 200mg (REOHEIZHOWTRKR
HY 3720, R L B G F RI—HBRE TIT X -7%)
DYELEHEBR L, & step 6 2T, 1 BE400mg (3
2) Bl HEIOO0mg (53) 7 HE&Ik 5% 1T
/SR

B, REOEEBPRIT2HBRLEGRS B (W
Ei%h, BREREG2KR<) LAMDORRIZ T TEER
SIS L, EANIW T #5200mldsk & & b IiRA
72,

4. BRRAFa-—-n

ZABRICBIT 2R, B, WK REBIUEED
BREIR Fig.2 ~4 DR 7 ¥ 2 —NITHE- TiT e bz,
BL, 20mgii[Eli%55ER TIIERRRE D A EHE LRI,
RRITER L 2o 72, $72850303, 200ng i Bl% 558

(step 7 @) I2BWTHAEHL,

5. BEEALSUVICEKRESER

Fig.2 ~4 x4 v 2 —Nicht-> TIIE, IR$AE, #
&, OEN, BHRE TARERE, ROGRRE,
BHRRE (ME—RRE, MEECHRE, RERE,
FRIRE) 2 H1T L7, FHAASAREIZE UEt (Gravicor-
der, 7=-°) %A\, BB, 60MOEMBICTITEH -7,
FHHBAERE 3 Table 2 1RL, 272, BERERIC
DV, BERE Fig. 5 IR MEIRIRRICH > THERL
72

6. XHREE

i, R & UHEDBERERRE Fig.2 ~4n2
TV 2=V TR L 72, BRIEIZIRETLES DI
XL, $XTRERE T—20C LT CHERELR, B
FEWIEY, HPLC 23 L UF Escherichia coli NTH] JC

-2 #WER & L7z bioassay 3:TERE L 72, SBIEED
g% Fig.6 8L U Fig. 71cRx L7z,
1. XENEAIRRAR
HEENHFEG#ROMFPBENMS % two compart-
ment open model % v TR L7,

@RIz, Cp=Ae ¢ T94 B
-ka(t-To)

(t-To)

(A+B)-e
THN, RpD/3F7 2 —F —3EFHBN_REN 70
774 (NONLIN) 2FHWTHEB L, %8, ka, a,
BIXZNZNBIE, FAFEB & HREDEEER
(b)), A, BIZiBEDOEE, To (3B ERH (h)
ThHhb, ZORFR L N BEMEFEE Crax (2g/ml)
B L UBESLEPBERE Tnax (h) 2EHL, EICH
KHDOEREM T Y% £ (h) B L UCMFEFEESRRHE
THE# AUC (ug-h/m) O NS A -5 —%EHEL
72
8. KHPDRE
(1) TLC-bioautography
200mg¥i [0]$%5-3X8& (step 7 a) ICHB V> Tk 514480
F THREL 72 R4 % Fvy, TLC-bioautography iZ &
N RAPEEERSHIOREL T 72, TLCS&f4&
LT, #&ic DC-Alufolien Kieselgel 60F,s, (Merck)
%, BRABEIC T X -28%T =Tk (31 2)
BIUn-72/ Bk (3:1:1) 2RV,
72, bioautography NFEH X E. coli NIH]J JC-
22w,
(20 HPLC#:
200mg B 1% 5-:RBR (step 7 a) I B\ TIL 5142455
T TEHIRL Rtk 2 v, S CBRICERSH ST
WD ERE HPLCER' IS TiT X » 72, BIEH
HEOWEE % Fig. 8 IRL72, %8, NY-198kaHsrs
i3 B-glucuronidase (E. coli, 3008fr, > 7~t) T
BERNIB, KREE L RO FTETEREL TROHE
NY-198BE GREfLER L 7))V 7 v LV EFARDF) » 6
AEACARBEZZ LS WTEY L7,
9. MBEBREEE
200mg B [m$% 5588k (step 7 a) THEREX L 7z Mg %
Av, BLBRASBEC TR -7, Tihbb, mFEl
mlZFELNEAEA RS (MPS-1, Amicon) IZAR
37C, 1000g T205 R L BEL, AHWEEEL, &
DABRIZHOWTHPE 6 DIFEFS NY-198BE I E3IC
L, EEER NY-198BE (F) 2E L7z, Eickdiz
MiEH NY-1988 (S) # v TR & ) MEEAR
BAEEFHEE LI,

MEBRAFEE (%)=

BB 00
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Time after administration (h)
ftem before 2 4 6 8 10 12 u 4 72
: ; - T 5 i —— }—v——

Administration f :
Blood pressure, (@) @] O Q O O O
Pulse rate : ' : : : :
Body temperature (o] O O Q : Q O O
Symptoms O O O O O O O
Laboratory tests O i : O
o| 9
Blood sampling o e 4o } } } t
Urine sampling (@)
Feces sampling* : *
Crystalluria test (@) :
Equilibrium test O O ;
Audiometry O i O*** O

* :samples were only taken from volunteers of step 7a

%% :samples were only taken from series I groups
*%x:tested on series 1 groups

Fig. 2. Schedule for examination (single administration)

I B

1. ReH

(1) EREREER

BREMERE LT, 100mgB B 58) 1 FilH B 2B
Be#, %72, 1HE900ng (%3) D 7 BREDMEGL 52
D 1BIAEREE, o 1 FIHEER R, Wi
VEETBUTHY, 20MOMRICEREIIALNY
o7z,

(2) M+, AR$a%, #NB, OEX

2y va—nEk (Fig.2 ~4) - THRES £ L
20 ZOFRER, W, ME, #NE, OERICOWTIL,
BEE B L OSEGHREEEE L ICREIIZD S h -
72 (Table 3 ~11),

(3) ESRRE

BERIRO MG—RIRE, ELERES L CRREIC
BT 5848 % Table 12~15, Fig.9I1cRL72,

BEHE 5 L BRI S REIC BT, MERES L U
REEICAERICER T 5 L BbN SERREEN BE
(3D LN r -T2,

(4) “FrEe s & VB hRE

BG5S OERR GRS b, THIMEED L U
NCRBEIZED LN L1,

(5) &R

BE%S 3 L ORGSR DiC, 5442 ~ 3R
IR L R THRE LR, WIhoREIcOWw
TOERRIZBD LN h -7z,

2. hARE

(1) HPLC: ¥ Bioassay HEDHEB M

HPLC ik & Bioassay H:0fEBIHEIC DT, BEHLS
HARTHLNMES & CRPBEREE % H TR
L7:RER% Fig. 1027,

IEFREICBTIZ, Y (HPLCH)=0.996X (#
7% v 7%) +0.042, FEBSHREK0.981, RHBETII,
Y (HPLC ) =0.971X (% v 7%) —3.259, FHRIAEK
0.992TH Y, MF, RFBEEL b, (JT 1 1 OHEMY
E Yo% (DAN

- T, ANici3, m#F, Rk CEPBECOWT,
T2 E HPLCHRIC L 2N AR Ry Lk Lz

(2) MmFhEE

NY-198 50mg(step2), 100mg(step3), 200mg(step

4) L U400mg (step5) BEHEES%, NY-198M%
FIBEEHERS % Table 16, Fig. 1LITR L7z, Whoks
BiCBWTY, #5%EPric kR L, OFHEENY
— 71335 59%0 . 5EERT ~ 3. OBERRIC 328 & 172, 50mg, 100
mg, 200mg35 k UF400mg¥i [Bl$% 5-FE D R miEHBEN E
— 7 (Cuax) 13, #00#40.35, 0.92, 1.098 LV
2.36ug/mlTH 72, 72, MBEDDHEKERIE(TKL)
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200mg x 2/day for 7days

Time after administration 1 week
Item before (day) after
T T T : T adminis-
1 2 3 00 4 15 16 17 8 1 9 ! 10 | tration
Administration A
Blood pressure, 0O|0:0i0i0i0i0iO;O: o
Pulse rate ; ; : H : :
Body temperature () (o} (o] (o] (o] (0] (o] (o] (0] O
Symptoms (0] (o JNe] (o) (o] (@) (o) O (O (0]
Laboratory tests (@) (@) i (0] (@]
ECG o o) PO ! o
Urine sampling O — — ¢——>'o—.:<———>.—. 4—-.,._—, -— i —
Crystalluria test i O PO
Equilibrium test (o] (@) o o
Audiometry (o] (o] (o] i I (o]
(Blood sampling)
N S B S S S S S 1.
A A
Drug Drug
1st day A A A A A A
2nd, 3rd day A A
4th day A A A
5th, 6th day A A
7th day A A A A A A
8th day A
Fig. 3. Schedule for examination (multiple administration)
300mg x 3/day for 7days
Time after administration 2 weeks
Item before (day) after
- T T T : 7 T T adminis-
1 ¢ 2 ¢ 3 F 4 & 5 ¢ 6 7 18 9 ¢ 10 | tration
Administration R R R RN
Blood pressure, (o] (0] i (@] (@) (@] i O : (@] : (@] (@] (o]
Pulse rate :
Body temperature (@] (@] (o] (o] i (@] (o] O O O
Symptoms oloioioioioiojo0ioO o
Laboratory tests (o] (o] H o (0]
ECG o i O (O} o
Urine sampling (0] P B e e e I I g S i e
Crystalluria test o
Equilibrium test (o) (o)
Audiometry (o] (o]
(Blood ling)
c0d sampling 0 2 4 6 8 10 12 14 16 (h)
Loy h ! 3 ) R —
A A A
Drug Drug Drug
1st day A AA A A A A A
2nd day A
© 3rd day AAA A A A A A
4~6th day A
7th day AAA A A A A A A
8th day A

Fig. 4. Schedule for examination (multiple administration)
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Table 2. Items of clinical laboratory test

Hematology WBC, RBC, Hemoglobin
Hematocrit, Platelet,Reticulocyte,
WBC differentiation

Blood chemistry | Total protein, Albumin, Protein
fraction, BUN, Creatinine, Uric
acid, Na*, K+, CI-, Ca?", P, Total
bilirubin, ALP, GOT, GPT, LDH,
Total cholesterol, Triglyceride,
v-GTP, ZTT, TTT, A/G, Glucose,
LAP

Immunology CRP, Coombs, HBs

Urinalysis pH, Color, Turbidity, Glucose,
Protein, Ketone, Bilirubin,

Urobilinogen, Blood, Sediment

Other Creatinine clearance Fig. 5. Table for diagnosis by questioning

Serum (0.5ml) Undiluted or diluted urine (0.1ml) Feces

homogenized with 0.1N HCl
Homogenate 50ml

shaken with 0.1N HCl 150ml (3 times)
centrifuged

Supernatant 0.2ml
—0.1IN NaOH 0.2ml

—0.2M phosphate buffer (pH 7.0),
serum (0.4ml), urine (0.8ml) and feces (0.5ml)

—0.2M phosphate buffer (pH 7.0) containing
the internal standard * 0.1ml

—chloroform containing 5% isoamyl alcohol 5ml
* Internal standard
shaken and centrifuged

)
F COOH
Aqueous layer Organic layer
evaporated to dryness N
Resi |
esidue CsHs

—mobile phase 0.5ml

filtrated with membrane filter
(FG type 0.2um) : serum only

Injected
(HPLC operating conditions)
Apparatus : BIP-1 Liquid chromatograph (Japan Spectroscopic Co., Ltd.)
Column  : Nucleosil 10Cis(Nagel), 4mm X 30cm
Mobile phase : acetonitrile - 0.05M citric acid soln. - 1M ammonium acetate soln. (22:77:1, v/v)
Flow rate : 1.5ml/min

Detection : FP-210 Spectrofluorometer (Japan Spectroscopic Co., Ltd.)
Aex=280nm Acm =455nm

Fig. 6. Determination of concentrations of NY-198 by HPLC method
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Table 3. Blood pressure (single administration)
(mmHg)
Dose Volunteer Time after administration (h)
Step Before

(mg) No. 1 2 4 8 12 24
1 101 103/57 90/52 94/50 91/50 | 101/56 96/52 | 102/53
20 102 108/66 | 112/66 | 106/61 | 107/64 | 106/66 | 113/66 | 104/58
9 201 107/53 | 104/56 98/50 99/53 | 104/52 | 110/56 | 105/58
50 202 113/61 | 113/67 | 113/62 | 119/66 | 107/59 | 111/59 | 108/55
3 301 101/56 93/55 94/54 | 101/58 | 101/53 99/52 98/55
100 302 107/65 | 109/65 | 107/65 | 114/69 | 111/64 | 112/64 | 110/69
4 200 401 109/58 | 104/59 | 101/54 | 104/55 | 111/57 | 108/58 | 103/56
402 119/65 | 117/67 | 113/64 | 119/65 | 116/67 | 114/65 | 111/57
5 400 501 112/62 | 115/64 | 105/59 | 111/62 | 115/65 | 110/60 | 117/62
502 123/67 | 115/63 | 118/65 | 115/61 | 121/62 | 119/60 | 119/63
601 111/63 | 113/63 | 110/61 | 104/55 | 104/58 | 108/58 | 103/56
602 111/64 | 106/56 | 100/56 | 103/57 | 111/63 | 111/60 | 100/55
603 117/71 | 112/65 | 113/62 | 114/64 | 111/65 | 122/66 | 102/56
604 114/67 | 110/60 | 110/63 | 109/62 | 113/62 | 109/59 | 109/62
6 100 605 108/56 98/53 | 106/56 | 104/56 | 104/53 | 102/54 92/49
Mean 112/64 | 108/59 | 108/60 | 107/59 | 109/60 | 110/59 | 101/56
+ S.E. 1.5/2.5 | 2.7/2.2 | 2.2/1.5 | 2.1/1.8 | 1.9/2.1 | 3.3/1.9 | 2.7/2.1
701 129/73 | 123/73 | 120/71 | 128/73 | 114/64 | 110/66 | 109/63
702 113/66 | 112/62 | 109/62 | 110/63 | 111/60 | 105/53 | 111/60
703 109/62 89/45 90/43 85/41 | 101/52 99/53 88/45
7a | 200 704 104/55 97/43 92/45 96/52 | 104/53 96/53 95/45
a 705 117/64 | 109/59 | 110/59 | 109/61 | 101/57 | 109/58 | 112/59
Mean 114/64 | 106/56 | 104/56 | 106/58 | 106/57 | 104/57 | 103/54
+S.E. 4.2/2.9 | 5.9/5.6 | 5.7/5.3 | 7.2/5.4 | 2.7/2.2 | 2.7/2.5 | 4.8/3.9
701 116/69 | 104/60 | 111/64 | 101/60 | 101/58 | 104/58 | 102/59
702 125/69 | 103/60 | 110/61 | 110/60 | 102/58 | 111/59 | 105/61
703 103/56 80/39 88/41 86/42 | 100/49 | 103/56 98/49
h 200 704 94/53 91/44 90/46 95/47 98/51 97/45 96/52
705 102/57 | 102/48 98/49 | 100/51 | 101/54 | 111/57 | 107/55
Mean 108/61 96/50 99/52 98/52 | 100/54 | 105/55 | 102/55
+S.E 5.5/3.4 | 4.6/4.2 | 4.8/4.4 | 3.9/3.6 | 0.7/1.8 | 2.7/2.5 | 2.1/2.2

i, WFNOBREETY 7~ IBRTH -7, EREND

T2 CraxB & UF ML TE 8 BE Xt B R Bl 4R T T AK
(AUCy-z0) 13, 5B ORI D SN
(Fig.12),

WIZNY-198% 100mg (step 6 ), 200mg (step 7 a),
B7%200mg (step 7 b) B 54D M FPBEHS %
Table 17, Fig. 13ic, & 72two compartment open model
I & ) ##r L TR 7z pharmacokinetic parameter
% Table 18iz7R L 72,

FRGRTOMETREIIARICKEL THRBL, =
JERHRE1C 51T 5, 100mgs & UF200meil 5 TORRE IE
HREEREE (Tmax) DTFHENL, Z202H0.978 L U°1.23
REITH Y, Coax I ZNZNL. 185 L UF1.89ug/

mTh-72, 72, AUC DFEHIZZNEN6.938 LU
13.97ug-h/mITH - 72, B G IS B W TUZ, Tra?DF
¥32. 13 TH D, ZEPEREICH~ETRAE L7225,
CoaxDFHIZ1.57ug/ml, AUC 1312, 63ug h/ml
THY, EERFLELLT, REICL2HBIILALY
BOONLD T, T, SR (V) 3E&B5RE
b2.6L/kgll ETh - 72,

NY-198 1 H&400mg (52) o 7 HR (step 8) H&
UF1 HE900mg (533) 7 HR (step 9) k%GR
BT BNY-198DiEHBEHRMS 2 Table 19, 20, Fig.
14, 15lTRL 72,

NY-198 1 H B&400mgB % 5--5 0 & hIBE I, 4
El$51% 2 BRI TL.6Tug/micEL, #01%i%52~3
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Table 4. Blood pressure (multiple administration)
200mg X 2/day X 7 days (mmHg)

Volunteer No. 801 802 803 | 84 | 805 806 | Mean + S.E.

d Before | 109/65 | 127/76 | 120/68 89/50 | 109/55 | 105/54 }110/61 + 5.3/4.1
1st day 1* 106/56 | 122/72 | 115/65 84/42 | 107/56 91/46 | 104/56 + 5.9/4.6
ond d 0 105/55 119/75 99/58 83/44 108/56 100/53 | 102/57 + 4.9/4.1
nd day 1 123/65 | 137/77 | 103/57 96/51 | 120/64 | 110/62 | 115/63 + 6.1/3.6
3rd d 0 112/60 132/77 98/56 87/42 107/58 95/50 105/57 + 6.5/4.8
rd day 1 111/59 | 120/71 | 101/55 89/44 | 101/52 93/48 | 103/55 + 4.7/3.9
sth d 0 105/56 | 122/72 97/55 84/41 | 107/55 88/45 | 101/54 + 5.7/4.4
th day 1 110/59 | 118/68 | 100/57 81/40 | 113/60 | 100/49 | 104/56 + 5.4/4.0
sth d 0 105/57 | 123/75 97/55 88/50 | 109/56 | 106/59 | 105/59 + 4.8/3.5
th day 1 102/55 | 124/67 94/51 01/45 | 103/52 94/51 | 101/54 + 4.9/3.0
6th d 0 108/58 | 137/74 97/58 84/45 | 107/59 08/50 | 105/57 + 7.3/4.0

ay 1 117/63 | 118/66 94/51 82/39 | 108/54 98/52 | 103/54 + 5.8/3.9
Th da 0 105/60 | 123/71 98/58 83/42 | 109/58 92/45 | 102/56 + 5.7/4.3

. 1 110/62 | 125/72 | 106/56 87/41 | 113/58 96/51 | 106/57 + 5.4/4.3
24h after final
administration 110/61 122/69 99/54 87/43 105/54 98/52 | 104/56 + 4.9/3.6
1 week after final
administration 114/62 140/84 104/61 94/47 123/64 109/59 | 114/63 = 6.5/4.9
* :time after administration (h)

Table 5. Blood pressure (multiple administration)

300mg X 3/day X 7 days (mmHg)

Volunteer No. i 901 i 902 903 904 ‘ 905 } 906 ’ Mean + S.E.
Lst da Before | 111/63 98/54 93/47 | 110/58 | 100/55 99/56 | 102/56 + 2.9/2.1
st day 1* 109/62 | 103/55 95/50 | 102/57 | 109/55 | 106/54 | 104/56 = 2.2/1.6
2nd da 0 126/74 108/56 100/55 111/58 114/56 111/60 | 112/60 + 3.5/2.9

y 1 123/71 | 107/61 99/53 | 115/59 | 110/55 | 116/55 |112/59 + 3.4/2.7
3rd d 0 112/66 105/54 88/48 106/58 108/54 115/58 | 106/56 + 3.9/2.4
ay 1 114/65 92/50 92/49 | 109/57 | 103/51 | 103/52 |102/54 + 3.6/2.5
4th da 0 123/70 113/59 103/55 105/58 105/52 108/58 | 110/59 + 3.1/2.5
y 1 120/68 | 110/60 | 104/56 | 105/66 | 104/55 | 110/58 | 109/61 + 2.5/2.2
5th da 0 128/68 110/60 107/60 117/63 112/57 123/59 | 116/61 + 3.3/1.6
y 1 131/68 | 114/61 99/55 | 118/64 | 118/58 | 113/58 |116/61 + 4.2/1.9
6th da 0 118/66 | 107/58 | 103/54 | 110/59 | 107/54 | 102/53 | 108/57 + 2.4/2.0
y 1 113/65 | 117/61 | 101/54 | 115/58 | 112/56 | 112/59 |112/59 + 2.3/1.6
Tth da 0 120/65 98/54 98/56 | 112/60 | 104/54 | 106/59 | 106/58 + 3.5/1.7
y 1 121/68 | 108/63 97/47 | 106/56 | 105/57 | 124/64 |110/59 + 4.2/3.0
24h after final
administration 114/65 110/63 100/54 115/61 105/58 119/66 | 111/61 + 2.9/1.9
2 weeks after final
o ieoie aiter 100/58 | 104/50 90/40 | 110/60 | 106/54 | 100/60 |102/54 + 2.8/3.2

* : time after administration (h)
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Table 6. Pulse rate (single administration)
(/min)
Dose Volunteer Time after administration (h)
Step Before
(mg) No. 1 2 4 8 12 24
1 2 101 67 52 55 50 55 72 62
102 68 63 65 61 70 83 69
2 0 201 59 58 55 54 69 65 66
5 202 66 58 55 55 68 71 69
3 100 301 62 51 52 50 57 65 62
302 71 61 66 67 71 77 76
4 200 401 63 61 55 57 63 50 60
402 71 61 57 58 79 71 69
5 400 501 71 77 76 73 83 76 78
502 68 63 65 69 83 72 77
601 55 55 59 59 66 55 60
602 57 59 58 64 73 65 60
603 67 66 69 64 71 79 65
6 604 55 59 62 60 73 81 63
100 605 54 55 55 55 64 66 59
Mean 58 59 61 60 69 69 61
+S.E. 2.4 2.0 2.4 1.7 1.9 4.8 1.1
701 59 63 64 62 62 62 62
702 51 60 61 64 80 74 60
703 48 57 59 63 85 82 60
7 200 704 52 67 66 62 83 78 66
a 705 49 58 57 55 70 75 57
Mean 52 61 61 61 76 74 61
+S.E. 1.9 1.8 1.6 1.6 4.3 3.4 1.5
701 64 62 62 62 61 61 58
702 49 57 56 59 87 76 61
703 49 70 65 58 72 77 61
70 200 704 57 68 67 77 85 73 67
705 45 53 54 52 74 81 50
Mean 53 62 61 62 76 74 59
+S.E. 3.4 3.2 2.5 4.2 4.7 3.4 2.8

B Tsteady stateiz % -~72, $72, NY-198 1 H&900
g BRIk G ReO MFEPIBEIZ, DIERS5% 1 BT
2.37Tpg/mlcE L7, MRG0 PR s 3
REITEL &) LA »ED S, 3 B LT
steady state (C7 V) FIRIR 5B 2 151 L7z, #16E]
BIUBRKEEROMEPDOBREEERIZIFNEN
0.114h7' & 0.083h'TH Y, (ZFFERETH -72,

(3) Rt

YY) —=X1,step 2 ~57 NY-198 50mg, 100mg, 200
g B & U400mg B BI3% 5RO JR BB 5 L U R chikift
% Table21, 22, Fig.l6icR®L72,

RAREEL, 0~ 2B¥RIF 72134 ~ 6 BEiIc o — 2 ¢
BHLN, ZORE, HTHESBIEFEL TN,
72, REMEORFPRMEEL, BE5%TME Tiown

TNLIRERBDT0~80%TH -7,

V) XN OBERERIC BT 3 REBE S & RG
PrittR % Table 23, 24, Fig.17ic;R L7z, 100mg, 200
ng B[S T DRELAR D R ch ki s 3 1 544 7285
FTIRZENZNG0.9%, 80.6% 5 & 1F82.2% (Rfkiks)
THY, ZNENDRPBER, %546~ 8RITH
#150ug/mU ETH -7z, & 72, HE 5RO AE LD
RUPRPHRRIZ, NY-198 1 HE400mg (52 BV
900mg (r3) 7 BRES-T, Bl HI4T28R9% TT
ENENAREBNT3.4% 3 L U°73.6%TH 7> (Table
25, Fig.18, 19),

4) byt

NY-198 200mg¥[m#%5- (step 7 a) 2 ¥51F 2 Hebk
itk % Table 2617 L 72, i 544 72860 % Tl 5B
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Table 7. Pulse rate (multiple administration)
200mg X 2/day X 7 days (/min)
Volunteer No. 801 802 803 804 805 | 806 Mean + S.E.
Ist d Before 73 59 65 50 60 72 63 + 3.6
st day 1% 77 69 80 55 63 68 69 £ 3.7
ond da 0 73 70 73 56 62 62 66 + 2.9
nd day 1 72 64 61 53 62 65 63 + 2.5
2d da 0 77 67 67 59 67 64 67 + 2.4
rd day 1 78 67 67 55 67 67 67 + 3.0
sth da 0 65 66 64 54 62 63 62 + 1.8
y 1 79 66 73 60 74 69 71 + 2.8
sih da 0 67 60 67 55 70 66 64 + 2.3
y 1 76 65 69 63 70 70 69 + 1.9
0 69 64 70 57 61 69 65 + 2.1
6th day 1 83 64 75 54 71 70 70 £ 4.0
0 73 66 72 56 68 64 67 + 2.5
7th day 1 84 68 74 59 72 69 71 £ 3.3
24h after final
dmimlotration 74 64 64 55 64 65 64 + 2.5
1 week after final '
admimistration 88 95 87 68 84 78 83 + 3.8
* ! time after administration (h)
Table 8. Pulse rate (multiple administration)
300mg x 3/day X 7 days (/min)
Volunteer No. 901 902 903 904 905 906 Mean + S.E.
Before 67 74 66 64 64 50 64 + 3.2
1st day 1* 64 62 66 62 63 52 62 + 2.0
0 81 89 85 76 66 71 78 + 3.5
2nd day 1 7 75 93 82 72 64 76 + 4.1
0 68 82 86 78 70 68 75 + 3.2
8rd day 1 64 66 76 68 64 71 68 + 1.9
0 81 80 86 78 80 77 80 + 1.3
4th day 1 72 86 90 80 82 75 81l + 2.7
0 77 85 90 92 81 77 84 + 2.6
Sth day 1 71 85 92 88 79 66 80 = 4.1
0 76 89 84 83 79 76 81 + 2.1
6th day 1 72 85 83 75 76 68 7T+ 2.6
0 64 86 85 7 80 69 76 + 3.7
7th day 1 62 69 81 n 72 72 1% 2.5
24h after final
adminictration 69 92 85 75 86 81 81 + 3.4
2 weeks after final
admiviciratios 72 72 78 66 62 60 68 + 2.8

* ! time after administration (h)
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Table 9. Body temperature (single administration)
()
Dose Volunteer Time after administration (h)
Step Before

(mg) No. 1 2 4 8 12 24

1 20 101 36.4 35.5 36.0 35.9 35.8 36.4 36.0
102 36.1 36.1 36.1 36.1 36.2 36.4 36.2

2 50 201 36.1 35.9 35.7 35.6 35.7 36.3 36.1
202 36.3 36.1 35.9 35.8 36.5 36.7 36.3

3 100 301 36.2 35.7 35.8 35.8 36.3 36.4 35.9
302 36.3 36.2 36.1 36.1 36.5 36.5 36.2

4 200 401 36.2 36.0 35.9 35.7 36.1 36.2 36.4
402 36.3 36.2 36.0 36.0 36.6 36.4 36.1

5 400 501 37.0 36.5 36.7 37.0 37.3 36.6 36.6
502 36.5 36.7 36.5 36.5 36.6 36.5 36.5

601 36.2 36.4 36.7 36.5 36.8 36.6 35.4

602 36.2 36.0 36.3 36.2 37.5 36.8 36.0

603 35.1 35.9 36.1 35.8 36.3 36.6 35.3

6 604 35.6 35.6 36.0 35.8 36.2 36.8 35.1
100 605 35.7 35.7 35.9 36.1 36.9 36.8 36.3

Mean 35.8 35.9 36.2 36.1 36.7 36.7 35.6
+ S.E. 0.21 0.14 0.14 0.13 0.23 0.05 0.23

701 36.2 35.6 35.8 36.1 36.7 36.5 34.9

702 36.2 36.5 36.8 36.9 36.9 37.2 36.1

703 35.8 36.1 36.3 36.5 36.7 36.6 35.8

7 200 704 35.7 36.0 36.2 36.2 36.9 36.5 35.8
a 705 35.1 35.5 36.1 36.1 36.9 36.8 35.2
Mean 35.8 35.9 36.2 36.4 36.8 36.7 35.6
+S.E. 0.20 0.18 0.16 0.15 0.05 0.13 0.22

701 34.8 35.9 35.5 35.8 36.4 35.7 34.2

702 35.4 36.0 36.3 36.4 37.0 37.3 35.7

703 35.5 36.0 35.9 36.2 37.0 36.9 35.8

7b 200 704 35.4 35.8 36.3 36.7 36.2 36.4 35.8
705 34.9 35.9 35.1 35.9 36.9 37.1 35.1

Mean 35.2 35.9 35.8 36.0 36.7 36.7 35.3
+S.E 0.14 0.04 0.23 0.16 0.17 0.29 0.31

9.4%HREAUE L L THRER L,

(5) RARHD

NY-198 200mgi Bl 5 (step 7 a) ICBWTHk5%
48 £ T, RT?D TLC-bioautography DR %
Fig. 20ic/R" L7z, NY-1987 Rf{ELSMCHUBEIEMEACH
M spot 1358 Lo 72,

—7, HPLC#iC T} 544 2485/ £ TORBPA S0
FHEZHRALLEZS, BWTREISA TV 28

W2 TR Nz, RIBE NIV
70 BREARTIRSBN4.5% Th -1, DEY
BWThOBDTHETHY, BE5EN0.1%H LI
EFNLITTh-72 (Table27, Fig.21),

(6) MEFEAEAR

NY-198 200mg ¥ [i% 58§ (Step7 a) i< B} 5 MiF
FEBRAE L Table 28icR L7z, MERARKAEI, #
20% LB, BIERMEEL TIHZT—ETH 7
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Table 10. Body temperature (multiple administration)
200mg X 2/day X 7 days ()
Volunteer No. 801 802 803 804 805 806 Mean + S.E.
1st da Before 36.6 35.8 36.4 35.6 35.6 36.2 36.0 = 0.17
s y 1* 37.2 36.0 37.0 36.1 36.2 36.3 36.5 = 0.21
2nd da 0 37.1 36.0 36.8 35.8 36.3 36.6 36.4 = 0.20
n y 1 37.2 35.9 36.6 36.0 36.3 36.5 36.4 =+ 0.19
3rd da 0 37.1 35.9 36.4 36.0 35.7 36.0 36.2 + 0.21
¥ 1 37.0 36.3 37.1 36.2 36.7 36.8 36.7 = 0.15
4th da 0 36.7 35.8 36.4 36.3 35.9 36.2 36.2 + 0.14
y 1 37.2 35.9 36.6 36.3 36.3 36.4 36.5 =+ 0.18
5th da 0 36.6 35.4 36.6 36.0 35.3 36.3 36.0 = 0.23
y 1 37.3 36.6 36.8 36.5 36.6 36.9 36.8 = 0.12
6th da 0 36.8 35.5 36.3 36.2 35.0 35.8 35.9 £ 0.26
y 1 37.2 36.1 37.0 36.2 36.7 36.7 36.7 + 0.18
7th da 0 36.8 35.8 36.7 35.9 35.7 35.9 36.1 + 0.20
y 1 37.5 36.8 36.8 36.3 36.5 36.8 36.8 + 0.17
24h after final
administration 36.9 35.8 36.4 35.9 35.7 36.0 36.1 + 0.19
1 week after final
administration 37.1 36.4 37.0 36.0 35.9 36.4 36.5 £ 0.20
* ! time after administration (h)
Table 11. Body temperature (multiple administration)
300mg X 3/day X 7 days O
Volunteer No. 901 902 903 904 905 906 Mean + S.E.
st d Before 35.7 36.2 36.1 35.5 36.2 36.0 36.0 = 0.12
st day 1* 35.6 36.0 36.0 36.1 36.2 36.4 36.1 £ 0.11
2nd d 0 35.6 36.0 36.1 35.9 36.4 36.4 36.1 = 0.13
nd day 1 35.8 36.2 36.5 36.1 36.7 36.6 36.3 = 0.14
3td d 0 36.1 36.1 36.0 35.9 36.3 36.4 36.1 + 0.08
ay 1 36.1 36.0 36.0 35.7 36.2 36.3 36.1 + 0.08
4th d 0 35.8 36.0 36.2 36.1 36.2 35.9 36.0 + 0.07
ay 1 35.9 36.5 36.3 36.0 36.6 36.6 36.3 £ 0.12
5th da 0 35.8 36.1 36.1 35.6 36.1 36.4 36.0 + 0.11
y 1 35.9 36.5 36.3 36.1 36.4 36.5 36.3 = 0.10
6th da 0 36.1 36.4 36.3 36.0 36.2 36.1 36.2 + 0.06
y 1 35.8 36.8 36.4 35.6 36.6 36.8 36.3 = 0.21
7th da 0 35.7 36.5 36.4 36.0 36.4 36.3 36.2 + 0.12
y 1 35.6 36.2 36.2 36.1 36.4 36.4 36.2 = 0.12
24h after final
administration 35.4 36.3 36.1 36.1 36.6 36.2 36.1 0.16

* ! time after administration (h)
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Table 12-1. Laboratory findings before and after a single oral administration of NY-198 (series I)

Nomal Step 1 (20mg) Step 2 (50mg) Step 3 (100mg)
Item range 101B | 10iA | 102B :102A |.201B :201A | 202B :202A | 301B : 301A | 302B : 302A
WBC (/ul) | 3000~8500 | 5900 : 7000 | 5200 : 4300 [ 7000 :5800 |5400 : 5400 |6200 :.6100 | 5400 : 4600
RBC (10*/u]) | 380~530 | 502 : 478 | 517 } 516 | 504 : 504 | 501 : 493 | 504 ; 473 | 540 : 518
Hemoglobin @d) |12.4~17.2 |16.5 :15.8 |15.5 :15.5 |16.1 :16.2 [15.7 :15.7 [16.5 :15.5 [16.1 :15.5
Hematocrit (%) | 38.0~54.0 |47.3 :45.6 |[44.5 !44.4 [46.5 146.4 [45.7 144.8 [47.3 144.5 [45.9 !44.3
5 Platelet (Jec) | 11.0~34.0 [22.5 '21.7 [20.9 :22.2 |25.6 :23.4 |23.1 :22.5 [22.8 :21.5 [20.9 :23.2
g Reticulocyte  (/1000) 4~20 6 7 6 6 8 9 6 g 6 5 5 8 6
€ [ [ Eosinophil 0~10 7 . 6 3 1 2 6 . 9 4 . 3 5 | 2 0 ! 1
% |8 [ Basophil 0~5 0 1 1 2z [ 2 ¢ 2 | 2 i1 1 o0 |1 i1
2| Neutro- | Stab. 0~19 7 6 4 1 6 78 6 ;. 6 6 | 6 8 ;9
£°|  phil Seg. 28~68 55 ;59 0 ;49 39 ;42 0 ;4 59 ; 68 51 ; 41
§ Lymphocyte 17~57 29 ! 2 47 3 41 36 44 46 26 : 23 3B 145
Monocyte 0~10 2 2 5 . 4 5 3 4 3 3 1 5 + 3
T. protein (g/d) | 6.0~8.0 6.9 : 69 | 77 17576 78|73 7270 :68]76:175
Albumin (g/dl) | 3.2~5.0 50 : 49 | 54 : 51 [ 50 51| 48 ! 47 [ 49 : 47 |51 :50
5 |_Albumin (%) | 56.7~71.5 |71.8 :71.5 |70.6 :67.4 | 654 ;658 |653 655 |69.3 :69.5 |66.7 :66.4
2 | a,-globulin (%) | 1.4~4.0 29 125 | 21 22|29 27|31 :32/28:29][27:22
< | a,-globulin__ (%) | 4.9~10.5 | 7.1 : 7.5 | 6.0 : 6.9 | 7.5 | 7.6 | 8.6 : 88 | 55 : 7.8 | 6.9 | 7.6
‘2| Bglobulin (%) | 6.5~12.3 [ 7.7 : 84 | 84 : 9.2 | 85 87 | 96 92 [10.0 : 9.8 [ 9.6 ! 9.5
& | y-globulin (%) [11.3~21.1 [10.5 :10.1 [12.9 :14.3 |15.7 :15.2 [13.4 :13.3 [12.4 :10.0 [14.1 :14.3
A/G 1.0~2.5 2.5 25| 24 21 [ 19 {1919 19 |23 :23]/]20:20
TTT (U unit) | 0.1~4.0 0.7 : 0.5 | 0.7 05 [ 19 14 [05:05]06:07/]07:07
ZTT (Uunit) | 23~12.0 | 6.8 | 56 | 86 : 7.1 109 :10.0 | 59 : 58 | 6.1 : 56 | 82 ! 7.4
GOT  (Karmen unit) 5~40 20 ;19 [ 26 2 |17 @17 18 2 [ 19 :16 [ 26 : 23
pr | GPT _ (Karmen unit) 4~35 18 18 17 16 19 ! 18 13 13 18 15 17 115
% [_ALP (Uunit) | 30~11.0 | 6.3 : 6.1 | 6.7 : 66 | 57 : 6.1 | 41 : 42 | 6.0 : 5.7 | 6.9 : 6.6
€ | LDH (U unit) | 170~450 289 g 195 | 345 266 | 244 210 | 260 g 247 | 206 173 | 253 246
5 | _»-GTP__ (mU/ml unit) 0~50 15 : 14 25 1 24 43 42 29 29 16 ! 14 25 25
g [_LAP (U unit) | 112~172 153 : 155 | 194 : 188 | 201 : 203 | 185 ! 181 | 156 '@ 145 | 193 ! 191
S | T.cholesterol (mg/dl) | 120~230 153 | 146 [ 153 : 151 | 229 : 216 | 163 : 161 | 155 : 141 | 159 : 150
@ M Triglyceride  (mg/dl) 40~170 92 i 94 129 : 108 | 192 : 170 [ 76 i 79 120 ¢ 79 153 : 100
T.bilirubin _ (mg/d) | 0.3~1.2 1.2 . 1.4 [ 10 1.0 10 : 08 11:06] 1L1:11]07:09
Glucose (mg/dl) 70~110 91 ! 86 87 . 76 79 179 79 82 89 | 88 83 ! 78
BUN (mg/dl) | 8.0~20.0 [14.9 :17.1 [13.4 :14.5 [10.6 :14.0 [11.5 $13.3 [12.7 !15.4 [11.7 :14.2
Uric acid (mg/dl) | 2.9~6.5 55 56 | 56 :56 | 72 73|57 :58]57:57]55:54
Creatinine (mg/d) | 0.6~1.3 1.2 : 1.2 [ 08 :09[10:10] 1010/ 11:12]09:09
Na: (mEq/l) | 134~145 142 ¢ 140 [ 141 @ 141 | 141 ! 140 | 142 : 142 | 140 : 140 | 143 ! 141
K- (mEq/l) | 3.4~5.0 4.3 1 40 [ 41 : 38 | 40 42 [ 41 @ 44 [ 40 41 ]38 40
Cl (mEq/1) 98~110 107 | 105 | 106 : 106 | 106 : 106 | 106 : 106 | 105 : 106 | 109 : 106
Ca’ (mEq/l) | 4.0~5.0 41 41 | 40 : 41 | 43 : 43 [ 42 : 43 | 42 : 42 | 4.2 | 42
P (mg/dl) | 2.7~4.6 31 130 31 :31 |35 :38])|34:34]34:33]31:33
& | _CRP — - = - = - i~ - = - = - =

< | HBs - - - - - - -
gcm Direct - - = - = - = _ —i— — -
- oom Indirect — - i = - = - = - = - = - =
Color Y 'Y Y 'Y Y | Y Y Y Y 'Y Y 'Y
Turbidity - - - = - i = — 1 = - = - =
pH 4.8~7.5 |52 54 |52 :52 5252|654 5452 :54] 5050
Protein - - — - = - = - = - - - -
.0 | Glucose — - - - = - i - — . = - = - =
2. [ Urobilinogen + + o+ + o+ + + + & 4+ + o+ + o+
& [ Bilirubin — - - | Z - |- - |- - - - - <
5 | Ketone — - . = - - - — — — — — — —
Occult blood — - = - - - = - ) - - . — -
Sediment RBC 0-1 1-2 | 0-1 0-1 | 0-1 0-1 | 0-1 0-1 | 0-1 0-1 | 0-1 0-1
hpf) wpc ‘ 1-2 : 1-2 | 0-1 : 0-1 | 0-1 : 0-1 | 0-1 : 0-1 [ 0-1 : 0-1 [ 1-2 : 1-2
Epithelium 0-1 : 0-1 ] 0-1 :0-1 | 0-1 :0-1[0-1"0-11]0-1:0-1]012:0-1

B:before, A:24h after administration, Y:yellow, LY:light yellow
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Table 12-2. Laboratory findings before and after a single oral administration of NY-198 (series I)

Item Nomal Step 4 (200mg) Step 5 (400mg)
range 401B | 401A | 402B: 402A | 501B : 501A | 502B : 502A
WBC (/ul) | 3000~8500 | 6100 : 6200 | 5500 | 5500 [ 4400 : 4600 | 6100 : 6100
RBC (104/u]) | 380~530 496 : 487 | 516 : 507 | 489 : 509 | 595 : 552
Hemoglobin @/dl) | 12.4~17.2 [ 15.9 | 15.6 | 16.6 : 16.1 | 15.1 : 155 | 17.1 : 16.2
Hematocrit (%) | 38.0~54.0 | 45.5 |.44.7 | 47.5 | 46.4 | 43.2 ! 44.4 | 50.1 | 46.4
§ Platelet (/ec) | 11.0~34.0 [ 23.1 ! 24.6 [ 20.4 : 19.8 [ 19.8 ! 20.2 | 22.6 : 23.1
g Reticulocyte  (/1000) 4~20 7. 8 77 5 . 6 8 i 5
£ [g [ Eosinophil 0~10 8 ! 9 1 1 6 @ 1 4 1
7 |§ | Basophil 0~5 0 1 1 2 11 1 3 0 1
gse Neutro- | Stab. 0~19 5 1 4 8 . 7 7 . 4 6 . 10
£S| phi Seg. 28~68 39 46 46 40 55 48 55 44
§ Lymphocyte 17~57 4 ;38 [ 40 | 48 24 1 40 | 33 | 40
Monocyte 0~10 3 0 2 3 0 3 7 4 2 0 4
T. protein g/dl) | 6.0~8.0 71 75| 7.5 7.1 7.7% 7.71] 7.8 1.5
Albumin (g/d)) 3.2~5.0 47: 51| 51! 47| 54 53| 52: 4.9
s | Albumin (%) | 56.7~71.5 | 66.8 : 67.5 | 67.7 : 66.8 | 69.5 : 69.0 | 66.1 : 65.8
B | a,-globulin (%) | 1.4~4.0 2.8 2.6 3.8 34| 19 24| 2.8 2.7
S | a,globulin__ (%) | 49~10.5 | 82 7.1| 75 85| 57! 71| 85: 88
E | pglobulin__ (%) | 6.5~12.3 | 86 85| 9.1 88| 135 11.5|10.2: 9.2
& [ y-globulin (%) | 11.3~21.1 | 13.6 ; 14.3 | 11.9 ; 125 | 9.4 : 10.0 | 12.4 ! 13.5
A/G 1.0~2.5 20: 21 217 20] 23 22| 19! 19
TTT (U unit) | 0.1~4.0 25 21| 08! 06[ 09: 09| 1.7 16
ZTT (U unit) | 2.3~12.0 | 10.4 : 9.7 6.1: 6.0 85: 7.8 [ 10.5: 8.2
GOT (Karmen unit) 5~40 17 ¢ 18 | 21 : 18 | 20 : 19 | 32 ! 31
> | GPT _ (Karmen unit) 4~35 20 . 20 | 14 | 13 18 @ 17 47 | 47
< | ALP (Uunit) | 3.0~11.0| 6.2 6.4 45: 42[ 58! 60| 9.1: 86
g LDH (U unit) | 170~450 229 | 252 | 242 : 243 | 301 : 237 | 254 i 249
£ | y-GTP__(mU/ml unit) 0~50 43 @ 43 | 33 1 31 | 41 : 42 | 8 : 85
g [ LAP (U unit) | 112~172 202 : 203 | 188 : 181 | 160 : 168 | 234 ! 230
S | T.cholesterol (mg/dl) | 120~230 243 ¢ 229 | 1831 172 | 172 i 188 | 167 : 167
Q@ [ Triglyceride  (mg/d)) 40~170 186 ¢ 207 | 106 : 77 | 89 @ 82 150 : 138
T.bilirubin  (mg/dl) | 0.3~1.2 0.7: 06 16 13| 09: 07| 07 0.7
Glucose (mg/dl) 70~110 81 : 80 | 82 : 81 | 8 : 92 87 1 101
BUN (mg/dl) | 8.0~20.0 | 10.5 : 10.6 | 10.6 : 11.7 | 10.8 : 10.1 | 16.7 } 10.3
. Uric acid (mg/dl) | 2.9~6.5 71 7.1 | 56: 57| 46: 50| 7.8: 7.5
Creatinine (mg/d) | 0.6~1.3 .0: 11| Lo! 1o] L1 11| 1.2 12
Na* (mEq/l) | 134~145 140 | 140 | 140 . 140 | 139 : 139 | 140 ! 141
K- (mEq/l) | 3.4~5.0 42 42 3.9 44| 48 41| 44 41
Cl (mEq/1) 98~110 105 ¢ 105 | 104 : 104 | 104 : 104 | 105 : 106
Ca?* (mEq/l) | 4.0~5.0 4.3 4.4 | 4.4 43| 437 42| 4.4 43
P (mg/dl) | 2.7~4.6 3.8: 39| 34: 38| 31: 33| 32 33
& | CRP - - = - = - = - =

< | HBs — - - - -

ECObs Direct - - - -1 = =-1=
£ om Indirect - - = - i = - = - i =
Color LY | Y Y © Y Y ' Y Y + Y
Turbidity - 1 = - = - 1 = - i =
pH 4.8~7.5 56 56| 52 54| 54 52| 52 50
Protein - - - - 4 - - = - . =
@ | Glucose - - = - = - i = - =
£ | Urobilinogen + + o+ + . o+ + 1 o+ + o+
& [ Bilirubin — - i - - 1 = - -1 - -
5 | Ketone — - i = - 1 = - i = - i =
Occult blood - - i = - i = - i = - i =
Sediment RBC 0-1 0-1 | 0-1 0-1 | 0-1 0-1] 01 0-1
hof) WBC 1-2: 0-1] 01 o0-1] 0-1: 1-2| 0-1: 0-1
Epithelium 0-1: 0-1] 0-1: 0-1] 0-1: 0-1] 0-1: 0-1

B:before, A:24h after administration, Y:yellow, LY:light yellow
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Table 13-1. Laboratory findings before and after a single oral administration (series 1)
Item Nomal Step 6 (100mg)
range 601B | 601A | 602B : 602A | 603B : 603A | 604B : 604A | 605B : 605A
WBC (/ul) | 3000~8500 | 5400 : 5200 | 5200 : 5100 | 5800 : 5700 | 6700 : 6900 | 7400 : 6600
- RBC (10%/u1) | 380~530 494 : 489 | 499 | 507 | 493 : 469 | 509 : 504 | 535 : 535
Hemoglobin @d) | 12.4~17.2 | 15.9 : 15.8 | 16.3 : 16.5 | 15.1 : 14.5 | 16.0 : 15.7 | 16.8 : 16.8
& Hematocrit (%) | 38.0~54.0 | 45.6 : 45.1 | 46.6 . 47.2 | 43.8 : 41.6 [ 46.3 ! 45.8 | 48.1 . 48.1
2| Platelet (/cc) | 11.0~34 0 | 23.4 :23.3 [ 29.3 :28.4 [19.9 :21.7 | 26.5 ! 26.6 | 12.5 : 13.6
.g Reticulocyte  (/1000) 4~20 7 7 7 7 6 5 8 7 5 5
E g | _Eosinophil 0~10 5 1 2 0 2 T 3 : 4 3 : 3
= [§ [ Basophil 0~5 1 & 1 0 ! 1 1 : 0 1 1 0 ;. 0
£o| Neutro | Stab. 0~19 3 : 3 5 . 4 | 11 ¢ 6 8 : 6 1 i 5
[ phi Seg. 28~68 56 | 52 B 41 2 ¢ 3% 46 ;59 “
§ Lymphocyte 17~57 31 | 40 65 45 42 54 37 . 26 47 | 50
Monocyte 0~10 4 . 2 |12 7 2 . 1 5 | 4 5 | 2
T. protein (g/dl) | 6.0~8.0 71 69| 71: 70| 7.4: 7.1 7.3 7.0 | 6.6 . 6.6
Albumin g/dl) | 3.2~5.0 51 49| 4.7 ¢ 47 47 4.6 | 49 48| 45 44
s | Albumin (%) | 56.7~71.5 | 71.1 : 70.5 | 66.4 : 67.2 | 63.8 : 64.4 | 67.1 : 67.9 | 67.7 : 66.5
B[ a,-globulin (%) | 1.4~4.0 1.9 23| 25 26| 3.2 : 29| 27 24| 2.7 25
= | a,-globulin (%) | 4.9~10.5 | 7.6 . 80 | 84 : 6.2 | 87 : 84 | 88 ; 6.8 | 7.6 : 7.8
E | p-globulin (%) | 6.5~12.3 | 8.8 : 7.9 | 8.4 :10.0 | 88 : 86 [11.5 :11.0 | 8.4 : 8.9
& | y-globulin (%) | 11.3~21.1 | 10.6 : 11.3 | 14.3 : 14.0 | 155 : 15.7 | 9.9 : 11.9 [ 13.6 : 14.3
A/G 1.0~2.5 | 25: 2.4 | 20: 20| 1.8 : 1.8 | 20 : 21| 2.1 2.0
TTT WUunit) | 0.1~4.0 | 0.7 09| 06 : 0.8 07: 1.1 | 0.8: 1.0 05: 0.7
ZTT (Uunity | 2.3~12.0 [ 6.1 : 72| 72! 86| 98 :11.2 | 6.4 : 82 [ 6.5 : 84
GOT  (Karmen unit) 5~40 20 : 24 14 : 12 18 ; 16 19 : 20 16 : 17
£ | GPT _ (Karmen unit) 4~35 19 23 |10 @ 9 8 : 8 [12 ;11 [ 10 :10
é’ ALP (Uunit) | 3.0~11.0 [ 49 : 50 [ 35: 36 | 54: 51 ] 55: 54| 56 : 57
& | LDH (U unit) | 170~450 236 : 248 | 231 © 194 | 178 : 172 [ 240 } 220 | 175 } 175
© | y-GTP  (mU/ml unit) 0~50 22 1 21 10 ¢ 10 12 ¢ 10 2% ! 25 18 17
'§ LAP (U unit) | 112~172 152 ; 153 | 140 : 139 | 153 : 149 | 190 : 184 | 163 : 166
& | T.cholesterol (mg/dl) | 120~230 168 : 169 | 173 . 173 | 150 : 142 | 176 : 170 | 152 : 151
Triglyceride  (mg/dl) 40~170 | 64 : 66 56 . 70 107 : 149 [ 75 | 74 47 © 54
T. bilirubin (mg/dl) | 0.3~1.2 0.6 : 0.8 1.0 : 09 | 0.4: 04 06 : 08 1.2 1.3
Glucose (mg/dl) 70~110 90 . 86 91 | 90 88 : 93 100 : 99 87 . 87
BUN (mg/dl) | 8.0~20.5 [13.4 1150 [ 10.4 :11.2 | 10.4 :10.7 [12.2 1.9 [1L6 : 110
Uric acid (mg/dl) | 2.9~6.5 57159 24 23| 60:57[52: 55| 62: 59
Creatinine (mg/dl) | 0.6~1.3 L1: 12| 11 1.0] 1L0: 1.0 1.1 .1 [ 0.9 10
Na* (mEq/l) | 134~145 140 | 141 | 143 | 141 | 141 | 141 | 139 | 141 | 141 : 140
K* (mEq/1) | 3.4~5.0 39 0 38[ 39 40 44 41| 42 41| 42 41
Cl (mEq/1) 98~110 104 © 105 | 106 : 106 | 105 : 106 | 104 : 105 | 106 : 105
[ (mEq/1) | 4.0~5.0 4.2 0 4.1 | 43 42| 447 43| 447 4.4 ] 4.3 4.3
P (mg/dl) | 2.7~4.6 36 : 35| 34! 31[ 43 36 38 36| 3.6 : 3.5
& | _CRP - - = - i - - 1 = - i = - =
HED S S S 2 S A
E | Coombs Dm'ect — S S S B B i Ml
- Indirect - - 3 = - - - - - - - =
Color Y | Y Y | Y Y | Y Y | Y Y LY
Turbidity - = -+ - - - — - -
pH 4.8~17.5 56 | 54 | 5.4 52| 54 52| 54 50| 58 : 6.0
Protein - - - - - - = -y - - -
-2 | Glucose - - = - = - = — T _ —r _
2 | Urobilinogen + + ! 0+ + i+ + i o+ + . + + i *
£ [ Bilirubin — - - - - - = - = - -
= | Ketone — I - = - - —_ 1 - —_ T -
Occult blood — - = - = - = - = - -
Sediment |-RBC -1 : 01| 0-1: 0-1 | 1-2 P 0-1 ] 01 01| 01 ;¢ 01
/hob) WBC _ 0-1 : 0-1 ] 0-1: 1-2 [ 0-1: 0-1] 0-1 ! 0-1 | 0-1 : 1-3
Epithelium 0-1 : 0-1 [ 0-1 ! 0-1] 0-1: 0-1 ] 0-1 : 0-1 [ 0-1 : 0-1
B:before, A:24h after administration, Y:yellow, LY:light yellow
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Table 13-2. Laboratory findings before and after a single oral administration (series II)
I Nomal Step 7a (200mg)
tem range | 701B : 701A | 702B : 702A | 703B | 703A | 704B : 704A | 705B | 705A
WBC (/u)) | 3000~8500 | 5500 : 5700 | 5700 : 5100 | 7800 : 6700 | 6900 : 5300 | 6900 : 8100
RBC (10*/ul) | 380~530 509 | 494 | 542 . 541 | 519 : 493 | 506 : 464 | 511 @ 509
Hemoglobin (g/d) | 12.4~17.2 [ 15.6 1 15.0 | 16.4 : 16.3 | 15.7 | 14.8 | 16.4 : 15.2 | 15.8 : 15.8
Hematocrit (%) | 38.0~54.0 | 44.6 | 43.0 [ 47.0 | 46.7 | 46.3 | 44.2 | 47.3 . 43.4 | 45.1 . 45.1
5‘3 Platelet (/ec) | 11.0~34.0 [ 29.7 1 28.3 [ 17.4 1 18.2 [ 173 1 16.7 | 19.7 : 16.9 | 17.5 : 17.1
g Reticulocyte  (/1000) 4~20 6 7 7 5 7 6 6 5 5 5
545 Eosinophil 0~10 1 2 1 . 0 1 3 2 . 5 1 . 3
T |3 | Basophil 0~5 1 4 0. 0 0 1 1 2 . 3 1 . 0
§§ Neut.ro. Stab. 0~19 2 i 2 1 E 1 4 i 5 3 . 2 8 | 12
| phil Seg. 28~68 0 ;40 | 53 P 47 | 3 ! 3 5 | 39 | 54 | 47
; Lymphocyte 17~57 63 . 46 | 41 ! 45 | 55 : 58 | 44 : 44 | 33 ! 35
Monocyte 0~10 3 . 6 4 . 7 3 . 1 4 . 7 3 . 3
T. protein g/dl) | 6.0~8.0 75: 70] 69 67] 7.0: 66| 7.6: 7.0| 7.5 : 7.3
Albumin g/d) | 3.2~5.0 50 46| 48: 46| 49 46| 50 46| 47 4.5
s | Albumin (%) | 56.7~71.5 | 67.0 : 65.0 | 70.1 : 68.9 [ 70.1 : 69.1 | 65.5 | 65.7 | 63.1 ! 61.8
B | a,-globulin (%) | 1.4~4.0 20: 25| 26: 27| 16 23] 2.6 2.5 2.4 2.9
= [ a,globulin__ (%) | 49~10.5 | 7.1 . 88| 6.4: 66| 82 82| 88 9.4 95 . 81
E | Bglobulin (%) | 6.5~12.3 | 83 : 84| 7.6: 83| 9.3: 90| 85 83| 87 . 1.4
S [y-globulin (%) | 11.3~21.1 | 15.6 © 15.3 | 13.3 : 13.5 | 10.8 | 11.4 | 14.6 : 141 | 16.3 : 15.8
A/G 1.0~2.5 20 19 23; 22| 23 22| 1.9: 19| 17: 16
TTT (U unit) | 0.1~4.0 3.7: 32 08: 07| 23: 23| 1.3: 1.1| L1: 10
ZTT (Uunit) | 23~120 [11.4 1115 7.7 7.9 83 93| 9.1 : 82| 10.3 : 10.2
GOT  (Karmen unit) 5~40 22 1 21 14 17 2 23 19 ! 18 17 | 18
& | GPT _ (Karmen unit) 4~35 21 1 21 12 1 12 | 29 © 29 8 . 8 12 © 10
g ALP (Uunit) | 3.0~11.0 | 58: 55| 51: 51| 6.7: 65| 49 46 | 58 : 56
& | LDH (U unit) | 170~450 258 | 246 | 176 | 178 | 193 | 184 | 288 | 248 | 194 | 186
O [ y-GTP (mU/ml unit) 0~50 14 ' 13 18 | 18 18 18 16 14 10 @ 9
§ LAP (U unit) | 112~172 161 | 152 | 156 : 153 | 174 | 167 | 164 . 155 | 152 : 150
& | T.cholesterol (mg/dl) | 120~230 193 1 185 | 153 : 144 | 198 : 180 | 212 : 188 | 174 . 166
Triglyceride  (mg/dl) 40~170 206 : 159 | 46 © 60 | 114 : 133 | 54 & 62 731 83
T.bilirubin  (mg/dl) | 0.3~1.2 1.2 : 1.4 08: 06| 06: 05| 06: 07| 1.0: 0.7
Glucose (mg/dl) 70~110 93 1 90 | 8 . 87 | 83 : 8l 88 : 8 | 92 . 92
BUN (mg/d) | 8.0~20.0 [ 123 1 14.8 [ 10.7 : 12.8 [ 15.9 : 19.3 | 11.6 : 11.5 | 12.3 : 14.9
Uric acid (mg/dl) | 2.9~6.5 6.2 62| 53 53] 34: 33| 61: 59| 56 55
Creatinine (mg/dl) | 0.6~1.3 | 1.1: 1.0 0.9 : 09| 08: 08| 10: 09| 1.0 1.0
Na° (mEq/l) | 134~145 142 | 140 | 141 : 141 | 141 . 140 | 141 : 140 | 140 & 139
K- (mEq/l) | 3.4~5.0 42 38| 41 42] 42 42 46: 46| 41 4.1
Cl (mEq/1) 98~110 106 © 104 | 105 : 105 | 107 : 107 | 105 : 104 | 105 : 104
Cat’ (mEq/l) | 4.0~5.0 4.1 40| 43 42| 43 41| 44: 43| 42 4.1
P . (mg/dl) | 2.7~4.6 3.2 34| 33 31| 41 38| 43 : 42| 3.8 3.7
CRP — - - - - - 1 — - — - —
;? HBs - - - - - -
é Direct - - : - - : —_ - : - - : — - : —
£ | Coombs - T T ‘ T X
= Indirect - R e e e e e e e
Color Y | Y Y | Y Y | Y Y | Y Y | Y
Turbidity - = - = - = - i = - i =
pH 4.8~7.5 54! 52| 54 62| 56 54| 58 52| 56: 56
Protein — - 0 = - = = = - - | - =
2 [ Glucose - - i = - i = - - | = =1 =1 -
%‘ Urobilinogen + + o+ + & %+ + o+ + o+ + |t
£ | Bilirubin - - -]l -t =-1=-t-1=-1%=-1-"-
= | Ketone - e T T L D I B
Occult blood - - = - = - i = - i = - =
. RBC 0-1 ¢ 0-1 ] 0-1: 0-1 | 0-1 : 0-1 | 0-1: 0-1 | 0-1 : 0-1
Sediment I~y 5C 1-2 0 1-2 | 0-1: 01| 1-3 : 1-3 | 0-1 & 0-1 ] 0-1 : 1-2
(/hpf) Epithelium 0-1 7 01 ] 0-1: 01 01 : 01| 0-1: 0-1] 0-1: o0-1
B:before, A:24h after administration, Y:yellow, LY:light yellow
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Table 13-3. Laboratory findings before and after a single oral administration (series II)
Nomal Step 7b (200mg)
Item range 701B : 701A | 702B : 702A | 703B : 703A | 704B : 704A | 705B : 705A
WBC (/u]) | 3000~8500 | 5900 : 5700 | 5800 : 4800 | 6600 : 6600 | 5000 : 4700 | 5700 : 5600
RBC (10*/u)) | 380~530 505 | 480 | 538 : 552 | 524 : 487 | 471 : 460 | 502 : 503
Hemoglobin @/dl) | 12.4~17.2 | 15.4 | 14.8 [ 16.2 : 16.5 [ 15.0 : 14.7 [ 14.5 : 14.9 | 15.4 : 15.3
Hematocrit (%) | 38.0~54.0 | 44.1 : 42.5 | 46.3 : 47.2 | 46.6 : 43.6 | 44.2 . 42.8 | 44.1 | 44.3
E Platelet (Jcc) | 11.0~34.0 | 27.4 :27.7 | 18.3 :21.4 | 18.2 : 17.8 [ 20.9 : 2.9 [18.1 : 20.5
£ | Reticulocyte _ (/1000) 4~20 12 10 0 ;7 5 | 6 5 . 5 6 | 5
E|s Eosinophil 0~10 2 . 5 1 2 2 . 3 3 H 3 5 : 3
T |5 [ Basophil 0~5 0 2 0 1 1 1 1 2 0 2
5 _| Neutro. | Stab. 0~19 2 . 3 3 1 6 3. 6 3 01 10 : 10
§§ phil Seg. 28~68 50 © 30 [ 57 (46 [ 20 {35 |32 ;35 | U : 4
§ Lymphocyte 17~57 45 | 54 37 38 61 : 50 57 ! 53 49 4
Monocyte 0~10 1 6 2 17 4 .+ 5 4 . 6 2 . 2
T. protein g/d) | 6.0~8.0 77: 72| 69 70| 69 65| 7.2 7.0 7.2: 1.3
Albumin g/d) | 3.2~5.0 51: 48| 4.9 49| 48 46| 49 : 47| 45 4.7
s | Albumin (%) | 56.7~71.5 | 66.0 : 66.6 | 70.3 : 69.4 | 70.0 : 71.0 [ 67.7 : 66.7 | 62.6 : 64.1
S | a,-globulin (%) | 1.4~4.0 20: 23| 24 25| 20 22| 22 23| 2.7 2.7
= ["a,-globulin__ (%) | 4.9~105 | 54 : 53| 6.7 . 41| 6.2 62| 80 ; 6.4 | 7.0 . 7.0
2 [ B-globulin (%) | 6.5~12.3 | 10.8 :10.6 | 8.0 : 10.8 | 10.2 : 9.6 | 8.8 : 1.0 | 11.7 : 11.1
& [“yglobulin (%) | 11.3~21.1 | 15.8 : 15.2 | 12.6 : 13.2 | 11.6 : 11.0 | 13.3 : 13.6 | 16.0 : 15.1
A/G 1.0~2.5 1.9 20| 24: 23| 23 24| 21 20| 1.7 L8
TTT (U unit) | 0.1~4.0 26 . 26 05: 06| 1.7: 21| 09: 09 0.6 : 0.7
ZTT (U unit) | 2.3~12.0 | 86 :10.5 | 56 : 7.2 | 60: 69| 6.2 7.1 6.8 : 8.2
GOT  (Karmen unit) 5~40 22 | 20 15 : 16 | 30 : 30 18 : 18 18 ¢ 18
2| GPT _ (Karmen unit) 4~35 28 1 28 | 14 14 | 45 i 44 9 : 8 9 110
é’ ALP (Uunit) | 30~11.0 | 58: 5.4 53 : 50 6.9: 68| 45: 43| 57 : 5.8
& | LDH (U unit) | 170~450 275 : 240 | 189 : 188 | 186 : 175 | 271 : 257 | 197 : 204
O | y-GTP (mU/ml unit) 0~50 16 : 14 18 : 18 19 17 15 : 13 9 110
'§ LAP (U unit) | 112~172 159 | 151 | 153 | 155 | 169 | 161 | 152 . 146 | 146 : 145
& | T.cholesterol (mg/dl) | 120~230 219 : 210 | 148 154 | 181 : 178 | 198 : 195 | 170 : 176
Triglyceride  (mg/dl) 40~170 149 0 137 | 47 | 45 155 ¢ 157 [ 59 ! 52 | 78 : 72
T.bilirubin  (mg/dl) | 0.3~1.2 1.6 1.5 07! 07 06: 04| 07! 08 1.1 ! 0.8
Glucose (mg/dl) 70~110 | 91 | 92 | 79 79 | 80 : 84 | 89 . 84 | 85 : 86
BUN (mg/dl) | 8.0~20.0 | 12.8 :13.5 [ 13.2 :13.4 | 151 : 13.6 | 9.6 : 8.6 | 11.3 | 10.5
Uric acid (mg/dl) | 2.9~6.5 | 6.3: 6.1 59: 59 [ 34: 30| 6.1: 58| 56 : 53
Creatinine (mg/dl) | 0.6~1.3 1.1: 10| 1.0: 1.0] 08 08] 0.8: 09 1.0 10
Na (mEq/) | 134~145 141 : 140 | 140 i 140 | 140 : 139 | 140 : 140 | 140 : 139
K- (mEq/) | 3.4~5.0 4.7 39 ] 40 41 ] 41 42| 43: 43 3.9 40
cl (mEq/1) 98~110 106 | 105 | 105 : 105 | 106 : 106 | 105 : 105 | 105 : 105
Ca*” (mEq/l) | 4.0~50 | 4.0 : 40| 42 44| 43 42| 42 42| 42 42
p (mg/d) | 2.7~46 | 3.7 3.9] 3.2 32| 41! 40 39 41,37 3.7
% | CRP - - -] = - =T =7 —7T="71=
=) v v 0 + +
g [ HBs _ — i — i — =
E | Coombs Dm':ct — I s B M I R B I
- Indirect - R e - = | = =] =1 =
Color Y | Y Y | Y Y | Y Y | Y Y | Y
Turbidity - - - - - - - - | - =
pH 4.8~7.5 54 52| 6.2 54| 54 ! 54| 54 52| 66 54
Protein = - 0 - | == = =] = -] = =
-7 |_Glucose — - i = - . = - 1 = — T _ — . -
%‘ Urobilinogen + + !+ + |+ + |+ + .+ + | %
-£ | Bilirubin — - - | - T T 1T ==
2 | Ketone — = = S I S R S B S
Occult blood - - = - 1 - _ _ _ - ! =
Sediment |-RBC 0-1 ¢ 0-1] 01 P 0-1[ 01  0-1] 01 01 ] 01 01
hpf) WBC _ 1-2 ; 1-2 0-1: 0-1] 0-1: 0-1 | 0-1: 0-1 [ 0-1: 0-1
Epithelium 0-1: 0-1] 0-1: 0-1] 0-1: 0-1 [ 0-1: 01 0-1: 0-1
B:before, A:24h after administration, Y:yellow, LY:light yellow !
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Table 14-1. Laboratory findings before and after multiple oral administration of NY-198
Item Nomal Step 8 (200mg x 2/day x 7 days)
range 801B | 801D : 801A : 801k | 802B: 802D : 802A: 802# | 803A: 803D : 803A . 803x%
WBC (/u1) | 3000~8500 [ 8100 : 5700 : 6800 : 5800 | 6000 : 6700 : 7000 : 6500 | 5300 : 5300 : 5900 : 5700
RBC (1044l | 380~530 474 ¢ 4710 462 . 457 | 501 : 491 . 471 : 480 | 585: 572% 550 i 572
Hemoglobin @/dl) | 12.4~17.2 [ 145 14.4 : 141 141] 161 157 150 152 16.8 : 16.3 : 15.6 : 16.3
Hematocrit (%) | 38.0~54.0 | 41.5 i 41.1 | 40.5 | 40.3| 46.1 : 44.8 : 42.8 : 43.9 | 48.2 ! 46.4 ! 44.7 | 46.6
@ Platelet (/cc) | 11.0~34.0 [ 20.7 1 20.8 : 21.9 | 22,0 22.1:23.2 % 23.0: 24.3[ 183 185! 17.8: 19.5
S | Reticulocyte _ (/1000) 4~20 5 0 61 5 i 6 8 ¢ 10 ¢ 10 : 9 70 7 7 1 8
€[5 [ Eosinophil 0~10 10 2 0 1 6 2 I 0 0 0 2
5.“;; Basophil 0~5 0 2 . 1 ! 3 0 1 1 2 1. 0: 0: 0
5| Neutro | Stab. 0~19 4 . 11 5 3 4 2 1 2 5 2 0 4 21 1]
=S| phil Seg. 28~68 49 ' 46 : 60 : 50 53 47 1 52 54 35 1 39 1 53 1 4l
§ Lymphocyte 17~57 43 7 40 1 31 : 39 | 34 4 7 35 32 59 : 54 1 39 : 54
Monocyte 0~10 37 9 1 3 1 4 30 4 5 3 30 3. 6 . 2
T. protein (g/dl) | 6.0~8.0 741 7.3 7.3 ¢ 7.0 7.8: 7.7: 7.2% 73] 7.3 6.8: 66 6.9
Albumin (g/d) | 3.2~5.0 49 49 49 46| 50: 50: 46: 46| 50: 48 47! 4.9
5 | Albumin (%) | 56.7~71.5 | 66.3 : 66.4 : 66.5 : 65.2| 64.5 : 655 64.4 : 62.3 | 68.6 : 70.7 : 70.5 : 70.7
S| a,-globulin__ (%) | 1.4~4.0 26 . 2.2 25 28| 27: 24 21: 33| 26 27; 20: 25
“: a,-globulin (%) 49~105 | 67 65 61 58] 92: 50: 6.2: 68| 6.7: 84 52 4.4
S [ Bglobulin__ (%) | 6.5~123 [ 153 1159 137 ! 16.7| 85: 119+ 11.8: 124 [ 11.3:10.0: 12.3 : 12.3
& | y-globulin (%) | 11.3~2.1 | 9.1 90 :11.2: 95| 151 152 158 152 10.8: 8.2 : 10.0 : 10.1
A/G 1.0~2.5 20 20: 20 19| 18! 1L9: 1L8: L7 22! 24: 25 2.5
TTT (U unit) | 0.1~4.0 0.8: 07: 09: 15| 30: 31: 22: 21[ 05: 06: 0.5: 0.7
ZTT (Uunit) | 2.3~120 | 6.2 56 : 55: 60| 126: 10.4: 88: 79[ 46: 44! 47! 4.6
GOT  (Karmen unit) 5~40 18 17 017 17 34 30 1 26 : 24 20 7 19 ¢ 17 ;18
o |_GPT _ (Karmen unit) 4~35 16 | 15 ; 16 ; 17 36 : 35 : 33 28 22 ¢ 20 @ 18 © 21
% | ALP (U unit) | 30~11.0 [ 6.2 59 60 56| 58: 59! 57 57| 61: 56: 54: 54
E LDH (U unit) | 170~450 208 . 224 : 228 © 230 | 278 : 232 : 212 234 | 249 231 : 228 ! 231
€| y-GTP__(mU/ml unit) 0~50 43 1 43 ¢ 41 ¢ 37 77 1 73 @ 58 48 25 1 23 1 20 : 20
) LAP (U unit) | 112~172 169 : 168 : 165 : 155 | 239 : 242 : 224 : 213 | 166 : 158 : 159 . 160
S | T.cholesterol (mg/dl) [ 120~230 177 | 158 ; 161 ; 164 | 242 : 220 : 188 i 203 | 243 : 223 : 207 ! 209
@ T Triglyceride  (mg/dl) 40~170 56 : 70 : 8 : 107 | 94 : 141: 97 . 57 89 : 116 : 95 . 88
T. bilirubin (mg/dl) | 0.3~1.2 08: 09: 1.0: 08| L1: 1.3: L.2: L2 07: L1: 1L0: 1.0
Glucose (mg/d)) 70~110 86 : 78 : 719 . 84 9% : 87 @ 92 : 90 95 : 89 . 87 89
BUN (mg/dl) | 8.0~20.0 | 11.0 ; 10.0 : 10.8 : 111 [ 183 : 165 : 17.5: 141 ] 20.4 : 153 1 16.7 : 13.7
Uric acid (mg/dl) | 2.9~6.5 49 52 50 50| 7.3 67 64: 64| 60: 56 53 55
Creatinine (mg/dl) | 0.6~1.3 .1: 1.0 1.0: 09| 09: 09: 09: 09 L2 L1 L1} 11
Na* (mEq/1) 134~145 143 | 140 : 140 : 139 141 : 138 : 138 : 139 143 . 141 142 ; 141
K (mEq/l) | 3.4~5.0 40 36 39 40| 41 38: 41 43| 46: 42 40 35
Cl (mEq/1) 98~110 107 ¢ 106 : 105 : 104 | 106 : 104 : 105: 105 | 108 : 105 : 107 : 106
Ca?* (mEq/l) | 4.0~5.0 43 4.2 41 4.2 | 44 45 44 43| 4.3 4.4 4.4 4.4
P (mg/dl) | 2.7~4.6 35 33 35 36| 34: 35: 33: 31| 37: 3.6 3.6 3.8
& | CRP - - — 1 - i - - - = — & - T
S | HBs - - : = - : L - - i
g Di - - T - [ - - - - [ - - - T C
E Coombs lr'ect H \ | i H '
= Indirect - - 1 - - - - - - - - - - =
Color Y @Y Y 'Y Y Y Y Y Y | Y Y | Y
Turbidity - L - - - 1= - - 1 - - 1 - - 1 -
pH 4.8~17.5 58 54 52 52| 56: 54 54: 54| 60; 54 56 56
Protein - - - 5 = 1 - - - 0 - 4 - - - - =
2| Glucose — - L - L= = - - - . - - = - =
%' Urobilinogen + + 1+ o+ 1+ + + ot + + ot + o+
£ |_Bilirubin - - - - - - - 1 - L - - -
S | Ketone — - - - - — - - - - - - —
Occult blood — - 0 = - = — - - = — T — T
Sediment |-RBC 0-1 0-1 0-1: 0-1] 0-1: 1-2} 0-1 1-2 [ 0-1: 0l -l 12
/hpf) WBC 0-1: 0-1: 1-2: 01| 0-1: 0-1: 0-1: 01| 0-1: 1-2: 0-1; 0-1
Epithelium 0-1 : 0-1: 01 : 01 ] 0-1: 0-1; 0-1; 0-1] 0-1: 0-1: 0-1: 0-1
Creatinine clearance (ml/min) 70~130 : 1 127 H 108 H 128
B:before, D:4th day of administration, A:24h after final administration,

*:1 week after final administration,

Y:yellow
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Table 14-2. Laboratory findings before and after multiple oral administration of NY-198
Item Nomal Step 8 (200mg x 2/day x 7 days)
range 804B : 804D 804A: 804% | 805B: 805D : 805A: 805% | 806B: 806D : 806A: 806%
WBC (/ul) | 30008500 | 8800 : 6300 ; 7300 : 7100 | 6000 : 8500 : 7900 : 7200 | 7300 : 5000 : 5600 : 5500
RBC (10%ul) | 380~530 535 | 456 @ 453 : 423 | 468 © 516 : 506 : 514 | 485! 478 : 477 i 466
Hemoglobin @Ad) | 12.4~17.2 | 168 ; 14.7 : 14.5: 13.7 [ 15.2 ! 16.0 : 15.7 : 158 16.3 ; 159} 15.7 | 15.4
Hematocrit (%) | 38.0~54.0 | 48.0 ; 42.0 ; 41.6 : 39.2 | 43.4 : 45.7} 44.7: 46.2 | 46.6 : 45.3 : 44.9 ! 44.0
Q Platelet (/cc) | 11.0~34.0 | 21.3 ; 266 ; 25.7 : 23.8 | 25.0 : 20.9: 22.0: 23.5| 19.1: 19.5: 24.2 | 22.6
S | Reticulocyte  (/1000) 4~20 5 . 7 : 6 : 8 70 7 8 10 6 : 6 : 8 : 6
g |s | _Eosinophil 0~10 6 : 4 3 4 51 3 ¢ 4 8 6 1 3 3 2
% |& | Basophil 0~5 2. 0 0 1 3 ;. 2 2 1 37 0 ¢ 4 2
g§ Neutro- | Stab. 0~19 11 1 0 2 1t 5 21 1 15 81 7: 6
£<| phil Seg. 28~68 37 35 38 36 36 : 36 : 35 : 35 46 : 39 : 44 & 3B
§ Lymphocyte 17~57 49 1 55 @ 54 53 51 : 48 55 @ 53 23 7 44 . 39 : 49
Monocyte 0~10 5 6 : 5 4 4 6 . 2 i 2 7. 6. 3. 3
T. protein (g/d) | 6.0~8.0 75: 72 7.1: 69| 70! 66: 65! 63 7.0: 69: 69: 68
Albumin g/dl) | 3.2~5.0 5S0: 49 48 47| 48: 45: 47: 44| 49! 45! 47! 48
s |_Albumin (%) | 56.7~71.5 | 66.1: 67.4 : 67.6 : 68.0 | 68.5: 67.6 : 71.6 : 70.0 | 70.1 | 65.1 : 68.7 ; 70.5
“g a,-globulin (%) 1.4~4.0 3.3 2.3 25 24| 24 27 14: 27| 30: 3.4: 31 24
= [Ca,globulin_ (%) | 49~105| 90: 81 60: 62| 96: 65: 66: 64| 86:10.2: 7.0: 89
Z [ pglobulin (%) | 6.5~123| 81: 9.1: 11.0: 10.6| 106 127 11.8 13.1[ 9.2 10.9 / 1L.1: 9.1
& [ y-globulin (%) | 11.3~21.1| 13.5: 13.1: 12.9; 12.8 | 89: 10.5: 86 : 7.8 9.1:10.4: 10.1 9.1
A/G 1.0~2.5 20 2.1: 21 -21| 22 21; 26 23| 23: 19 2.1 24
TTT (U unit) | 0.1~4.0 09: 07: 06: 07 07 04: 04: 05| 05: 04: 05: 0.5
ZTT (Uunit) | 23~120| 7.2: 61 60: 52| 48: 42: 40: 40| 40: 3.7: 38: 4.1
GOT  (Karmen unit) 5~40 19 1 20 @ 21 : 16 28 © 26 : 20 @ 21 14 ¢ 15 ¢ 16 ¢ 13
GPT  (Karmen unit) 4~35 4 14 13 © 10 36 : 28 i 24 . 22 9 i 8 : 10 ! 10
% ALP (Uunit) | 3.0~11.0| 58 57: 60: 52| 50 47: 46: 43| 41: 40: 42 3.8
g LDH (U unit) 170~ 450 2310 207 : 208 : 205 | 288 : 254 : 248 : 258 | 210 : 196 : 195: 202
5 |_y-GTP__ (mU/ml unit) 0~50 22 7 21 1 30 @ 21 33 7 28 1 27 @ 24 9 ¢ 8 ! 8 : 9
g [ LAP (U unit) | 112~172 161 ; 154 : 168 ; 152 | 202 : 183 : 182 : 170 | 138 132 : 131: 131
S | T.cholesterol (mgrdl) | 120~230 190 © 165 152 136 | 226: 202: 196 : 186 | 190 : 174 : 174 186
Q| Triglyceride  (mg/d)) 40~170 104 96 : 83 : 77 105: 128: 126: 119 71 : 75 : 96 : 57
T.bilirubin  (mg/dl) 0.3~1.2 0.7: 1.2; 10: 09 07: 08: 09: 06| 06: 06: 0.6: 0.8
Glucose (mg/dl) 70~110 97 93 : 95 : 94 93 | 89 : 92 ! 8 85 1 91 : 90 ; 8
BUN (mg/dl) | 8.0~20.0 [ 1191 12.3 1 12.7 1 10.7 | 14.6: 10.4: 12.5: 11.4 [ 11.7 : 153 ; 15.3 : 11.9
Uric acid (mg/dl) | 2.9~6.5 4.1 42 40: 34| 51: 46: 49: 50| 45: 47: 50: 4.6
Creatinine (mg/dl) | 0.6~1.3 09! 09: 09: 08[ L.1: 09: 1.0: 09| 1.0: L0: 09: 0.9
Na“ (mEq/l) | 134~145 1410 140 7 141 140 | 1427 141 ; 142 143 | 140 : 140 : 140 : 139
K- (mEq/l) | 3.4~5.0 40: 38: 40: 36| 43: 38: 4.2 38| 40.: 40: 4.0: 37
Cl (mEq/1) 98~110 106 1 105 105: 106 | 107 : 106 : 106 : 108 | 105 : 105: 104 : 104
Ca?* (mEq/1) 4.0~5.0 4.37 4.3 4.4 42| 42 43 45 42| 4.2: 43 43 41
P (mg/dl) | 2.7~4.6 35! 35 3.7 36| 43: 3.7: 41: 39| 39: 42: 42: 41
CRP - - - 0 = 0 =] = 0 = 0 = = e e
g HBs = — ; I ] : T ; —
- S S S S S I i S S M e N
£ | Loom Indirect - e e T i T S - 5 - i =1 =
Color Y LY 'Y P YT Y DY LY LY Y 1Y [ Y Y
Turbidity e - - - i — 1 -
pH 48~75 | 56 52 54 56| 54 52 52: 54| 6.2 54: 54 5.6
Protein — I T e S A e s
.gGlucow — ~:—E——~:—:—E— R
_: Urobilinogen + 1i¢§r + S + . o+ + + ¢ £
.EBilirubin - - = = — T T — = - - r - 1 =
= | Ketone - R e e - - 7 = -
Occult blood — - - 1 = - + L+ L+ = — - 1 — i =
) RBC 0-1: 0-1: 0-1: 0-1] 1-2: 1-37 1-2: 1-2| 0-1: 0-1: 0-1; 0-1
de/:::)m WBC 0-1: 0-1: 0-1: 0-1] 0-1: 1-2% 0-1: 01| 0-1: 1-2: 0-1. 0-1
Epithelium 0-1: 0-1: 0-1: 0-1] 0-1; 0-1: 1-2: 0-1] 0-1: 0-1: 0-1: 0-1
Creatinine clearance (ml/min) 70~130 H H 102 | © 126 ' . T122

B: before,

D:4 th day of administration,
%:1 week after final administration,

A:24h after final administration,

Y: yellow
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Table 15-1. Laboratory findings before and after multiple oral administration of NY-198
Item Nomal Step 9 (300mg x 3/day x 7days)

range 901B : 901D : 901A : 901 | 902B : 902D : 902A | 902% | 903B | 903D | 903A : 903
WBC (/u)) | 3000~8500 | 5400 : 5700 : 6100 : 6100 | 6900 : 7700 : 7400 : 7900 | 5400 : 6500 : 6100 : 9900
RBC (1044 | 380~530 496 : 488 ! 477 : 481 | 523 : 517 520 : 485 | 564 : 559 : 546 : 526
Hemoglobin @/d) [12.4~17.2 [15.1 :14.8 : 14.5 ! 14.7 [ 16.2 : 159 : 15.9 | 14.7 | 17.5 : 17.4 . 16.9 : 16.3
Hematocrit (%) | 38.0~54.0 | 43.1 42.4 :41.4 [ 43.2 | 46.3 | 456 ; 45.5 : 44.4 | 49.9 : 49.9 : 48.4 . 49.0

5 Platelet (/cc) [ 11.0~34.0 |37.3 :34.4 $30.8 130.0 [ 20.5:19.7 211 19.9 | 23.5 : 22.5 : 23.2 : 23.0

'S [ _Reticulocyte _ (/1000) 4~20 7 6 8 16 8 10 7 22 5 5 6 18

S |g [ Eosinophil 0~10 2 4 1 3 0 11 10 4 8 : 2 : 1 5

ég Basophil 0~5 1 0 0 ¢ 1 1 0 1 0 0 : 1 : 0 : 0

ng Neutro- | Stab. 0~19 3 L2 2 5 14 10 8 1 7 70 17 L 6 1 6
=S| phil Seg. 28~68 49 52 ¢ 49 ;46 38 38 34 44 40 43 39 53
E Lymphocyte 17~57 40 138 : 44 : 41 33 @ 37 ;41 : 37 | 41 : 39 : 45 : 31

Monocyte 0~10 5 | 4 3 . 6 | 12 . 3 7 7 4 . 8 . 3 . 5
T. protein (g/dl) | 6.0~8.0 7.5 1 7.7 176174 771 7.8 7.9 7.6 7.8 83 80 : 7.8
Albumin g/d) | 3.2~5.0 4.7 : 48 47 1 45| 48 51 48 41| 53! 56 53 4.0
5| Albumin (%) [56.7~71.5 [62.8 :62.2 :61.2 :61.3 | 62.4 : 65.9 : 60.6 : 54.3 | 67.6 : 67.2 ' 66.4 : 52.2
Z [ a,-globulin (%) | 1.4~4.0 2.7 1 2.8 133130 | 28 28 31 35| 26: 25 2.9: 43
= [ a,-globulin__ (%) | 4.9~10.5 | 6.2 : 6.7 : 6.4 : 6.0 | 7.3 6.0 68 : 84| 6.6 : 6.4 : 86 : 1.7
Z | pglobulin (%) | 6.5~12.3 125 i10.1 :12.6 :11.7 | 10.2 : 12.1 : 10.2 : 11.2 | 10.7 : 10.7 : 9.4 : 11.7
& [ y-globulin (%) |11.3~21.1 |15.8 ;18.2 :16.5 :17.7 | 17.3 : 13.2 : 19.3 : 22.4 | 12.5 : 13.2 . 12.7 . 19.9
A/G 1.0~2.5 1.7 017 i 1.6 : 1.6 | 1.7: 1.9 1.5 1.2 | 21 2.1 : 20 | 1.1
TTT (U unit) | 0.1~4.0 23 021 .23 66 09: 09: 1.4: 39| 09: 0.8 : 1.0 11
ZTT (Uunit) | 23~120 | 95 : 7.3 : 7.6 : 85 | 86 : 7.2 : 82 : 86 | 57 : 50 : 50 : 3.5
GOT  (Karmen unit) 5~40 18 ¢ 17 18 17 33 1032 i 30 : 24 | 22 22 23 15
GPT  (Karmen unit) 4~35 15 [ 15-: 14 : 12 30 1 27 : 21 : 16 12 1 14 4 1

‘-'E ALP (U unit) [ 3.0~11.0 [ 6.2 | 6.2 : 6.0 : 57 | 54 : 52 : 48 : 51| 59 6.1: 59 : 59

g LDH (U unit) | 170~450 302 § 305 ; 326 | 340 | 311 : 303 | 352 ; 363 | 286 ; 301 | 241 : 320

5 [ 7-GTP__(mU/ml_unit) 0~50 12 ' 12 11 : 9 17 : 22 123 15 [ 15 ! 16 : 17 : 12

g | LAP (U unit) | 112~172 132 7 139 1 139 | 144 | 189 : 196 : 198 : 186 | 179 : 192 . 187 . 163

S | T.cholesterol (mg/dl) | 120~230 200 1 208 ! 172 1 197 | 141 | 126 : 115 | 156 | 181 : 190 : 170 : 154

® I Triglyceride  (mg/dl) 40~170 120 : 100 : 123 + 202 | 63 : 61 : 95 : 132 | 60 : 77 : 62 : 54

T.bilirubin  (mg/dl) | 0.3~1.2 1.1 ! 15 : 14 :14]06: 04:04: 08 08: 1.1:09: 15
Glucose (mg/dl) | 70~110 90 . 90 : 96 . 85 72 065 : 92 | 8 | 82 ! 80 : 94 : 92
BUN (mg/dl) | 8.0~20.0 [13.7 :16.4 :15.0 :18.1 [19.9 :17.0 :19.4 :14.6 |10.0 :14.0 :11.4 :10.2
Uric acid (mg/dl) | 2.9~6.5 57 1 60 : 6.3 : 49 | 6.3 : 6.3 : 6.2 : 48 | 4.2 : 4.7 : 49 : 3.3
Creatinine (mg/dl) | 0.6~1.3 1.0 1 11 : 1110 [ 1Ll:1l:12!12]09:10:10: 10
Na- (mEq/l) | 134~145 141 | 141 ; 141 : 144 | 140 | 141 : 142 | 144 | 136 : 141 | 141 : 143
K- (mEq/l) | 3.4~5.0 4.4 1 43 039 142 ]38 ! 431 43 ! 4539 41 ! 41 4.4
c (mEq/l) | 98~110 105 : 105 : 105 : 100 | 105 @ 106 : 106 : 101 | 103 : 105 : 104 : 100
Ca? (mEq/l) | 4.0~50 | 41 : 42 ' 42 : 9.6 | 41 : 42 : 41 : 93 | 4.4 : 4.4 | 45 : 9.4
P (mg/dl) | 2.7~4.6 3.1 36 {37 353433 :36:34] 363937 42

& |_CRP - - i - i= = i e e e e e s =

< | HBs - - : L= - : L = - ; P =

g Direct = I I T I A R A I I I

£ | Coombs I direct = N SN S S I A N A A S A

Color Y 'Y 'Y ‘LY | Y 'Y Y ‘LY [ Y Y Y LY
Turbidity i = R N B B N R
pH 4.8~75 | 56 : 54 :54 60 |56 :56 58705454 :58_:70
Protein — - = 1= 1= - 1= 1= 1= - L= - =

2 | Glucose — - = i == e e e e

2| Urobilinogen + + i+ (o t+ |+ i tF PF [+ i+ L4 G-

.EBilirubin — - = = - - L= .= = R e

=~ | Ketone — - - = - - = = - - L= = =

Occult blood - e e e s - = = - - i+ -

Sediment |-RBC 0-1 ; 0-1 {01 ¢ — -l 01 G0l ¢ - 1-2 1 1-2 ;12 } —

WBC 0-1 : 01 : 01 : — -1 001 ¢ 0-1 ¢ — 0-1 : 01 : 0-1 ~

Vhpf) Epithelium 0-1 | 0-1 | 0-1 | — -1 : 0-1 : 0-1 : — 0-1 ! 0-1 : 0-1 : —

Creatinine clearance(ml/min) 70~130 : . 123 1 97 . 114
B:before, D:3rd day of administration, A:24h after final administration,

*:2 weeks after final administration,

Y: yellow
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Table 15-2. Laboratory findings before and after multiple oral administration of NY-198
Nomal Step 9 (300mg x 3/day x 7days)

Item range | 904B | 904D ; 904A | 904% | 905B | 905D : 905A : 905% | 906B : 906D . 906A | %06%
WBC (/ul) | 3000~8500 | 5300 : 6200 : 6600 : 5100 | 5900 : 5400 : 6400 : 5400 | 4900 : 6300 : 7400 : 4700
RBC (10441) | 380~530 530 : 543 : 521 ¢ 503 | 502 : 535 : 518 : 484 | 461 : 487 : 482 i 463
Hemoglobin @/d) | 12.4~17.2 | 16.9 : 17.3 : 16.6 : 16.0 | 15.5.: 16.2 : 15.8 : 14.4 | 14.9  15.6 : 155 : 14.7
Hematocrit (%) | 38.0~54.0 | 48.4 : 49.3 ; 47.4 . 47.1 | 44.2 : 46.8 | 45.3 | 44.1 | 42.7 ! 44.6 : 44.3 | 44.4
Q Platelet (/cc) | 11.0~34.0 | 24.6 : 25.6 : 24.7 : 26.0 | 26.6 : 29.3 : 29.0 : 29.6 | 26.3 } 28.0 : 26.9 : 27.6
S [ Reticulocyte  (/1000) 4~20 7 i 8 7 8 5 i 6 : 8 (18 [ 11 i1 :13:M
g [§ [ _Eosinophil 0~10 6 . 8 : 3 : 3] 5 : 2: 6: 2] 5 4% 2 5
2 |2 [ Basophil 0~5 0 : 0 : 2 . 1 2 1 @ 1 1 11 0 1. 1
ggéNeutm.Stab. 0~19 4 . 9t 3! 6 1. 0 2 1 5 1 4 1 3 ¢
£°| phil [ Seg 28~68 41 40 : 45 ; 53 | 46 : 45 | 42 | 58 | 43 i 49 : 46 ! 53
E Lymphocyte 17~57 43 © 38 : 42 @ 40 | 37 @ 42 : 42 : 34 | 40 @ 37 : 44 @ 3
Monocyte 0~10 6 . 5. 5 3 9 | 10 7 ¢ 4 6 . 6 . 4 . 3
T. protein @d) | 60~80 | 7.8: 82: 7.7 15| 7.5 7.7 7.8: 7.1| 7.4 78 1.7 72
Albumin (g/d) 3.2~5.0 52: 54: 51 42| 50 52 52! 43| 50 52 52: 49
= |_Albumin (%) | 56.7~71.5 | 66.9 : 65.3 : 65.7 : 56.2 | 67.0 | 67.2 : 67.2 ; 60.9 | 67.9 : 67.1 : 67.2 ; 67.6
G [ a,-globulin (%) | 1.4~4.0 | 23 23:. 25 31| 26: 23 26 31| 23: 27 2.9: 24
= [ a,globulin_ (%) | 49~105| 47 61 63 79| 81: 7.6: 7.7: 93] 6.2 7.8: 7.9: 7.3
Z [ B-globulin__ (%) | 6.5~12.3 [ 115 11.0 105 122 | 9.9 10.4: 9.8 : 11.4 [ 11.4 : 10.6 : 9.9 9.3
& [ y-globulin (%) | 11.3~21.1 | 14.6 : 153 : 15.0 : 20.3 | 12.4 ; 12.5 : 12.7 : 15.0 [ 12.2 ! 11.8 : 12.1 ! 13.1
A/G 1.0~25 | 20: 19: 20: 13| 20: 21: 20: 16| 21! 20: 21 2.1
TTT (U unit) | 0.1~4.0 1.3: 1.1: 1.4: 23] 06: 05: 07: 1.2] 0.4: 05: 05 0.9
ZTT (Uunit) | 23~12.0 | 7.2 59: 6.2: 62| 50: 43: 49: 41| 57 44: 48 38
GOT  (Karmen unit) 5~40 20 2 : 19 @ 18 18 @ 20 : 21 : 14 21 © 23 : 23 : 19
o [ GPT _ (Karmen unit) 4~35 10 © 12 ; 14 : 10 7 . 9 @ 10 . 9 8 ¢ 11 : 12 ! 9
2 [ ALP (Uunit) [ 30~11.0 [ 53 55: 52: 55| 52: 51 50: 49| 56: 59: 58. 55
g LDH (Uunit) [ 170~450 | 238 : 321 ; 229 : 277 | 225 271 230 ; 230 | 326 : 338 : 318 : 46
£ [ y-GTP__(mU/m! unit) 0~50 18 ¢ 18 : 18 : 15 | 14 @ 15 : 15 ! 11 16 : 15 ¢ 16 @ 9
g [ LAP (U unit) | 112~172 153 1 156 . 155 : 143 | 150 | 158 . 162 . 146 | 182 : 197 . 197 : 178
S | T.cholesterol (mg/dl) [ 120~230 M1 145 121 144 | 139 : 141 126 147 | 156 : 173 . 152 . 155
A | Triglyceride (mg/dl) 40~170 [ 66 : 69 : 9 : 57 | 61 : 60 : 72 : 68 | 60 : 82 : 80 : 103
T.bilirubin _ (mg/dl) | 0.3~1.2 1.5 1.9 1.7: 1.3[ 07 1.0: 1.1: 07| 05: 07: 06: 13
Glucose (mg/dl) 70~110 [ 83 | 82 : 95 : 97 | 79 : 72 : 8 : 90 | 75 . 81 : 9 . 86
BUN (mg/dl) | 8.0~20.0 [10.0 ! 12.2 :13.2 1 10.2 [ 13.3 : 13.8 : 17.3 : 12.8 | 14.5 : 19.0 : 18.1 : 14.9
Uric acid (mg/dl) | 2.9~65 | 43: 52! 53: 43 60: 6.0: 59: 49| 55: 6.4: 6.5: 54
Creatinine  (mg/d) | 0.6~1.3 | 0.8: 09: 0.8: 09 09: 1.0: 1.0: 09| 10: 1.1: 11: 12
Na* (mEq/l) | 134~145 138 | 139 140 i 143 | 140 | 140 | 141 : 142 | 141 : 141 : 141 : 143
K- (mEq/l) | 34~50 | 37 42 38: 40| 39! 42: 40 44| 44: 45 4.4 44
cl (mEq/1) 98~110 1030 105 : 105 101 | 105 : 105 : 106 : 100 | 106 : 106 : 106 : 104
Ca®* (mEq/l) | 4.0~50 | 44 46 45: 96| 43 43: 4.4 92| 43 44 45 9.3
P (mg/dl) 2.7~4.6 39! 35: 33 41| 33: 34: 33: 36| 40: 41: 39: 4.1
& | CRP — - L - 1 - - 1 — i — i = - - ==
= | HBs — _ . - — : i — ' A
- P I AN S S S gy RS S R S e e e
£ | ~oom Indirect — - = = = T e e e
Color Y | Y Y ;LY Yy 'y 'y "Ly vy iy @Y LY
Turbidity — = - - — - — 0 = =
pH 4.8~75 | 54 52 50 60| 52 52 52 60| 52, 54 52 55
Protein - - = - . = - - - - - = =
.gGlucose - - - - i = - = = - = = =
= | Urobilinogen + £ L+ P+ b+ |+ P+ P+ o+ |+ Lo+ o+ ot
£ [ Bilirubin _ R R [ S S [ S B S
2 | Ketone - - 4 = — = - = = = - 0 = i = =
Occult blood - + 04+ b+ b - — - = =
Sediment |-RBC 0:1; 3-5; 1-3:1516] 0-1} 0-1; 1-2; — | 0-1 P01 01 -
Uhpf)y - WBC 0-1: 01: 01: — | 01: 01 01: — [ 01! 1-2: 0-1: —
Epithelium 0-1: 0-1: 0-1: — 0-1: 0-1: 0-1: — 0-1: 1-2: 01! —
Creatinine clearance (ml/min) 70~130 : : 1106 : L 113 : 1 L9

B:before, D:3rd day of administration, A:24h after final administration,

%:2 weeks after final administration,

Y:yellow
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Concentration of NY-198 by HPLC method

(ug/ml)
3t
Serum
2
<
a_.; .
£
<
2 .
—’5. 2 F . D
o .
Z 4
s L
£ 1} Y = 0.996X +0.042
g " SA. r = 0.981
g A n=123
K I’
0L n L .
0 1 2 3 (ug/ml)
Concentration of NY-198 by thin layer cup method
(ug/ml)
600 + .
Urine
500 +
400

300

Y =0.971X—3.259
r =0.992
n =120

100

() i . " n 1
0 100 200 300 400 500 600 (ug/ml)
Concentration of NY-198 by cup method

Fig. 10. Correlation between concentrations of NY-198 determined by
HPLC method and bioassay method (cup or thin-layer cup)
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Table 16. Serum concentrations of NY-198 after a single oral administration (series )

Volunteer Serum concentration (#g/ml)
Dose - : —_—
No. 0.5h* | 1.0h  2.0h 3.0h | 4.0h  6.0h 1 8.0h | 12.0h 24.0h
I I |
201 0.22 0.45 | 0.20 0.15 0.13 0.10 0.08 0.06 0.02
202 0.35 0.26 0.32 0.27 0.22 0.18 0.14 0.09 0.03
50mg N I S , o
Mean 0.28 035  0.26  0.21 017  0.14 0.11  0.07 | 0.03
l 301 1.80 1.02 1 0.51 0.40 ‘ 0.32 0.25 2 0.19 | 0.13 | 0.05
302 0.03 0.05 | 0.28 0.26 0.24 0.26 0.21 0.17 | 0.07
100mg o \,,‘, 1 T
Mean 0.92 0.53 ‘ 0.40 0.33 0.28 0.26 0.20 ‘ 0.15 0.06
401 0.21 0.87 1.07 0.76 0.60 0.45 | 0.37 0.29 0.11
402 1.18 1.16 | 1.12 1.02 0.92 0.72 | 0.59 0.42 0.16
200mg I I . | -
Mean 0.70 | 1.02 1.09  0.89  0.76  0.59 0.48 | 0.36 | 0.13
501 2.27 2.82 | 2.48 1.98 1.59 1.36 0.99 0.71 | 0.21
502 0.90 1.70 | 2.05 2.73 1.82 1.59 | 1.23 0.94 0.38
400mg - . IR I
Mean 1.59 2.26 | 2.26 2.36 ‘ .71 1.48 1.11 | 0.82 | 0.30
* ! time after administration
(ug/ml)
284
a 50mg (n=2)
A 100mg (n=2)
O 200mg (n=2)
24 0 400mg (n=2)
2.0
z
= 161
12
5
b
0.8 4
044
A\A\\\A
0 T T T T T T T
1 i 6 8 12 24 (h)

Time after administration

Fig. 11. Serum concentrations of NY-198 after a single oral administration
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Table 17. Serum concentrations of NY-198 after a single oral administration (series 1)
Volunteer Serum concentration (xg/ml)
Dose
No. |0.25h*| 0.5 | 1.0n [ 2.0n | 3.0h ’ 4.0h ] 6.0h 12.0h | 24.0n
601 N.D 0.73 1.02 0.78 0.58 0.52 0.40 . 0.18 0.06
602 N.D 0.28 1.21 0.66 0.49 0.42 0.30 . 0.13 0.05
603 N.D 0.37 1.28 0.83 0.64 0.56 0.41 . 0.18 0.05
604 N.D 0.18 1.80 0.97 0.68 0.58 0.42 . 0.17 0.05
100mg 605 N.D. | 0.33 | 1.01 | 0.59 | 0.46 | 0.40 | 0.28 | 0.23 | 0.16 | 0.05
Mean - 0.38 1.27 0.77 0.57 0.49 0.36 0.27 0.16 0.05
+ S.E. - 0.09 0.14 0.07 0.04 0.04 0.03 0.02 0.01 0.00
701 N.D 0.19 1.02 1.23 0.96 0.85 0.65 0.53 0.35 0.14
702 0.15 1.80 1.41 1.04 0.82 0.71 0.54 0.42 0.27 0.10
200 703 0.21 3.15 2.32 1.29 1.08 0.86 0.62 0.43 0.26 0.08
mg 704 N.D 0.48 1.20 1.87 1.50 1.31 0.97 0.74 0.52 0.16
. 705 0.07 0.77 1.89 1.58 1.02 0.89 0.62 0.47 0.32 0.12
fasting
Mean 0.09 1.28 1.57 1.40 1.07 0.92 0.68 0.52 0.35 0.12
+ S.E. 0.04 0.54 0.24 0.15 0.11 0.10 0.07 0.06 0.05 0.01
701 N.D. 0.02 0.81 1.40 1.12 0.90 0.73 0.53 0.36 0.12
702 0.05 0.24 0.97 1.36 1.00 0.79 0.59 0.43 0.28 0.08
200mg 703 N.D. N.D. 0.25 2.14 1.23 0.94 0.69 0.46 0.25 0.06
704 N.D. N.D. 0.01 0.61 2.02 1.79 1.09 0.79 0.49 0.16
non- 705 N.D. 0.03 0.79 1.73 1.20 0.98 0.70 0.52 0.31 0.10
fasting
Mean - 0.06 0.57 1.45 1.31 1.08 0.76 0.55 0.34 0.10
+ S.E. - 0.05 0.19 0.25 0.18 0.18 0.09 0.06 0.04 0.02

* ! time after administration, N.D.: not detected
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(ug/ml)
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Fig. 13. Serum concentrations of NY-198 after a single oral administration
Table 18. Pharmacokinetic parameters of NY-198 calculated by two compartment open model
Volunteer ka « B To Cumex | Tmax | T B | AUC—»w | Vd
Dose A B
No. ()| ()| (™) | (h) |(rg/mD| () (h) |[(rg*h/mD)|(L/kg)
601 1.15(0.74 {3.22|1.09| 0.116 | 0.263 | 1.023 | 0.947 5.99 6.90 | 2.40
602 0.920.38|4.86 | 0.44 | 0.083 | 0.427 | 0.996 | 1.027 8.37 6.39 |2.90
603 0.88]0.56 | 5.36 | 0.43 | 0.093 | 0.442 | 1.154| 1.023 7.48 7.86 | 2.43
100 604 1.99|0.55(5.69|0.76 | 0.100 | 0.483 | 1.749 | 0.932 6.91 7.69 | 2.47
mg 605 0.97 1 0.51|4.96|0.95| 0.101| 0.437 | 0.970 | 0.935 6.87 5.83 | 2.80
Mean 1.18(0.55|4.82|0.73| 0.099 | 0.410 | 1.178 | 0.973 7.12 6.93 | 2.60
+ S.E. 0.21 | 0.06 | 0.43 | 0.13 | 0.005| 0.038 | 0.146 | 0.021 0.39 0.38 | 0.10
701 1.21 {0.921.94|0.59| 0.081| 0.442 | 1.228 | 1.615 8.60 12.42 | 2.51
702 1.81(1.086.71|1.66| 0.116 | 0.235| 1.769 | 0.591 5.98 9.96 | 2.36
200 703 3.11 [ 1.33|7.081.19| 0.104 | 0.242 | 2.956 | 0.596 6.66 14.74 | 2.15
mg 704 2.64 [1.05|1.14 | 0.41| 0.069 | 0.337 | 1.718 | 2.044 | 10.04 18.44 |3.19
fasti 705 4.7510.71 | 1.56 | 0.75| 0.062 | 0.251 | 1.767 | 1.295| 11.12 14.27 | 3.70
asting
Mean 2.70 | 1.02|3.69|0.92| 0.086 | 0.301 | 1.888 | 1.228 8.48 13.97 | 2.78
+ S.E. 0.610.10|1.32|0.23 | 0.010 | 0.040 | 0.286 | 0.285 0.97 1.40 |0.29
701 2.960.87|1.13|0.59| 0.078 | 0.499 | 1.295| 2.028 8.89 12.82 | 2.52
702 2.79(10.71|1.00 | 0.49| 0.088 | 0.249 | 1.186 | 1.923 7.86 10.25 | 3.07
200mg 703 3.03/0.92|3.58|0.82| 0.102 | 0.987 | 2.263 | 1.597 6.82 11.70 | 2.78
704 5.56 | 0.78 1 0.72|0.41| 0.066 | 0.992 | 1.631 | 3.072| 10.58 16.58 | 3.73
non- 705 5.95(0.90 {1.00 | 0.66 | 0.094 | 0.516 | 1.475| 2.008 7.39 11.82 | 2.95
fasting
Mean 4.96‘ 0.84(1.49|0.59| 0.086 | 0.649 | 1.570 | 2.126 8.31 12.63 | 3.01
+S.E 0.70'1 0.04 | 0.53 | 0.07 | 0.006 | 0.147 | 0.189 | 0.249 0.66 1.07 | 0.20
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Table 19. Serum concentrations of NY-198 after multiple oral administration
200mg X 2/day for 7 days
Time Serum concentration (zg/ml)
day h 801 802 803 804 805 806 Mean + S.E.
1.0 * 0.56 2.50 0.34 0.53 0.18 1.67 0.96 = 0.38
2.0 1.46 1.48 1.86 1.84 1.95 1.47 1.67 + 0.09
1 4.0 0.91 0.93 0.95 0.94 1.21 0.80 0.96 + 0.05
8.0 0.50 0.52 0.61 0.49 0.59 0.46 0.53 + 0.02
12.0 0.30 0.29 0.38 0.28 0.42 0.27 0.32 £ 0.02
2 24.0 (0)** 0.46 0.50 0.60 0.53 0.59 0.55 0.54 + 0.02
25.0 (1) 0.66 0.50 0.82 0.64 0.55 0.59 0.63 + 0.05
3 48.0 (0) 0.54 0.68 0.78 0.60 0.71 0.58 0.64 + 0.04
49.0 (1) 0.71 0.96 0.83 0.70 0.68 .01 0.81 + 0.06
72.0 (0) 0.50 0.57 0.74 0.51 0.60 0.49 0.57 + 0.04
4 73.0 (1) 0.50 0.49 0.91 0.48 0.55 0.55 0.58 + 0.07
74.0 (2) 0.99 0.68 1.53 0.70 0.71 0.61 0.87 + 0.14
5 96.0 (0) 0.53 0.54 0.77 0.56 0.67 0.56 0.60 + 0.04
97.0 (1) 0.78 0.73 1.43 0.94 0.70 0.81 0.90 + 0.11
6 120.0 (0) 0.44 0.56 0.73 0.43 0.54 0.62 0.55 + 0.05
121.0 (1) 0.62 0.65 1.07 0.77 1.11 0.54 0.79 + 0.10
144.0 (0) 0.48 0.49 0.67 0.48 0.53 0.56 0.54 + 0.03
145.0 (1) 2.15 0.65 1.51 0.66 1.85 0.62 1.24 + 0.28
7 146.0 (2) 1.55 1.96 2.13 2.15 2.10 2.22 2.02 + 0.10
148.0 (4) 1.21 1.49 1.56 1.31 1.40 1.39 1.39 + 0.05
152.0 (8) 0.70 0.78 0.97 0.75 0.81 0.77 0.80 + 0.04
156.0 (12) 0.45 0.45 0.64 0.41 0.49 0.50 0.49 + 0.03
8 168.0 0.13 0.13 0.25 0.12 0.15 0.14 0.15 + 0.02
*: time after first administration
** : time after administration
(ug/ml) 200mg x 2/day for 7days (n=6) Mean *+ SE.
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Fig. 14. Serum concentrations of NY-198 during multiple oral administration
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Table 20. Serum concentrations of NY-198 after multiple oral administration

300mg X 3/day for 7 days

Time Serum concentration (#g/ml)
day h 901 902 903 904 905 906 Mean + S.E
0.5 * 0.76 N.D. 0.64 5.09 3.22 1.39 1.85 £ 0.79
1.0 2.44 0.03 1.97 3.07 3.57 3.14 2.37 £ 0.52
2.0 1.60 1.88 2.88 1.96 2.15 1.90 2.06 = 0.18
1 3.0 1.43 1.78 2.03 1.58 1.87 1.53 1.70 + 0.09
4.0 1.23 1.70 1.68 1.39 1.55 1.46 1.50 + 0.07
6.0 0.99 1.38 1.23 0.98 1.22 1.18 1.16 + 0.06
8.0 0.81 1.14 1.08 0.75 1.00 0.97 0.96 £ 0.06
2 24.0 (0)** 1.76 2.71 1.85 1.37 1.94 1.93 1.93 + 0.18
48.0 (0) 2.32 3.63 2.44 1.97 2.36 2.41 2.52 £ 0.23
48.5 (0.5) 6.08 6.19 5.79 3.97 6.20 4.76 5.50 + 0.38
49.0 (1) 4.49 5.55 5.14 5.43 4.98 5.39 5.16 = 0.16
3 50.0 (2) 3.81 5.06 4.31 3.86 4.40 4.25 4.28 = 0.19
51.0 (3) 3.46 4.62 4.15 3.25 3.81 3.86 3.86 = 0.20
52.0 (4) 3.14 4.25 3.66 2.79 3.40 3.55 3.46 = 0.20
54.0 (6) 2.70 3.68 2.71 2.10 2.74 2.87 2.80 £ 0.21
56.0 (8) 2.32 3.04 2.39 1.80 2.29 2.43 2.38 + 0.16
4 72.0 (0) 2.46 3.84 2.61 2.00 2.24 2.62 2.63 = 0.26
5 96.0 (0) 2.48 96 2.28 1.70 2.04 2.25 2.28 = 0.17
6 120.0 (0) 2.32 2.73 2.17 1.47 1.77 2.15 2.10 = 0.18
144.0 (0) 2.16 2.48 2.10 1.64 1.94 2.08 2.07 £ 0.11
144.5 (0.5) 3.40 2.57 6.37 6.11 6.20 4.24 4.82 + 0.67
145.0 (1) 3.84 4.43 5.27 4.52 5.17 5.44 4.78 £ 0.25
146.0 (2) 3.51 4.68 3.79 3.11 3.64 3.88 3.77 £ 0.21
7 147.0 (3) 3.48 3.62 3.62 3.02 3.55 3.74 3.50 = 0.10
148.0 (4) 2.92 3.45 3.00 2.45 2.83 3.10 2.96 = 0.13
150.0 (6) 2.61 3.31 2.74 2.12 2.52 2.79 2.68 + 0.16
152.0 (8) 2.25 2.82 2.37 1.73 2.06 2.41 2.27 + 0.15
156.0 (12) 1.66 2.02 1.60 1.19 1.39 1.86 1.62 = 0.12
8 168.0 0.70 0.83 0.62 0.41 0.42 0.71 0.62 = 0.07

* ! time after first administration,
N.D. : not detected

m £ #
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Fig. 15. Serum concentrations of NY-198 during multiple oral administration
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Table 21. Urinary concentrations of NY-198 after a single oral administration (series I)
Volunteer Urinary concentration (£g/ml)

Dose
No. 0~2h* 2~4h 4~6h 6~8h 8~12h 12~24h | 24~48h | 48~72h
201 106.1 38.7 56.4 38.4 23.4 15.5 4.3 0.7
202 132.9 41.1 42.3 51.4 35.7 14.0 4.3 0.4

50mg
Mean 119.5 39.9 49.4 44.9 29.6 14.7 4.3 0.6
301 587.7 110.7 90.6 58.9 54.1 43.3 5.4 1.9
302 129.4 130.7 79.2 93.4 82.7 50.5 9.5 1.1

100mg
Mean 358.6 120.7 84.9 76.2 68.4 46.9 7.5 1.5
401 224.1 208.8 211.1 134.8 114.3 43.5 16.7 3.9
402 438.0 141.2 202.8 191.9 84.9 55.8 23.3 2.2

200mg
Mean 331.0 175.0 206.9 163.4 99.6 49.7 20.0 3.1
501 221.9 188.8 244.9 121.6 205.8 67.4 29.2 2.3
502 428.2 721.4 696.5 478.7 311.6 60.7 51.6 6.9

400mg
Mean 325.1 455.1 470.7 300.1 258.7 64.1 40.4 4.6

* ! time after administration

Table 22. Cumulative urinary

excretion of NY-198 after a single oral administration (seriesI)

Velunteer Cumulative urinary excretion (% of dose)

Dose
No. 0~2h* 0~4h ‘ 0~6h 0~8h 0~12h 0~24h 0~48h i 0~72h
201 19.1 28.0 36.6 43.8 51.3 65.6 72.7 74.3
202 18.1 33.0 40.7 49.4 61.2 73.8 80.5 81.8

50mg
Mean 18.6 30.5 38.6 46.6 56.3 69.7 76.6 78.1
301 24.7 36.9 45.0 50.7 61.4 72.9 79.0 80.1
302 4.9 12.8 21.6 28.7 40.4 55.2 62.6 63.7

100mg
Mean 14.8 24.8 33.3 39.7 50.9 64.0 70.8 71.9
401 11.5 23.8 32.0 39.1 49.9 67.3 76.7 78.4
402 13.8 25.8 34.2 41.6 53.0 72.2 81.3 82.8

200mg
Mean 12.7 24.8 33.1 40.3 51.4 69.8 79.0 80.6
501 15.8 26.4 35.0 42.5 53.2 66.7 76.0 77.0
502 6.1 15.8 23.2 29.1 40.0 56.5 68.7 71.2

400mg
Mean 10.9 21.1 29.1 35.8 46.6 61.6 72.3 74.1

* ! time after administration
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Fig. 16. Urinary concentration and cumulative urinary excretion of NY-198 after a single
oral administration
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Fig. 17. Urinary concentration and cumulative urinary excretion of NY-198 after
a single oral administration



voL. 36 S-2 CHEMOTHERAPY 233
Table 23. Urinary concentrations of NY-198 after a single oral administration (series II)
Volunteer Urinary concentration (£g/ml)
Dose T

No. 0-2h* 2-4h 4-6h 6-8h ‘ 8-12h | 12-24h 24-48h 48-72h

601 58.6 30.2 64.7 61.2 30.9 28.2 3.6 1.3

602 116.0 66.4 35.4 42.1 32.7 39.3 4.3 2.0

603 47 .4 78.8 74.8 46.1 17.8 33.9 4.1 0.6

604 43.9 37.8 92.3 29.7 22.9 33.6 2.8 0.5

100mg 605 70.9 52.1 30.5 64.5 38.9 12.8 5.2 0.9
Mean 67.3 53.1 59.5 48.7 28.6 29.6 4.0 1.1

+ S.E. 13.0 8.9 11. 6.4 3.7 | 4.5 0.4 0.3

|

701 130.0 157.3 278.7 145.8 112.0 80.1 15.7 1.7

702 88.1 89.9 187.5 131.2 107.3 | 14.6 5.9 2.1

703 599.5 433.7 349.7 130.5 42.2 | 54.0 7.1 1.3

200mg 704 229.5 113.5 224.8 234.8 188.4 23.8 9.5 2.0
. 705 86.1 148.4 152.7 45.7 86.8 70.5 13.0 4.8

fasting

Mean 226.6 188.6 238.7 137.6 107.3 48.6 10.2 2.3

+ S.E. 96.8 62.5 34.7 30.0 23.7 12.8 1.8 0.6

701 74.0 85.0 231.4 171.1 145.2 90.6 15.0 2.5

702 287.6 76.1 91.5 178.2 121.0 57.0 7.4 2.6

200mg 703 272.9 238.0 194.2 76.0 72.6 58.3 6.1 1.7
704 50.4 66.8 164.0 160.1 49.0 40.2 15.5 1.4

non- 705 167.1 82.8 54.2 80.9 48.8 60.0 11.0 2.8

fasting

Mean 170.4 109.7 147.1 133.3 87.3 61.2 11.0 2.2

+ S.E. 49.0 32.2 32.7 22.6 19.6 8.2 1.9 0.3

* ! time after administration

Table 24. Cumulative urinary excretion of NY-198 after a

single oral administration (series )

Volunteer Cumulative urinary excretion (% of dose)
Dose
No. 0~2h* 0~4h 0~6h 0~8h 0~12h 0~24h 0~48h 0~72h
601 17.0 28.8 38.5 47.1 58.2 68.3 75.3 76.6
602 16.2 35.5 44 .7 52.3 60.4 71.8 79.1 80.5
603 18.0 34.6 45.8 53.6 63.9 78.5 85.6 86.9
604 11.4 29.6 40.7 48.4 58.0 69.5 75.1 76.1
100mg 605 20.6 33.6 41.8 49.6 62.0 75.3 82.9 84.4
Mean 16.6 32.4 42.3 50.2 60.5 72.7 79.6 80.9
+ S.E. 1.5 1.4 1.3 1.2 1.1 1.9 2.1 2.1
701 9.1 23.3 34.4 42.4 55.3 68.1 77.5 79.0
702 21.2 33.7 45.0 54.8 66.1 71.1 76.8 77.6
703 27.0 44.3 58.3 66.8 74.8 85.1 89.3 89.9
200mg 704 1.5 26.2 37.5 45.7 58.9 68.5 77.8 79.1
. 705 11.2 25.3 36.0 43.5 53.9 68.4 75.8 77.2
fasting

Mean 16.0 30.6 42.2 50.7 61.8 72.2 79.5 80.6
+S.E. 3.5 3.9 4. 4.6 3.9 3.3 2.5 2.4
701 10.2 25.5 35.9 44 .4 57.5 72.0 81.7 83.3
702 15.8 31.4 41.5 50.4 63.1 77.1 83.6 84.7
200mg 703 12.3 34.9 48.5 58.0 69.6 81.5 86.4 87.2
704 1.8 17.1 31.1 39.9 53.8 63.9 74.3 75.5
non- 705 10.9 26.6 36.6 45.9 58.6 72.1 78.9 80.1

fasting -
Mean 10.2 27.1 38.7 47.7 60.5 73.3 81.0 82.2
+ S.E. 2.3 3.0 2.9 3.1 2.7 2.9 2.1 2.0

* ! time after administration
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Table 25. Cumulative urinary excretion of NY-198 after multiple oral administration
Volunteer Cumulative urinary excretion (% of dose)
Dose

No. lday 2day 3day 4day 5day 6day 7day 8day 9day 10day
801 8.6 17.7 29.6 41.5 53.5 66.4 74.0 74.7 74.9 75.0
802 8.4 18.9 29.7 40.5 51.7 62.6 70.3 71.0 71.1 71.1
200 803 8.6 17.3 28.4 40.3 52.5 63.5 72.1 73.6 74.0 74.1
mgﬁ 804 6.7 18.6 30.1 42.0 54.5 65.7 73.1 73.7 73.8 73.8
/day 805 8.0 18.8 30.4 41.4 53.9 63.7 71.5 72.2 72.3 72.4
806 9.0 20.6 31.7 43.0 53.9 65.6 73.2 74.0 74.1 74.1

for 7days
Mean 8.2 18.7 30.0 41.4 53.3 64.6 72.4 73.2 73.4 73.4
+S.E. 0.3 0.5 0.4 0.4 0.4 0.6 0.5 0.6 0.6 0.6
901 8.1 19.3 31.6 43.8 56.0 68.2 75.1 76.8 77.0 77.1
902 7.0 16.2 27.9 41.2 52.9 63.9 71.5 73.0 73.2 73.3
300me X 903 5.0 15.7 24.2 37.6 47.6 59.5 66.1 67.0 67.3 67.4
mg/d 904 9.6 | 21.2 | 34.2 | 47.9 | 60.1 | 72.6 | 80.4 | 81.3 | 81.5 | 81.5
ay 905 8.4 20.0 31.2 44.3 57.0 69.0 73.2 73.9 74.1 74.1
906 7.5 17.7 27.5 33.5 47.2 59.1 66.3 67.8 68.1 68.2

for 7days
Mean 7.6 18.4 29.4 41.4 53.5 65.4 72.1 73.3 73.5 73.6
+ S.E. 0.6 0.9 1.5 2.1 2.1 2.2 2.2 2.2 2.2 2.2

Table 26. Cumulative fecal excretion of

NY-198 after 200mg oral
administration

Mean £+ S.E.
Time* Cumulative fecal excretion
(h) (% of dose)
0~ 24 3.8 £ 1.0
0 ~ 48 8.6 + 1.9
0~72 9.4 £ 1.9

* ! time after administration
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Fig. 18. Cumulative urinary excretion of NY-198 during multiple oral administration
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Fig. 19. Cumulative urinary excretion of NY-198 during multiple oral administration
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< Ongin |
NY-198 12-24 24-48 (ho)

solution

(200ug/m!)

TLC ; DC-Alufolien Kieselgel 60F2s¢ (Merck)
Solvent ; dioxane : 28% ammonia water (3:2)
Organism ; E. coli NIH] JC-2

24-48 (hr) [N

TLC ; DC-Alufolien Kieselgel 60F2sc (Merck)
Solvent ; n-butanol : acetic acid : water (3:1:1)
Organism ; E. coli NIH] JC-2

Fig. 20. TLC-bioautograms of urine collected after a single oral administration
of NY-198 in healthy volunteers (200mg, fasting)
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Fig. 21. Metabolite pattern in urine after a single oral administration of NY-198 in healthy
volunteers (200mg, fasting)
Table 27. Urinary excretion of NY-198 and its metabolites after a single oral administration
of NY-198 to healthy volunteers (200mg, fasting)
Time* Metabolites (%)
(h) |M-I (NY-198) M-1I(glucuronide) M-I M-IV M-V M-VI
0~2 16.0 + 3.5V 1.0 +£ 0.3 0.0 £ 0.0 0.0 = 0.0 0.0 £ 0.0 0.0 + 0.0
(94.2 + 0.8) | (5.6 = 0.8) (0.1 + 0.0) (0.0 £ 0.0) (0.1 = 0.0) (0.0 = 0.0)
24 14.6 + 0.8 1.1 + 0.2 0.0 + 0.0 0.0 £ 0.0 0.0 = 0.0 0.0 = 0.0
(92.4 + 1.0) (7.3 = 1.0) (0.1 + 0.0) (0.1 £ 0.0) (0.2 + 0.0) 0.1 + 0.0)
i~b 11.7 + 0.6 0.3 + 0.0 0.0 = 0.0 0.0 = 0.0 0.0 = 0.0 0.0 = 0.0
(96.8 + 0.4) (2.9 + 0.4) 0.1 + 0.0) (0.1 = 0.0) (0.1 + 0.0) (0.1 + 0.0)
6~8 8.4 +£ 0.4 0.5 + 0.2 0.0 = 0.0 0.0 + 0.0 0.0 + 0.0 0.0 = 0.0
(93.8 + 1.7) (5.9 £ 1.8 (0.1 = 0.0) (0.0 = 0.0) (0.1 = 0.0) (0.1 £ 0.0)
8~12| 11.2 + 0.9 0.7 + 0.1 0.0 = 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 = 0.0
(93.5 = 1.0) (6.2 £ 1.1) (0.1 = 0.0) (0.0 + 0.0) (0.1 = 0.0) (0.1 = 0.0)
12~24| 10.4 + 1.6 0.8 + 0.3 0.0 + 0.0 0.0 + 0.0 0.0 = 0.0 0.0 = 0.0
(92.0 + 2.2) (7.5 £ 2.1) (0.1 + 0.1) (0.1 = 0.0) (0.1 = 0.1) (0.1 £ 0.1)
Total 72.2 + 3.3 4.5 + 0.6 0.1 + 0.0 0.0 = 0.0 0.1 £ 0.0 0.1 = 0.0
(93.9 + 0.5) (5.8 + 0.5) (0.1 + 0.0) (0.0 + 0.0) (0.1 + 0.0) (0.1 = 0.0)

*: time after administration

' : each value represents % of dose (mean + S.E.)
? : each value in parentheses represents % of urinary excretion (mean = S.E.)
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Table 28. Serum protein binding of NY-198 (200mg, fasting)
Time Binding (%)
(h) 701 702 703 704 705 Mean + S.E.
0.5 31.6 21.5 16.9 20.3 22.0 22.4 + 2.5
1 20.7 20.0 17.7 18.1 17.1 18.7 + 0.7
2 21.4 24.8 18.6 28.3 25.9 23.8 + 1.7
4 20.8 22.7 27.3 20.2 25.3 23.3 £ 1.4
6 20.5 21.2 24.2 15.0 21.3 20.5 £ 1.5
8 16.7 15.7 18.0 14.9 19.8 17.0 + 0.9
12 22.3 22.9 26.0 21.7 28.2 24.2 + 1.2
Average 22.0 21.3 21.2 19.8 22.8 21.4
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PHASE I STUDY ON NY-198

MitsuyosHr NakasHIMA, TosHiHIKO UEMATSU, YOSHIHARU T AKIGUCHI
and ATsuHiRo Mi1zuNo
Department of Pharmacology, School of Medicine, Hamamatsu University, Hamamatsu
MitsuTaka KaNaMARU
Shinpukai Maruyama Hospital, Hamamatsu

SHing1 Kuo, YosHio TAkAHARA, Enchi Okezakt and Osamu NAGATA
Central Research Laboratory, Hokuriku Seiyaku Co., Ltd., Fukui

NY-198, a new synthetic antimicrobial agent, was administered orally to healthy male volunteers to investi-
gate its safety and pharmacokinetics.

In the single-dose group, the drug was given at single doses of 20, 50, 100, 200 and 400 mg without food.
Regarding interaction with food, the same volunteers were given 200 mg of NY-198. In the repeated-dose group,
NY-198 was administered orally at 200 mg b.i.d. and 300 mg t.i.d. for 7 days.

Regarding subjective symptoms, one test subject in the single-dose group complained of stomach discomfort
with the 100 mg dose. In the repeated-dose group, one subject each reported loose stool and dull headache with
300 mg t.i.d.. All of these side-effects were mild and transient. No other abnormal findings attributable to NY
-198 were found in subjective and objective symptoms, blood pressure, pulse rate, body temperature, ECG,
hematology, blood chemistry, urinalysis, equilibrium test or audiometry.

Serum levels increased with the dose. A peak value of 1.89 ug/ml was achieved about 1 h after administration
of 200 mg and biological half-life (T 1/28) was 8.5 h. About 80% of the dose was excreted unchanged into urine
within 72 h after administration of a single dose of 50, 100, 200 or 400 mg. In urine, NY-198 glucuronide was
detected as the main urinary metabolite, corresponding to 4.5% of the dose. Other metabolites were less than
0.1%. It was found that meals had no appreciable effect on NY-198 absorption.

Even at a daily dose of 400 mg or 900 mg of NY-198 administered for 7 days, no accumulation of the drug
was found.



