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""A pharmaceutical composition useful for inhibiting bone resorption
in a human comprising from about 70 mg to about 140 mg of
alendronic acid or a pharmaceutically acceptable salt thereof, or a
mixture thereof, on an alendronic acid active weight basis, in
association with a pharmaceutically acceptable carrier, wherein said
composition is adapted for oral administration as a unit dosage form
according to a continuous schedule having a periodicity selected from
once-weekly dosing and bi-weekly dosing."
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In accordance with the present invention there are utilized higher unit
dosages of the bisphosponate or a pharmaceutically acceptable salt or
ester thereof, or a mixture thereof at each dosing point than has
heretofore been typically utilized, yet because of the dosing schedule
chosen, the potential for adverse gastrointestinal effects are
minimized."
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#The section has the limited purpose of ensuring that the actual use,
by practitioners, of methods of medical treatment when treating
patients should not be subject to restraint or restriction by patent
monopolies.*
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"The amount of taxol is selected by the doctor as is the time of
administration. The actual medicament that is said to be suitable for
treatment is produced in the patient under supervision of the medical
team. It is not part of manufacture.'"
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:(1973) European Patent Convention -5 52(4) qy0 'X9y 1NN

""Methods for treatment of the human or animal body by surgery or
therapy and diagnostic methods practised on the human or animal
body shall not be regarded as inventions which are susceptible of
industrial application within the meaning of paragraph 1. This
provision shall not apply to products, in particular substances or
compositions, for use in any of these methods.""
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"methods for treatment of the human or animal body by surgery or
therapy and diagnostic methods practised on the human or animal
body; this provision shall not apply to products, in particular
substances or compositions, for use in any of these methods."

:NVINNA DN GR MITI PNY INIRD DONNN NNPRD MNNY 54(4) —(5) o¥oyo

4) Paragraphs 2 and 3 shall not exclude the patentability of any
substance or composition, comprised in the state of the art, for use in a
method referred to in Article 53(c), provided that its use for any such
method is not comprised in the state of the art.

5) Paragraphs 2 and 3 shall also not exclude the patentability of any
substance or composition referred to in paragraph 4 for any specific
use in a method referred to in Article 53(c), provided that such use is
not comprised in the state of the art.
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""One of the difficulties with alendronate is its low oral bioavailability.
When taken with water in a fasting state, only about 0.8% of the oral
dose is bioavailable. ... Alendronate must be taken, after an overnight
fast, 30-60 minutes before breakfast. Subjects should remain seated or
standing; a very small group of patients have reported some upper
gastrointestinal distress if this is not done. This regime may be difficult
for the elderly to maintain chronically. An_intermittent treatment
program (for example, once per week, or one week every three

months), with higher oral dosing, needs to be tested." A9~ Av2797)
(Mpna

VY PON PPOY PYI IR NYNN NON I PR OO a2 0o Lunar | gnonn axoapn .58
DOUN PNINAN DX WD PR THONN NP NNIND NN NPYA NNY 1D ,NOHH
T2 DIRNHRAY PWIV PN NYPIL ININDD NI

YD PNIND INNNN NIRNNDNIY WITNN DX DHDWD >TD PINAD NP NN »T XY .59
YN 5 YN MINPN DYV 19IND PINN DY MININ IITT NN VIAN N THONN

"Patents for Inventions", Fourth y90a Blanco White 1mbYnn on»nn Ny 10

.Ed. p. 112

"The test for lack of novelty is essentially the same as the test for
infringement; ...while a prior art disclosure will invalidate if it
contains a clear description of, or clear instructions to do or make,
something that would infringe if carried out after grant."

:116 /aya , TWNN)

"For if what the later inventor has in fact done is discover how to put
into practice an earlier suggestion, or how to get over a difficulty that
made an earlier suggestion unworkable, then he is entitled to claim
what he has discovered and that alone.

...On the other hand, it is settled that there can be no substantial
novelty in merely adding to a prior proposal the practical details which
would make it sufficient patent specification, if its meaning would "at
once" be clear to ""'men of science and employers of labour™.""

AUN 55D NININA T PPN D OOV VIV NP2 T DY YaPI 103 DY 3N PRYA 0 .60
7973 D90 Y DKL PONDNY PN, INSNIND NN YNAD 7Y 13910 TNDY 1N KXY
03092Y ANSNND IN 1929100
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: 73 70y2,2001 — N7OWN "NNUN
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7, DIV Y3 INIVI INSINS
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;)0 DR, D02 TNNN . TIAYD NWY POY 2WN YINNN WNXPNI DYIW 1NN Y T2y
Hills v. yya yapiw »95 ,R8HDND YW v nn DX 915v5 Lunar | 900mnn o vy
, 14" ed., p. 165 790N Sw 11902 vV Evans, (1860) 31 L. J. Ch. 457

: Terrell, "On the Law of Patents"

""The antecedent statement must, in order to invalidate the subsequent
patent, be such that a person of ordinary knowledge of the subject
would at once perceive and understand and be able practically to apply
the discovery without the necessity of making further experiments...
the information... given by the prior publication must for the purposes
of practical utility, be equal to that given by the subsequent
patent." (mpna AN AVITHA)
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The difficulties with oral bisphosphonates may favor their episodic
(once/week), or cyclic (one week each month) administration. Even
oral alendronate potentially could be given in_a 40 or 80 mg dose

once/week to avoid dosing problems and reduce costs.” a9~ Ava794)
(Mpna
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#There is some authority for saying that there may be cases where a
prior document may be entirely disregarded, as something that those
in the art concerned would have rejected as valueless. It is submitted
that this can only be so in cases involving obviousness rather than
novelty. ... It may indeed be taken as true that any claim which makes
"no useful addition to the stock of human knowledge'™ must on some
ground or other be invalid."
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"Dr. Santora: No. There's no technology issue. | mean, we considered

once weekly tablets in 1989 so there's absolutely no technological issue
ti preparing the tablets."
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"Q.: ... This is not a significant number. Is it? Is it a significant
number?"

A.: It's a tiny portion."
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"Q.: ...Next qu — next page you quote from ACS2 a passage where it is
hypothized that there might be a higher instance of upper Gl irritation
in Paget's patient taking alendronate 40 milligrams that was observed
in the Paget's clinical trials. Is that right?

A.: Well, it says Merck hypothized — in my reading | see Merck
hypothized that in fact Paget's disease patients were encountering very
same side effects but that they were just not being picked up during the
clinical trials because of the small scale of this trial."
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"Q.: ... All of these factors are time, exposure and frequency of
exposure dependent. Right?

A. They're all — they're not separable. You can't consider one out of —
separately from the others."
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"There's been a lot of preparations, formulations that have been sort
of long acting, say you only need to take once a day rather than three
times of four times a day as you used to have to take a lot of drugs. But
giving drugs once a week is unusual. You know, there may well be
other precedents, | guess in chemotherapy and things like that, but it's
unusual. And giving a drug once a year, of course, we now do actually
have — or many have one that (indiscernible) go through once a year
intravenously, is very revolutionary."
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