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Pharmacokinetles and pharmacodynamics of two mor-
phologically homogenous Forms of Eamotidine per os in
Chinese henlthy volunteers

LIU Gao — Lin, GAQ Shen, WANG 5Shi — Xiang,
SHEN Wen—Juan'. TAN Jian—Quan

( Department of Clinical Pharmacology, Changhai
Hospital, Second Military Medical University, Shang-
hai 200433, China)

ABSTRACT The Ig C of famotidine (Fam) A and B
forms in plasma s time curve following a single oral
dose of 40 mg showed an one-compartment open model
in 5 healthy volunteers. The Tike of Fam A and B
forms=3.06 and 3. 48 h, Tox=2- 96 and 2. 68 h, The
Crux=115 and 145 ng * ml~!, AUC=511 and 1190 h
» ng » ml™', respectively. No significant difference
was found in the pharmacokinetic and pharmacodyna-
mic propertics between Fam A and B forms. The
mathematical model deseribing the whole course of
blood concentration of Fam A and B forms in relation
to inhibiting effects on gastric acid were: E (A)=100

CEO/(CEM 415, 0™ and E (BY =100 = CV9/
(C*7 4 14. 0V 7). Predication of blood drug concen-
tration from pharmacodynamics or wice wersa became
possible using the mathematical equations.
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MNE EXARNE po EHBT Fam) A KB &
Wmg IFEATHNHER - SHY A GWERN
Tix 53814 3.06 h # 3. 48 hy  TwafH 5N 2. 96
2.68h; Come: 23 ¥ 115 # 145 ng *» ml™'; AUC 435
% 8111190 h + ng » ml™'. MZFHESME EHES
WedBHREXFER A RN EA) = 100 2"/

(C* 415,00 %); B f ¥ E(B) = 100« C4-87/(C9
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H GEERELFERTFEAN T B RER
Zollinger —Ellison £2-& AEMI{T """, Fam [{
FRBEEA mp, IRAEFAEEERMNE
B4, BEXFAHB Fam AGANAEEEE
B % B BR 5 MR A somRaRaE. R H L
EA T HEREHME Fam A S B {7 E
B ALHBT T AW TERBNERR.
Zi UL E BB A AR HRAEMN DK Y
WHR R AARXE, & Fam I T kA=
FGER Y A 52 2 K4E.

MATERIALS AND METHODS

{228 Hitachi 655A-12 A EEM RHE
Bt -

R®  Fam A REES. mp'l70C., S
99, 17% ., §t2 890916; Fam B R #E ¥R, mp 163°C.
STHE 99. 23%, #S 000203; Fam XK (A &, 20
mg/fr. # B 900201, B S, 20 mg/}r. B
9001061, ¥d LR EH T FRERLL.

HRMR MELEE 10A, HSRA. BH
#l, §415 A, EAEBSHY 21,045 0.7 #1 20. 8+
0.4a, fREHF K594 M59L6 kg, HFFN
17143 §1 171 +4 om. KRITERFEHEEE. T
CERHHERY. 4 vk RRFEMREE. HERE
SFRMWHBES, ZRLHG. KHREZHEZS,
12 h AR 20K, EREHE 20-25C.

mEREMNE F A HPLC £ W2 Fam M1
B, BRAMMmE 0.5—1.0ml, A PT&EME, Z
B 1lm i, WEREK.- SR, Ki§ 0THRER
F, %EWAHAHAC 0. 17 mol - L' 50 pl 54, B 10—
20 pl HPLC ##. Fam 3RESHRME S 1 ng, 0
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¥RERMKER Sng-ml™'y HEHERER
36.9%, HHSHBEH CV [ F 6%.

RESTULTS

Fam R#EPTHE A, BEAZRZER
#] po Fam A (5 B &) 40 mg, TLHAME
#2555 0.5, 1, 1.5+ 2, 3, 4. 5, 6, 7. 8, 10
112 h by AR KB I 2. 0—2. 5 ml. DHFFE
PR ORI 0.5—1. 0 ml. ¥ ZZ54KE,
HE MR S FRE—SEE (Fig 1).

Famotdine / ng » ml”

Gastric acid output / mmol « L

Time/ h

Fig 1. Famotidine A()) and B ({§} concentrations in

plasma end effect of A (%) and B ([]) on gastric acid

output after po 40 mg in 5 hesithy volunteers. x+s.
*P>>0.08 vs A form.

I FF 78 ML 25 PK BE — 6 1) 348 7F IBM —
PC it 4L L H MCPKP #541gh hE B F7H
HEAARE, FR—ZEART -EHE. E—%
MADR AW N E S (Tab 1), t BRER
7B Fam A &fl B R EWFIHE SR EE
EEE(FP >0.05).

Fam B#5 8%

1 FHpH. A I FF®H S L INE
RREZWAE, KRBRGWNEHEARTE, T
HES, a3 h (FI[RITEE A2
kP&)s ﬁaﬁ\ﬁ’ a%%m%giﬁ PHI ﬁ:ﬁl‘&%
HMERASGLE, ZRE®, WES ml, H
NaOH 0.1 mol-L Y% &, it HEM G EW
B, 2 TFHHESAFERAEELENZHE
pH: ERENERTHER, SRBXEN HH
A BB R IS T L2 PR A Hh B Bt ] (Fig 1

'

1 Fig 2).

Tab 1. Pharmacokinetic parameters of famotidine
forms A and B after po a single dose of 40 mg In 5
bealthy volunteers. x+s. " P>0.05 vs form A.

Parameters Famotidine A Famotidine B
K. /h! 0. 92+ 0.57 1. 040. 57
X./h™? 0.2440.06 0.2140.067
T%x_.fh 1. 03+ 0.56 0.940.5"
Tix /h 3.0610.75 3.54+1.0"
Tox’h 2.96+0.75 2.7+0.6"
€ e g 1l 115+23 1454+ 85
AUC/nghml™ 8114475 1190+ 740"
Lag time/h 0.60+0.18 0.5+0.3"
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Fig 2. Gastric pH after po (amotidine A (1) and B
(@), and gastric juice after A (<) and B ([} 40 mg
in 5 benithy volunteers. x+s. ~P>=0. 08 w5 A form.

2 Fam @i AL A8 5hirdl a2
2 FHEIEMEBHNER>BESMAEE
iEW Tab 2.

LU PR E ChiE— M2k Baa B 8
HEE MR, AR =Rl — A&
{6 /ZRE{H) X 1000 5B KM EE E. Ot it
BAEL0O X RAHEE e[ E «(Ena—EX ' A
Yih, MG AXTE g C o, Z¥R1g
S 5(KB Fam A 8K Hill ZR(ELNSE
) b=2.04, ECy (HETFS0%RIXHN
Bf 4 Fam P #15. 0 ng+ml~'. Fam B & &l
B h=1.67, ECyo=14.0 ng-ml *. ¥GHFH
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Tab 2.
acid output. n=5, x+s.

Famolidine A and B concentration In piasma after po 40 mg in relatlon to inhiblting effect upon gastric

Famotidine /ng +*mi ™!

Intragastric acid output/mmol

Time/h A B A B
Control 4.B1+2. 6 4.812. 6
2 119444 0.381+0.14
3 120451 1574101 0.1240. 04 0. 02440. 010
1 103153 147198 0.1140.05 0. 0440.02
5 81+t51 1281+ 86 0.13+0. 09 0.041+0.03
& 73143 107 4+73 0. 174£0. 14 0.0440.03-
7 86452 0.2140.05
8 50120 6852 G 4740.23 0. 4840. 29
10 33%10 37420 0.B40.4 0.8540.21
12 2045 25413 1.54£0.5 1.34£0.3

ﬁﬁ/& Hill jfﬁ EIEM"Cb.f(Cb"FECEG) H 5}
BRB Fam A S B S L7505 ¥ 0
XKF EA)=100-C**/(C**+15. 0*™); E(B)
=100-C¢5/(CH-5T414. 0-57).

DISCUSSION

Fam A 4 B SE A T3 R 2. 9670
2.7 h, H Fig 1# Fig 27U BAEA RN
ERMH4hEtAHR, HRERAFSARRT
PP AZEEMFERNEFE — TrE
B, s Fam LSRR AT, B#
B8 YL G FF BT 5L

Pl AR R e B IR AR, FIA Hill
FEEFEHE Fam A SSHB SN2 E —
B BERER, W TFHEMLGEE S

xR, SEMEESHETRRERGHES

Af—ENSEMH B THHEERETY
ML L, EHAHHI yEES LA
XML h SRR EE.

Y HtIRE®, Fam ) ECo.913 ngeml ™,
EBFFS B ME Fam A BFT B KAy ECi
15.0 ng+*ml™'#114. 0 ng +ml™", 7 M; & BE 6,
WK LRES WA ERSHESIELHIMM,
ey BE AR — &8, Fam A & B S8R
i HA | 5> B0 % In 3096 H1 26 %0, 1T 7 3 ik BE
B, AREHAEY, THVHSSFREAHAT
BEAFEChEiEF. o Fam A 5 B &40
mg, RS W BRIXMHELS B HI7H/9%.

-

A#E12 h et EE8 K M72%, AR
E ™ Fam LitR A BB &, MEXAHR
SUHMALBNMBAEML, BRRWERT.
Fam R[] & 8 0976 e e iR 9%
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