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Intravenous Single-Injection Study of Thymoxamine Hydrochloride
in Healthy Volunteers

Mitsuyoshi NAKASHIMA* Kunifumi SUZUKI*
and Hisakuni HASHIMOTO*

* Department of Pharmacology, Hamamatsu University School of
Medicine

The pharmacokinetics, pharmacodynamics and safety of thymoxamine were
studied in 3 healthy male subjects by intravenous injection of thymoxamine hy-
drochloride at doses of 2,5 and 10 mg. Each subject recieved one dose at each
level, the amount increasing with each week’s injection.

Each subject rested in supine position on the examination bed while the fol-
lowing parameters were continuously monitored for 2-3 hours : systolic blood
pressure ; deep body temperature at the forehead, palm and sole; fingertip skin
temperature ; blood flow in the skin at the wrist ; ECG ; and respiratory rate.

Thymoxamine tended to lower the blood pressure and elevate the peripheral
temperature. Some subjects had a warm feeling at the extremities and flushed
feeling at the cheeks.

The ECG and the respiratory rate showed no significant change. The half time
of this drug was found to be 83 min. The urinary excretion rate was 20.3% within
24 hours. The feces excretion rate was 2.09; within 72 hours. No side effect noted
in laboratory tests were observed during this study.

Key Words : Thymoxamine hydrochloride, Continuous systolic blood pressure,
Deep body temperature, Healthy volunteers
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FLoic

Thymoxamine hydrochloride 3, 3 -CizE/M
FETEMNE, MERTE, SEIWE, &HE
DB OALERIN TV HEATH 5.

X %1, bbb hiy thymoxamine hydro-
chloride » A A ABREE T E—&E o5
B &5 AR oEFE O SRRY 2TV, TOK
LW LEYBHRICOVTHRE L. oS
KEHTHY, MERAE, RBBERAELET
BHTLAVbREB 5. £ 2T, EHEOREME,
EMBREPRET 5 L3, BOFNERYHAL
DT A, WHERAILE, RER, KA MR,
KSR, OER, ERE 7 & B ACE L,
&2 DMRABOT I ET 5.

ARERIT, BFS3FELIA LI S3FE2AETOD
1R, ERERKZEOBERE T H 5 RN
Bty & — it TiT> 1.

MR B & UHE

1. #WEREDREIR
BEHTEREE CHiEY? LR OBE ®1T
WEERREDroE LD, KFOWE - KE
YER - BIfER, AFRBOBH « Hik « P E %
HBAL, EECORELXBLIBEYERE L L
(Table 1).

2. BBy a—0

ZHAEM LY Table 2 WRLIEAY Y2 —L
> TfT» 7. ABREIA O L h ABE X%, 2
#2, B2, ECG tRE O L ERER L
Thb, BRRERROZT > TH, AFIXTES
L. BE5EEOHENL, ARFOBRET - &K
V3% 24hr L 5 B BIiER L - RIKR R

RENBREDOINZ LR L TREL. [
—#%E 12T, 2mg, 10 mg L. KE5H
Bix7H &L

3. BEHE

Thymoxamine hydrochloride ®FhFh 2
mg, 5 mg, 10 mg, % 20 ml DAE AR IC M L
5min 3 THEELL. BERAECOBEKHA
BYRBE L THRE L. HEHEKRAE R Smg,
HEMEEE 2 10mg LHEL .

4. BEER
BIEVPAW LR CHARRER CEREES
MRCET A L YL

5. REIRR

1) ENHFIRER

FEEImE, nEERER, IREAEHKTERS,
10, 20, 40, 60, 120, 180 min |Z@IE L7, [EKF
=, ECG, Wl IMEAME, k%, &gl F
. REEOGE, BEEBORMER K L OFE
DEEmMTEYHREH 1 hr % TEfiEe L. )X
FEHAMIE 3 X OWRTAEL (3 B By ISUE A i FE 5oas
2(EEs SCS-501) » A\ THELITRIE L 1.
e, KkEE L, Finer Core Temp (5 ®#l
DC-1) # A\, KEMmiti3, TERESN (==—
7 27 4 8 UM-2000) #EA L. 251,
10 mg #ER i3, "FRIETE (BAXRE MZR-
4000) #R\CHESHE 1hr TORBIET > HIE
L, BESTRIME & B U7, % 7088 5% 80 min ol
INEBRERE ST L, BEAT & B L.

2) R« M L OMBENERE

BEE R X OEER 24hr tHIELR. 6
w5 BRI —MoREXRT L, BetrEE
L.

Table 1 Ages, Body Weights and Blood Pressures of Subjects

Case No. A Body weight Blood pressure Dose, i. v., single

ge
(Subject) (kg) (mmHg) 2m 5 mg 10 mg
1. Y.T. 30 60 102/50 O O O
2. U.S. 27 48 128/82 @) O O
3. T.M. 24 60 126/78 O O O
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Table 2 Schedule of Single Intravenous Administration Study

2 mg, 5 mg, 10 mg, i. v., single

Before 10

20| 40 | 60 | 80 |120| 160 | 4

(min)

12124 | 48| 72

(hr)

Administration
Collection of blood o

Oa)

Urination
Collection of urine

Pulse rate

Body temperature
Systolic blood pressure?
Pulse rate

Skin

Blood pressure }

Oa)

Oa) Oa) Oa)

Oa) Oa)
Oa)
Oa)
Oa)

Core} temperature

Skin blood flow
Respiratory rate
ECG

Q@
Oa)

Respiratory resistance
Platelet aggregation
Collection of feces

Oa)
Oa)
Oa)

Oa) Oa)

@ : 10 mg thymoxamine i. v. administered group only

© : continuous recording

6. EYFRENMRE

10 mg 50, M RERNED b, TEEHE,
T TH S, 10, 20, 40, 80, 160 min Dt 7 [H
BIMA4T - 7o, Rk, Table 2 i@ R LIc Ay ¥ a —
T A8 hr HhE CHERERL, i3, 3B E THREL
S L. EEIELHEHREEERASHHE
Fric T -7 IR E Ehtonil deacetyl-
thymoxamine (DAM) ¢ demethylthymoxamine
(Met-X) tH 5", FZ{ko thymoxamine iifi
FTTHROHCTEIN, ERERB L5k
HEARETH - 7.

1. BRER
HEIZFSBCFRVENL LD ECITF2H

Hote. 10mg #5552 713 BREHEALE 25k £
7o, 140385 20 min £ o R If7E # 1 BB,
WEBD, B AR % 7o bt 2~3 min TI12IFEE L 72

2. Eh¥NETit

1) ECG: £AELIFMIBD LRI
7o,
2) FEHNCRIE X hic EEINE « fR¥BE - &
B oZAL : 2mg, 5mg, 10 mg {5 & CORE
fE#% Table 3 iwR3. ¥/, FHREHTHILD
TEE 7 5 7 ir$ (Fig. 1,2,3). 2 mg BT,
HEHEE 1hr % CUEI ME, JE5E M & & 20
BT L7y, A—#5%E Td S5mg T, IR
AR THERAE AR L. AR, IREECEZE
Tehrote. 10 mg B E5FETI3, LBAIUEELm
FE, SRR HAFE DK T L BRIAE ORI AR btz
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Table 3a Influence of Intravenous Single Administration of Thymoxamine on Blood Pressure, Pulse Rate
and Body Temperature

Case No. Minutes after administration

Dose Items Before :
(Subject) 5 10 20 40 60 _ 120 180
1.(Y.T) B.P. 126/64 127/64 128/58 118/54 126/70 120/70 118/60 120/58

2mg,

Dy P.R. 72 73 70 67 ! 74 66 66

single B. Temp. 36.6 36.5 36.5 36.5 36.4 36.4 36.5 36.6

2,(US) B.P. 120/70 | 100/56 100/58 104/58 110/38 108/60 106/50 105/54

P.R. 77 80 76 80 75 74 76 77
B. Temp. 36.6 36.5 36.6 36.8 36.8 36.6 36.6 36.6
3.(T.M.) B. P. 111/63 108/62 108/58 102/56 100/52 100/65 116/60 110/50

P.R. 53 62 55 49 53 55 63 57
B. Temp. 36.3 36.2 36.3 36.1 36.1 36.2 36.3 36.1
119+7.5 (112+13.9({112+14.4| 108+8.7 {112+13.1{109+10.1|113+6.4 | 112+7.6
—_— " |

66+3.8| 61+4.2 | 58+0.0| 56+2.0| 53+16.7| 65+5.0 | 57£5.8 | 54+4.0
P.R. 67+13 72+9 67+11 65116 6612 68+11 687 6710

Mean+SD.| B.P.

B. Temp. |36.5+0.2(36.4%0.2{36.5+0.2|36.5+0.4(36.4+0.4(36.4+0.2(36.5+0.2(36.4+0.3

Table 3b Influence of Intravenous Single Administration of Thymoxamine on Blood Pressure, Pulse
Rate and Body Temperature

Case No. Minutes after administration
Dose Items Before
(Subject) 5 10 20 40 60 120 180
1.(Y.T) B.P. 110/62 108/60 108/62 120/60 116/62 112/62 100/36 106/78
5mg,
iv. P.R. 64 61 67 63 61 61 64 58
single B.Temp.| 36.4 36.3 36.2 36.1 36.3 36.2 36.4 36.4
2.(US) B.P. 102/50 104/48 110/42 108/38 110/44 108/48 114/60 120/42

P.R. 65 69 70 73 67 67 66 77
B.Temp.| 36.5 36.4 36.4 36.4 36.4 36.4 36.0 36.3
3.(T.M) B.P. 100/58 98/50 102/48 100/50 106/64 104/50 106/56 116/48

P.R. 42 51 45 44 49 54 51 54
B. Temp. 36.3 36.

6.1 36.1 36.0 36.0 36.0 36.5 36.7
104+5.3 | 103+5.0 | 107+4.2 [109+10.1| 11145.0 | 108£4.0 | 107+7.0 | 114+7.2
MeantSD.| B.P. | _— |_— | _— _

'\

P e
53+7.6 | 51+12.9| 46%3.5

57+6.1 | 53+6.4| 51+10.3| 47£11.0| 57%11.0
P.R. 57+13 60+9 61+14 | 60x15 59+9 61+7 608 6313
B. Temp. |36.4+0.1|36.3+0.2{36.2+0.2(36.2+0.2|36.2+0.2|36.3+0.2|36.3+0.3|36.5+0.2
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Table 3¢ Influence of Intravenous Single Administration of Thymoxamine on Blood Pressure, Pulse

Rate and Body Temperature

Case No. Minutes after adminstration
Dose Items Before
(Subject) 5 10 20 40 60 120 180
1.(Y.T) B.P. 102/50 104/36 80/34 100/38 104/36 104/40 107/41 109/43
10?5: P.R. 64 70 7 80 74 75 71 73
single B. Temp. 35.3 35.2 35.3 35.7 35.4 35.4 35.6 35.6
2.(US) B.P. 104/60 102/50 102/48 100/44 106/58 108/60 105/50 102/40
P.R. 76 75 75 73 66 71 71 75
B. Temp. 36.7 36.6 36.6 36.6 36.2 35.9 36.0 36.1
3.(TM) B.P. 110/58 100/44 98/40 100/40 106/50 108/47 114/40 104/50
P.R. 50 60 62 57 51 52 57 56
B. Temp. 36.6 36.3 36.2 36.2 36.3 36.3 36.5 36.6
105+4.2 [ 102+2.0 | 93+11.7 | 100+0.0 | 105+1.2 | 107+2.3 | 109+4.7 | 105+3.6
Mean+SD.| B.P. __— | |
56+5.3 | 43£7.0 | 41+7.0 | 41£3.1 | 48£11.1|49+10.1 | 44+5.5 | 44%+5.1
P.R. 63+13 68+8 707 70+12 6412 6612 668 68+10
B. Temp. |36.2+0.8|36.0+0.7|36.0+0.7{36.2+0.5(36.0+0.5{35.9+0.5|36.0+0.5|36.1+0.5
#E#E No. 113, B 5RTMEA 102/50 TH - fed mmHg 2mg, i.v., Single
%5, #4510 min #c MFE 13 80/34 LAEF Lo = AN SBP.
DBERIER 2fEbsh >t ChTaemic  § 0 \T\“”\**””““‘—_“
I L, 20 min 4002 100/38 & 75> 7ot SRemiE £ 0] |
B, BB, TR MEREOCE g Ol — — osp
TL, 22min $12i280/20 &7 D IRFHIX 64 2> B 50 1
5 80 ~ LHEHN L 7=, 24 min i3 BARCEE L, 07
IFE 2 110/60 & 75 b BR¥EE S il L 7. Bu0]
3) Mgk 5 ECG« EMimE « frs 5%
B IR« KRR R - FRE OB EaC
ECG 135\ CREENR 75 & 0 RAFT B12 2 flic 3 j%‘éj |
BRI h o 7o 25 Betores e 120 180

IFEHAIMAE 3, 2 mg, Smg TIXEL Lol
75, 10mg TieRfE T L. Fig. 4 iz 14|
7. Bic FREwHBE Nol i, ®EE 20
minDF M, PERHESERIETL, BE R
a8 50min FEL 2. PRI MEE T
P ER U2, 2~3min TIETF LF 0% 1Tk
B L b fE DB L7 (Fig. 5).

— iz, TEHERE  FEORME, FHEOK
BE ERBER* =L Fig. 4B cxo—fl%

Time after administration (min)
Fig. 1 Changes in blood pressure, pulse
rate and body temperature of three
subjects after intravenous administ-
ration of 2 mg thymoxamine.
S.B. P.; Systolic blood pressure
D. B. P.; Diastolic blood pressure

AT, FER, —BNOETELERL, BREE
R, kbR L5, BIEEBRR LG
EAETL L 10 mg #5351 BB fe i
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A& T o—fltiy, MEETHE, B, FZ,
FREIFTAFND 0.2, 0.4, 0.7°C TEEL . 8
TRERE R 21 0.3°CET L. BRI
# 15min , FIEEIIRENE 138 50 min #E L1
(Fig. 6). @Mz —EDOEAEERI fer -t
P, BMMERETH CIMET 2R LA BRI
FERHLENIED bR ieh - 7.

4) WHRIEH 10 mg ERRIC R W THRIE LT
MERIE ST Table 4 iR L7, 3% & EHRER

5mg. i.v., Single
mmHg ¢

Blood pressure

Pulse
rate

LIS LI L L L B O |

60 120 180
Time after administration (min)

temperature

Before 6

Body

Fig. 2 Changes in blood pressure, pulse
rate and body temperature of three
subjects after intravenous administ-
ration of 5 mg thymoxamine.

S. B. P.; Systolic blood pressure
D. B. P.; Diastolic blood pressure

thymoxamine

10mg:
iv.

B.P.
100

FRL T 5.

5) IMU/IMRERERE @ M/ MROBRES IR EFTE T
—ZBDEITFED b ish - 1z (Table 5).

3. ERARMRERIE

1) mEFENBRE  REFRIAD ORI -
7z (Table 6).

2) MmREILFRHKRE . Table 6 iz DfER%
R, BEMERRLLCD DR

3) R##E : #%%E No2 (U.S) iz 2mg &5

10mg. i.v., Single

L 2
130 mmHe 4

204 '
ol .| SBP.
1004 ‘\T"‘/F’—‘\"
90+ )

80 i
704
60

40ﬂ

'

Blood pressure

Pulse
rate
“
=1

TTTTTTTT T 7T

Before (])' 60

Time after administration (min)

temperature

Body

Fig. 3 Changes in blood pressure, puse
rate and body temperature of three
subjects after intravenous administ-
ration of 10 mg thymoxamine.

-S. B. P.; Systolic blood pressure
D. B. P.; Diastolic blood pressure

P.R.
100

mmHg WW\/MW’M -mmHg

509

ST e ST N e g T T s, TN S

I(—IOmin.—x]

Fig. 4-A Influence of thymoxaine 10 mg i.v. on systolic blood pressure and

pulse rate.

——Systolic blood pressure

------ Pulse rate



% 24 hr TIREABME AR L2, ok icf]
LEFER Rk {, 5mg, 10 mg HERICITRE
HEMTH D, ficdREFTRIZED bhith -
7z (Table 6).

4. EHEHRE

1) IR E : 10 mg #4580 DAM & Met
-X oI 3 Table 7 & Fig. 7 iR L7225
ZOX IR 13K 83 min TH 5.

2) IRepBEfE : 24 hr DRt 5 B 20.3% 7
PRt X 5. 24-28 hr BRI S ABTH- 2

40°C
10mg thymoxamine
1.v. injection
/1
r&...:ﬂ.‘:‘mw
3 /74
Vet ¥ 35°C
~4 v
> 1. forehead
2. Palm
3. Finger tip
4. Sole
30°C
y—ZOmin-;l

Fig. 4-B Influence of thymoxamine 10 mg
i. v. on body temperature.
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(Table 8, Fig.8).

3) FEhBEM: 3HE ¥ cEHic DAM &
Met-X 2338 bt 2y, Wi E 12 2.0% 12+ &
7~ (Table 8).

z £

ARENL o ZTEEEMFITH O, BIRPES
X T, R, mMECEELksIiEToL
AFREINA. SETD 10 mg BIRAEE OB
Bz B\ Tix, TEOBE O MR KIEH 28
HEIINh T B, 2T, AEF A BIRN K53
DBl T, HHREOREEHERL, MITEE

10mg thymoxamine
I i.v. injection

1
rdl2
~{EE§§?;M

blood sampling
1. Forehead
2. Sole
3. Palm
4. Finger tip

35C

30°C

20min.

Fig. 6 Influence of intravenous administ-
ration of 10 mg thymoxamine on
body temperature.

Systolic pressure

—-—--Pulse rate
Blood sampling
20min. after 10mg Thymoxamine PR
| .R.
B.P. 100/min
100
mmHg|, y NN e e s
504 150
F—10min: 3 —
Fig. 5 “Acute hypotension” observed after intravenous administration of

10 mg thymoxamine.

—Systolic blood pressure
------ Pulse rate
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Table 4 Influence of Thymoxamine on Re- Table 5 Influence of Thymoxamine on Pla-
spiratory Resistance telets Aggregation
10 mg, i. v., single (cmH, 0/1/sec) 10 mg, i. v,, single
Case No. 10 mg Case No. before after
Height (Subject) (%) (%)
(Subject) Before After
1. (Y.T) 75 87
1. (Y.T) 177 cm 2.20 2.40 2. (U.S) 81 66
2. (V.S) 162 cm 2.20 2.90 3. (T,M) 80 82
3. (T.M) 174 cm 2.40 2.50

Table 6 Values of Laboratory Tests

Case No. WBC RBC Hemoglobin Hematocrit Platelet
Dose (/mm?®) (x10*/mm?*) (g/dD) (%) (X10*/mm®)
(Subject) before | after | before | after | before | after | before | after | before | before
omg. iv 1. (Y. T) 8300 7800 487 473 14.9 14.6 43.4 42.0 17.3 16.9
sin lgey o 2. (U.S)) 8200 7100 487 470 15.0 14.7 43.2 41.0 24.6 31.9
g 3. (T.M.) 7000 5900 499 487 16.2 15.9 45.8 44.9 25.9 16.3
5me, iv 1. (Y.T.) 7100 8000 444 494 13.7 15.1 39.3 43.7 21.5 16.4
sin lge' o 2. (U.S)) 7900 7100 462 451 14.1 14.0 40.5 39.0 30.0 36.1
g 3. (T.M)) 5800 6400 453 473 15.1 15.5 41.7 43.2 34.1 26.3
Jomg. iv 1. (Y.T.) 7000 7800 448 450 13.8 13.8 39.7 39.1 27.0 17.3
sin lgé o 2. (U.S.) 8100 8900 479 474 14.7 14 .4 42.2 41.2 36.3 27.3
g 3. (T.M.) 6100 7300 476 486 15.4 15.7 43.3 44.0 33.5 32.9
Prothrombin time Total protein A/G-rati Direct bilirubin Total bilirubin GOT
(sec) (g/dD) cratio (mg/dl) (mg/dl) (Karmen-U)
before after before | after | before | after | before after before after | before | after
28.8(34.6) | 30.8(32.1) 7.2 7.4 1.6 1.7 0.11 0.10 0.21 0.43 29 35
26.8(34.6) | 31.9(32.1) 6.6 6.6 1.5 1.6 0.03 0.08 0.24 0.25 27 23
28.1(34.6) | 28.9(32.1) 7.0 7.1 1.4 1.7 0.08 0.13 0.19 0.76 23 22
26.9(32.4) | 31.1(32.5) 6.8 7.0 1.5 1.5 0.13 0.05 0.69 0.38 17 24
26.9(32.4) | 29.0(32.5) 6.2 6.6 1.6 1.5 0.13 0.03 0.61 0.30 17 29
28.6(32.4) | 33.0(32.5) 6.4 7.1 1.4 1.7 0.13 0.05 0.69 0.19 17 28
25.8(33.6) | 29.8(30.8) 7.1 6.8 1.5 1.5 0.16 0.05‘ 0.45 0.27 21 19
27.8(33.6) | 31.2(30.8) 6.8 6.6 1.7 1.5 0.19 0.11 0.54 0.56 29 33
27.6(33.6) | 28.8(30.8) 7.0 7.0 1.7 1.6 0.16 0.08 0.65 0.53 16 21
GPT LDH Al-P Ch-E LAP BUN Creatinine
(Karmen-U) (0] (Q8))] (apH/hr) w (mg/dD) (mg/dl)
before | after | before | after | before | after | before | after |before | after | before | after | before | after
23 33 63 72 47 48 0.8 0.8 14 14 15 18 0.9 1.0
16 18 63 58 37 39 0.9 1.0 16 16 18 19 1.0 1.0
15 17 54 54 55 56 1.1 1.1 16 16 9 15 1.0 1.0
16 18 72 67 45 48 0.8 0.8 14 16 15 16 1.0 0.9
13 20 63 54 35 37 0.9 1.1 16 17 14 18 1.0 0.9
11 16 54 54 55 59 1.1 1.1 16 16 12 15 1.0 1.0
15 11 63 54 47 48 1.0 0.8 16 17 13 13 1.0 1.0
21 18 63 63 39 40 1.1 0.8 17 16 11 13 1.9 1.0
15 10 67 67 55 55 1.1 1.1 19 17 10 8 1.0 0.9
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Table 6 D> %

Total cholesterol | Triglycerid Na* K* Cl- M y-GTP

(mg/dD (mg/dD) (mEq/1) (mEq/1) (mEq/1) AO )
before | after | before | after | before | after | before | after | before | after | before | after | before | after
168 169 158 117 139 144 4.6 4.5 107.3| 105.4 24.1 28.0 20 19
148 163 74 106 148 143 4.9 4.5| 104.8| 106.2 28.3 31.8 24 26
160 165 98 72 146 147 4.6 4.1 104.5| 104.9 31.4 34.6 16 16
161 149 87 78 143 140 4.3 3.8| 105.9| 105.1 26.0 23.2 21 28
152 155 69 67 145 142 4.5 4.2 105.3| 106.2 28.6 31.4 18 31
137 127 73 67 144 144 4.8 3.9| 103.3| 104.5 29.5 28.9 10 21
139 140 75 65 144 143 4.4 4.6 102.3| 105.3 26.5 26.8 23 21
157 156 76 57 141 140 4.0 4.1 102.5| 102.7 34.2 32.6 25 24
141 143 71 64 144 141 4.0 4.4 101.7 | 101.4 37.7 32.3 16 13
?mugc/%sl% U;ﬁle Url(r;ggp/iﬁgem U?rr;lt;/sglg)ar Urine urobilinogen | Urine occult blood

before | after | before | after | before after before after before after before after

89 75 6.0 6.5 - - - - + + - -
98 96 6.0 6.0 - +(57) - - + + - -
90 86 5.5 6.0 - - - - + + - -
101 93 6.5 6.0 - - - - + + - -
71 86 6.0 6.0 - - - - + + - -
88 79 6.0 6.0 - - - - + + - -
85 99 5.5 6.0 - - - - + + - -
81 79 6.0 6.5 - - - - + + - -
86 90 6.0 5.5 - - - - + * - -

Table 7 Plasma Levels of Thymoxamine and its Metabolites in Subjects after Intravenous
Single Administration of Thymoxamine
10 mg, i. v., single

Plasma level (ug/ml)

Case No. t1/2
Time after administration (min) )

(Subject) (min)
5 10 20 40 80 160
1. (T.M.) DAM 0.63 0.40 0.25 0.20 0.20 0.10
Met-X 0.12 0.10 0.05 0.05 0.05 0.05
DAM +Met-X 0.75 0.50 0.30 0.25 0.25 0.15
2. (Y.T) DAM 0.55 0.30 0.20 0.20 0.10 0.05

Met-X 0.10 0.10 0.15 0.05 0.10 0.05

DAM+Met-X 0.65 0.40 0.35 0.25 0.20 0.10

3. (U.S) DAM 0.60 0.30 0.20 0.15 0.10 0.05
Met-X 0.15 0.07 0.10 0.15 0.10 0.03

DAM +Met-X 0.75 0.37 0.30 0.30 0.20 0.08

Mean pAM | 059 0.33 0.22 0.18 0.13 0.07
+S.D. +0.04 +0.06 +0.03 +0.03 +0.06 +0.03
Met-X | 0-12 0.09 0.10 0.08 0.08 0.04
+0.03 +0.02 +0.05 +0.06 +0.03 +0.01

DAM +Met-X 0.72 0.42 0.32 0.27 0.22 0.11

+0.06 +0.07 +0.03 +0.03 +0.03 +0.04 83
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ug/ml
1.0

10mg, i.v., Single

t 4=83min

0.1
051020 40 80
Time after administration (min)

160

Fig. 7 Plasma level of thymoxamine and
its metabolites after intravenous
single administration of thymoxa-
mine.

9% of dose

30F
o—— Total
&4 DAM
[= TR a Met—X
20F
................. -
FoS e P
10 o e )
u: ,u_ ________ o
'ﬂ N N ) ‘
v 2 24 48 hr

Fig. 8 Cumulative excretion ratio of thy-
moxamine and its metabolites in
urine after intravenous administra-
tion of 10 mg of thymoxamine.

Table 8 Comparison of Urinary and Fecal Excretion of Thymoxamine and its Metabo-
lites in Subjects after Intravenous Administration of 10 mg of Thymoxamine

10 mg, i. v., single Urinary and fecal excretion (Dose %)
Case No. Time after administration (hr)

Total

(Subject) 0— 24 24 — 48 48 — 72
1. (U.S) Urine DAM 11.2 0.9 12.1
Met-X 10.4 0.3 10.7
DAM + Met-X 21.6 1.2 22.8
Feces DAM 0.3 0.2 0.1 0.6
Met-X 0.5 0.3 0.4 1.2
DAM +Met-X 0.8 0.5 0.5 1.8
2. (Y.T) Urine DAM 8.6 1.6 10.2
Met-X 3.2 — 3.2
DAM +Met-X 11.8 1.6 13.4
Feces DAM 0.3 0.2 0.3 0.8
Met-X 0.6 0.5 0.3 1.4
DAM+ Met-X 0.9 0.7 0.6 2.2
3. (T.M.) Urine DAM 11.5 1.4 12.9
Met-X 4.1 7.9 12.0
DAM + Met-X 15.6 9.3 24.9
Feces DAM 0.3 0.3 0.2 0.8
Met-X 0.6 0.4 0.3 1.3
DAM+ Met-X 0.9 0.7 0.5 2.1
Mean Urine DAM 10.4 1.3 11.7
Met-X 5.9 2.7 8.6
DAM + Met-X 16.3 4.0 20.3
Feces DAM 0.3 0.2 0.2 0.7
Met-X 0.6 0.4 0.3 1.3
DAM + Met-X 0.9 0.6 0.5 2.0
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