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WEINTEHROLNL W E L THERMEDES
E S, HEMAE & o T2,

2) BN DA
4%, Claim 1: Use of a prolactin reducer

for the preparation of a medicament for the

inhibition of neoplastic growth in a mammal,
comprising . administering to said mammal
said reducer at a predetermined time during
a 24-hour period. & D7 L — LA CTHEDIHE -
72h3, FTELE - EATERINE L TR S 7z,
4 oA A LT, 3R
T570/92% 5 IH LT, [AREIXGEHETEL LT
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3) KEOFAREH
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T ZOLEEITHIBRE SN, FFLMSshin
%%%ﬁ%bfwéﬁw%tﬁwt[iﬁﬁt
(GRS & B ARSI B DALIE J7i:, KOt
A%Kd%%® SW T, COBEX, Zhb
DWTNDPOFFEIZBNTHIT 5720 DEE
W, FECWESUSHEIIEH L 2] v
IXET()HEE LTEIME N,
QIR D545 (5) HTIE, [H 2 HK V% 3H
\&, #8535 (c) I2 BT % HIET DU % % 5558 D
ERICE L, YA EITERICEENE W
ZERSEME LT 4 HOWE UM D%
AFEZ IR L 2o ] ERES TV D,
EP584001, US5621001, 5641803, 5665761,
5670537, 6414014
XL B D i AR & DL ISR D 72
(1) HFAENFEZ L —24
(B&k7 L — L EP964677)
1. The use of buprenorphine in the preparation
of a transdermal delivery system for treating
pain in a human patient for a dosing interval of
7days, said transdermal delivery system being
suitable for administering buprenorphine trans-
dermally to a human patient by applying the
transdermal delibery system to the skin of a
patient, and having a mean relative release
rate of about 0.3 ug/hr to about 9 ug/hr from
72 hours until 168 hours after the initiation of
the dosing interval such that mean plasma con-
centrations are provided as follows: a mean
plasma concentration from about 0.3 to about
113 pg/ml at about 6 hours after initiation of
the dosing interval; a mean plasma concentra-
tion from about 3 to about 296 pg/ml at about
12 hours after initiation of the dosing interval; a
mean plasma concentration from about 7 to
about 644 pg/ml at about 24 hours after initia-
tion of the dosing interval; a mean plasma con-
centration from about 13 to about 753 pg/ml at
about 36 hours after initiation of the dosing
interval; a mean plasma concentration from
about 16 to about 984 pg/ml at about 48 hours
after initiation of the dosing interval; a mean
plasma concentration from about 20 to about
984 pg/ml at about 60 hours after initiation of

the dosing interval; a mean plasma concentra-

M OB B OHE

tion from about 20 to about 1052 pg/ml at
about 72 hours after initiation of the dosing
interval; a mean plasma concentration from
about 23 to about 1052 pg/ml at about 96 hours
after initiation of the dosing interval; a mean
plasma concentration from about 23 to about
1052 pg/ml at about 120 hours after initiation
of the dosing interval; a mean plasma concen-
tration from about 22 to about 970 pg/ml at
about 144 hours after initiation of the dosing
interval; a mean plasma concentration from
about 19 to about 841 pg/ml at about 168 hours
after initiation of the dosing interval;
(i) At
1B EHofEMIEE T, 516ID1 (FBREMIZT Y
LINT 4 v RS 52 AT A% BR), D5
(10mg7 7V / V7 1 ¥ %40-100ug/hour TG
T HREE Sy FEBIR), D6 (30-90H [, #ER
T TV VT 4 v e fifegd 5 2 12D nTh
R) AZHEEDWTHHE SR E S, D1&D2-D4
ZNENOMAERIZ L D ESEIBESNL, Z
Zxd LC, AL, DLIZIZZ L — A 1ZECH
D55 (plasma concentration?20~1052pg
THhb) OFR#HH» 7% <, D5ICIF [extended
period of time] (ZDWTEEHATZ: <, D6IZIT,
plasma BUFLEREL VY, release rateZ:12D
TR %2 <, D2~DACiE 7 7L /v 7 4~
L:ouxfﬁﬁﬁiﬁ‘& {, DI:#ETTHESMX
WMZEH7-6 L VEDKEEIT> 720
2 [0 H O MR T BLESE O fI I RE &
N, WL RO LB ERVPAWMETH 1 845
DHEZN ISR VWEOHM A% SN, I
WZxF LT, HBEAIX, 7L —2EHWHED “The
use of buprenrphin in the preparation of a
medicament for a method of treating pain” 7%*
5 “a method of” ZHIK:, “transdermal deliv-
ery device” % “transdermal delivery system”
EHIE, Yisystem & FZJE FICE RS € 5 B
% “for at least 5 days” &9 5 LEZBMT S
MHIEZAT 2 72,
3B HOIEHIEH TIZD7E L Tz 25161255 |
AL, FHE - ERESRE SN, Lo
FFOT 7 L= AICHIIET A 2 S X D EFIT a7,
Thbb, KWL “The use of buprenorphine

in the preparation of a medicament for a
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method of treating pain” T& - 7= I H°
“The use of buprenorphine in the preparation
of a transdermal delivery system for treating
pain” &7 0, [FEIFULE )71 0D 728 O FEHFH
DI=dDT TV VT 4 YOl TIERRD S
N o 72 (845:) 2% DIETHLE D728
DIEZREEY AT LORHED 20D T TV )V
74 O] TIERBDH LN,

IR E RO AR 2 LT IS 72,

(i) US5968547 : %:§k 7 L — 4

A method of treating pain in a human patient,
comprising administering buprenorphin trans-
dermally to said human patient by applying a
transdermal delivery system to the skin of a
patient, and maintaining said transdermal
delivery system maintaining a mean relative
release rate of from about 3 ug/hr to about 86
ug/hr and providing a substantially first order
plasma level increase of buprenorphin from the
initiation of the dosing interval until about 72
hours after the initiation of the dosing interval;
and a mean relative release rate of about 0.3
ug/hr to about 9 ug/hr and providing a sub-
stantially zero order plasma level fluctuation of
buprenorphi from about 72 hours after the ini-
tiation of the dosing interval until the end of at
least the five-day dosing interval, suvh that the
following mean plasma concentrations are
achieved: a mean plasma---LL T &

(i) HAFE

US596847, US6231886, US63442120\ 51 d 1
HHOEMBEORE, FisNTWwb, 3L
bWEHTELE L THFICR > TV DN,
US596847 3% 5-14 72 [ & 55 & L 72 i #4 THH|
DB ELZHFEOHMICEE L TWib,
US623188613xf iz 4 ¥4 4 FHE M ICHR
L, #5143 HHEOFH ORI & % Fw Of
PHICBRE LTB Y, US634421213fF %% ¥ A
T LADEENOEMS LR L b5 HMTH A
BOMRENZ SN 2T, US596847 & Ftk,
Ma 5% DR ERM B2 0T T L /v 4
CIMAERE A BLE STV b,

Bekr L — 2 (EP827408)

1. Use of insulin like-growth factor-I (IGF-I) in

the preparation of a medicament for adminis-

1 B & I Vol5s8

tering to a mammal so as to sustain its biologi-
cal response in the treatment of a chronic dis-
order in the mammal wherein the administra-
tion pattern of the medicament comprises
administering a therapeutically effective
amount of IGF-I to the mammal to provide an
exposure to IGF-I that is continuous or at least
once a day consecutively over a period of days
that provides the maximum biological response
in the mammal, then discontinuing said admin-
istration by means of a continual lack of treat-
ment or a lack of treatment for consecutive
days over a period of days equal to or less than
the number of days during which the IGF-I
was previously administered, then administer-
ing a therapeutically effective amount of IGF-I
to the mammal to provide an exposure to IGF-
I that is continuous or at least once a day con-
secutively over a period of days that provides
the maximum biological response in the mam-
mal, then discontinuing said administration by
means of a continual lack of treatment or a
lack of treatment for consecutive days over a
period of days equal to or less than the number
of days during which the IGF-I was just previ-
ously administered, and repeating this pattern
of administration and discontinuance of admin-
istration for as long as necessary to achieve or
maintain sustained biological response in the
mammal.

13. Use of insulin-like growth factor-I (IGF-1)
in the preparation of a medicament for treating
chronic renal failure in a mammal wherein the
administration pattern of the medicament com-
prises administering a therapeutically effective
amount of insulin-like growth factor-I (IGF-I)
to the mammal to provide an exposure to IGF-I
for from about three to twelve days, then dis-
continuing said administration for from about
two to seven days, then administering a thera-
peutically effective amount of IGF-I to the
mammal to provide an exposure to IGF-I for
from about three to twelve days, then discon-
tinuing said administration for from about two

to seven days, and repeating this pattern of
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10)

administration and discontinuance of adminis-
tration for as long as necessary to achieve or
maintain sustained renal function in the mam-
mal, said time periods of discontinuing adminis-
tration being for a period of time equal to or
less than the time period during which the
IGF-I was just previously administered.

Biky L— 2 (US5741776)

1. A method for administering insulin-like
growth factor-I (IGFI) to a mammal so as to
sustain its biological response in the treatment
of a chronic disorder in the mammal compris-
ing administering a therapeutically effective
amount of IGF-I to the mammal to provide an
exposure to IGF-I for a period of time that pro-
vides the maximum biological response in the
mammal, then discontinuing said administra-
tion for a period of time equal to or less than
the time period during which the IGF-I was
previously administered, then administering a
therapeutically effective amount of IGF-I to the
mammal to provide an exposure to IGF-I f or a
period of time that provides the maximum bio-
logical response in the mammal, then discontin-
uing said administration for a period of time
equal to or less than the time period during
which the IGF-I was just previously adminis-
tered, and repeating this pattern of administra-
tion and discontinuance of administration for as
long as necessary to achieve or maintain sus-
tained biological response in the mammal.
(US5565428)

1. A method for treating chronic renal failure
in a mammal comprising administering a thera-
peutically effective amount of insulin-like
growth factor-I (IGF-I) to the mammal to pro-
vide an exposure to IGF-I for from about three
to twelve days, then discontinuing said admin-
istration for from about two to seven days,
then administering a therapeutically effective
amount of IGF-I to the mammal to provide an
exposure to IGF-I for from about three to
twelve days, then discontinuing said adminis-
tration for from about two to seven days, and

repeating this pattern of administration and
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discontinuance of administration for as long as
necessary to achieve or maintain sustained
renal function in the mammal, said time peri-
ods of discontinuing administration being for a
period of time equal to or less than the time
period during which the IGF-I was just previ-
ously administered.

ik L— 2 (EP0833636)

1. Use of a prolactin reducer for the prepara-
tion of a medicament for the inhibition of neo-
plastic growth in a mammal, wherein the
administration to said mammal of said reducer
at a predetermined time during the 24-hour
period is such that said prolactin reducer
adjusts the prolactin level of said mammal to
cause the mammal’s prolactin daily profile to
approach or conform to the baseline daily pro-
lactin profile of said healthy mammal of the
same sex and species; and wherein said prede-
termined time has been determined by com-
paring the blood prolactin level of said mammal
at each of a plurality of spaced apart time
points during a 24-hour period to the corre-
sponding blood prolactine level of a baseline
dailyprolactin profile for a healthy mammal of
the same sex and species as said mammal,
wherein said use further comprises the use of
a prolactin enhancer.

Bk L— 2 (US5792748)

1. A method for inhibiting the growth of neo-
plasms in a mammal having a prolactin profile
which comprises: comparing the prolactin pro-
file of said neoplasm bearing mammal to a stan-
dard prolactin profile for healthy mammals of
the same species and sex; and adjusting the
prolactin profile of said neoplasm bearing mam-
mal to conform to or approach the standard
prolactin profile, thereby inhibiting the growth
of said neoplasm; wherein said comparing step
reveals that said neoplasm bearing mammal
has (i) blood prolactin levels lower than 1
standard error of the mean (SEM) below the
night time prolactin level of a healthy mammal
at two spaced apart time intervals or (ii) a

blood prolactin level lower than 2 SEM below
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the night time prolactin level of a healthy
mammal at one time point; and said adjusting
step comprises administering to said neoplasm
bearing mammal prolactin at a predetermined
time or times to increase the mammal’s night
time prolactin levels so that the mammal’s
night time prolactin profile conforms to or
approaches the night time prolactin profile of a
healthy mammal.

Hkr L — 24 (US6071914)

1. A method for treating a patient suffering
from a neoplasm comprising the steps of: com-
paring the blood prolactin level of said patient
at each of a plurality of spaced apart time
points during a 24-hour period to the corre-
sponding prolactin level of a baseline prolactin
profile for healthy humans of the same sex as
said patient; and adjusting the prolactin level of
said patient to cause the patient’s prolactin
profile to approach or conform to the baseline
prolactin profile by administering a prolactin
reducer to said mammal at a predetermined
time, thereby inhibiting the growth of said neo-
plasm in said human.

Bikr L— 24 (EP1296689)

1. Use of a 1-hydoxy-2-(imidazol-1-yl) ethan-1,1-
diphosphonic acid, or pharmaceutically accept-
able salt thereof, or any hydrate thereof in the
preparation of a medicament for the treatment
of conditions of abnormally increased bone
turnover in which 1-hydoxy-2-(imidazol-1-yl)
ethan-1,1-diphosphonic acid, or a pharmaceuti-
cally acceptable salt thereof, or any hydrate
thereof is administered intermittently and in
which the period between administration is at
least about 6 months.

TR 7 L — 2 (US10/311942)

19. A method for the treatment of conditions of
abnormally increased bone turnover in a
patient in need of such treatment which com-
prises intermittently administering an effective
amount of 1-hydoxy-2-(imidazol-1-yl) ethan-1,1-
diphosphonic acid, or a pharmaceutically
acceptable salt thereof, or any hydrate thereof

to the patient via intravenous administration,
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wherein the period between administrations of
bisphosphonate is between 6 months and about
3 years.

ik L— 2 (EP656789)

1. The use of an LFA-1 antagonist in the prepa-
ration of a medicament for the treatment of an
LFA-1 mediated disorder, which treatment
comprises administering to the mammal an ini-
tial dosing of a therapeutically effective amount
of the antagonist, followed by a subsequent
intermittent dosing of a therapeutically effec-
tive amount of the antagonist that is less than
100%, calculated on a daily basis, of the initial
dosing of the antagonist, wherein the antago-
nist is administered to the mammal not more
than once per week during the intermittent
dosing.

21. The use of an anti-LFA-1 antibody or an
anti-ICAM-1 antibody in the preparation of a
medicament for the treatment of rejection of a
transplanted graft, rejection by atransplanted
graft, or psoreasis, which teratment compreses
administering to a mammal an initial dosing of
a therapeutically effective amount of the anti-
body, followed by a subsequent intermittent
dosing of a therapeutically effective amount
that is less than 100%, calculated on a daily
basis, of the initial dosing of the abtibody,
wherein the antibody is administered to the
mammal not more than once per week for at
least about 5 weeks during the intermittent
dosing.

Bk L— 2 (US5622700)

1. A method for treating psoriasis in a mammal
without depleting T-lymphocytes in the mam-
mal comprising administering to the mammal
an initial dosing of a therapeutically effective
amount of an anti-LFA-1 antibody or an anti-
ICAM-1 antibody, followed by a subsequent
intermittent dosing of a therapeutically effec-
tive amount of the antibody that is less than
100%, calculated on a daily basis, of the initial
dosing of the antibody, wherein the antibody is
administered to the mammal not more than

once per week during the subsequent dosing.
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18)

(LT, 4mg)

%$k2 L — 24 (EP 913156)

1. Use of recombinant activated protein C in
the manufacture of a medicament for the treat-
ment or prevention of an acquired hypercoagu-
lable state associated with sepsis, to be admin-
istered to a human patient of a dosage of about
20 wg/kg/hr to about 50 wg/kg/hr of human
activated protein C for about 24 to about 144
hours, wherein said activated protein C is
obtained by expression of protein C zymogen

19)

in HEK 293 cells, followed by activation in
vitro.

Hikz L—24 0 (US 6008199)

1. A method of treating human patients with
an acquired hypercoagulable state or acquired
protein C deficiency which comprises adminis-
tering to said patient by continuous infusion for
about 24 to about 144 hours a dosage of about
20 wg/kg/hr to about 50 ug/kg/hr of activated
protein C.

(FFasz%8H  20084E 6 H13H)
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