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Grounds for Institution of IPR

Institution Decision — IPR2015-01096

Trials@uspto.gov Papel No. 21
571.272.7822 Entered: October 27, 2015

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

ORDERED that pursuant to 35 U.S.C. § 314. an infer partes review 1s

COALITION FOR AFFORDABLE DRUG!
Petitioner,

hereby instituted as to claims 1-32 of the “720 patent on the following

V.

CELGENE CORI!ORA'IION. grﬂuﬂdﬂ :
Patent Owner.

Claims 1-32 of the 720 patent under 35 U.S.C. § 103(a), as obvious

Case IPR2015-01096
Patent 6.315.720 B1

over Thalomid PI in view of Cunningham and further in view of Keravich,

Before MICHAEL P. TIERNEY, MICHAEL W. KIM, "
TINA E. HULSE. Administrative Patent Judges. Eﬂldlﬂ' ﬂﬂd Mlmdt'

TIERNEY. Administrative Patent Judge.

DECISION
Institution of Inter Partes Review
37CFR §42108

Source: Paper 21 (-01096), Institution Decision, at 23. CFAD DX - 90



Grounds for Institution of IPR

Institution Decision — IPR2015-01102

Tnals@uspto.gov Paper No. 21
571.272.7822 Entered: October 27, 2015

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

ORDERED that pursuant to 35 U.S.C. § 314, an infer partes review 1s

COALITION FOR AFFORDABLE DRUGS VL LLC.

Petitioner, hereby instituted as to claims 1-32 of the 720 patent on the following
v grounds:
CELGEE::;’;?&S&?HON' Claims 1-32 of the *720 patent under 35 U.S.C. § 103(a), as obvious

over Powell and Dishman in view of Cunningham and further in view of
Case IPR2015-01102

Patent 6.315.720 B1 Mundt, Mann, Vanchieri, Shinn, Linnarsson, Gronroos, Soyka, Hamera,

Kosten, and Menill.

Before MICHAEL P. TIERNEY, MICHAEL W. KIM, and
TINA E. HULSE. Administrative Patent Judges.

TIERNEY . Administrative Patent Judge.

DECISION
Institution of Infer Partes Review
37CFR £42108

Source: Paper 21 (-01102), Institution Decision, at 25. CFAD DX - 91



Grounds for Institution of IPR

Institution Decision - IPR2015-01103

Trals@uspto.gov Paper No. 22
5712727822 Entered: October 27, 2015

UNITED STATES PATENT AND TRADEMAREK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

COALITION FOR AFFORDABLE DRUGS VI LLC. ORDERED that pursuant to 35 U.S.C. § 314, an inter partes review 1s

Petiioncr, hereby instituted as to claims 1-32 of the 720 patent on the following
" grounds:
CELGENE CORPOFRATION,
Patent Owner. Claims 1-32 of the *720 patent under 35 U.S.C. § 103(a), as obvious

Case IPR2015-01103 over Mitchell and Dishman in view of Cunningham and further in view of

Patent 6.315.720 B1 e . .
Mundt, Mann, Vanchier1, Shinn, Linnarsson, Gronroos, Soyka, Hamera,

Kosten, and Menill.

Before MICHAEL P. TIERNEY, MICHAEL W. KIM, and
TINA E. HULSE, ddministrative Patent Judges.

TIERNEY, Administrative Patent Judge.

DECISION
Institution of Miter Partes Review
37CFR §42108

Source: Paper 22 (-01103), Institution Decision, at 25. CFAD DX - 92
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BURDEN OF PROOF

In an inter partes review instituted under this
chapter, the petitioner shall have the burden of
proving a proposition of unpatentabllity by a
preponderance of the evidence.

35 U.S.C. § 316(e)

Source: 35 U.S.C. § 316(e) CFAD DX - 94
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720 Patent — Claim 1

1. In a method for delivering a drug to a patient in need|
of the drug, while avoiding the occurrence of an adverse side
effect known or suspecied of being caused by said drug,
wherein said method is of the type in which prescriptions for
said drug are filled only after a computer readable storage
medium has been consulted to assure that the prescriber is
registered 1n said medium and qualified to prescribe saidl
drug, that the pharmacy is registered in said medium and
qualified to fill the prescription for said drug, and the patient
is registered in said medium and approved to receive said|

drug, the improvement comprising:
a. defining a plurality of patient risk groups based upon al
predefined set of risk parameters for said drug;
b. defining a set of information to be obtained from said
patient, which information is probative of the risk that
said adverse side effect is likely to occur if said drug is
taken by said patient;
¢. in response to said information sef, assigning said
patient to at least one of said risk groups and entering

said risk group assignment in said medium;
d. based upon said information and said risk group‘

prior art: ‘501 patent

defining patient risk groups

defining probative information

risk group assignment

assignment, determining whether the risk that said
adverse side effect is likely to occur is acceptable; and
e. upon a deternination that said risk 1s acceplable,
generating a prescription approval code to be retrieved|
by said pharmacy before said prescription is filled.

determining acceptability of risk

generating prescription approval code

il 1




720 Patent — Claim 28

ldentical to claim 1, with this
addition:

whereln said adverse side effect 1s ikely to arise 1n patients
who take said drug in combination with at least one other
drug.

Source: Ex. 1001 at claims. CFAD DX - 97



720 Patent — Dependent Claims

Patent Owner makes additional arguments for only claims 5, 10, and 17.

5. The method of claim 4 wherein said risk group assign-
ment and said informed consent is verified by said prescriber
at the time that said patient is registered in said computer
readable storage medium.

6. The method of claim 5§ wherein said risk group assign-
ment and said informed consent is transmitied o said
computer readable storage medium by facsimile and inter-
preted by optical character recognition soflware.

10. The method of claim 7 wherein said diagnostic testing
comprises genetic testing,

17. The method of claim 16 wherein said survey is

conducted telephonically using an integrated voice response

system.

Source: Ex. 1001 at claims. CFAD DX - 98



PERSON OF ORDINARY
SKILL IN THE ART




The Institution Decision

IPR2015-01096
Patent 6,315.720 B1

Celgene’s definition of a POSA 1s supported by the claims and
specification of the "720 patent. See generally Ex. 1001.
Id. at 20.

For purposes of this Decision, we consider the cited prior art as
representative of the level of ordinary skill i the art. See Okajima v.
Bourdeau, 261 F.3d 1350, 1355 (Fed. Cir. 2001). The prior art references,
like the "720 patent specification, focus on controlling the distribution of a
drug. See, e.g.. Ex. 1001, 1:13-16 (describing “the distribution to patients of
drugs, particularly teratogenic drugs. in ways wherein such distribution can
be carefully monitored and controlled™): see generally Exs. 1003; 1006;
1009; 1012; 1015; 1018. Consistent with the prior art, Petitioner’s
Declarant, Dr. Fudin, testifies that the types of problems encountered by one
of ordinary skill in the art included creating a restricted drug distribution
program to prevent adverse side effects, such as teratogenic nsks. Ex. 1021
9 44-50.

On this record, we credit the testtmony of Dr. Fudin and conclude that
one of ordinary skill in the art encompasses a PharmD. ora B.S. in

pharmacy with approximately 5-10 years of experience and a license fo Patent Owner disputes that Dr. Fudin has the knowledge of a person
practice as a registered pharmacist.
Patent Owner disputes that Dr. Fudin has the knowledge of a person of ordinary skill in the art. Prelim Resp. 19-21. We disagree. Dr. Fudin’s

of ordinary skill in the art. Prelim. Resp. 19-21. We disagree. Dr. Fudin’s

_ ) _ educational background and experience, Pharm D, Associate Professor of
educational background and experience. Pharm D, Associate Professor of

Pharmacy practice. and clinical pharmacy specialist experience. demonstrate Pharmacy practice, and clinical pharmacy specialist expernience, demonstrate
that Dr. Fudin 1s qualified to testify as to the knowledge of a person of - . -
that Dr. Fudin 1s qualified to testify as to the knowledge of a person of

Lordinary skill in the art, Ex 1021 97414
ordinary skill in the art. Ex 1021 9 4-14.

Source: Paper 21 (-01096), Institution Decision, at 8. CFAD DX - 100



Dr. Frau Offers the Same Definitions as

for the '501 Patent

=1

10

11

12

13

14

15

16

17

13

19

[20

21

Q. And in all three of these declarations
you offer the same definition of a POSA; correct?

A Yas.

Q. And that's alsc the same definition as

what you've offered in the 1092 proceeding;

correct?
W Correct.
Q. And you agree that the '501 patent is

prior art teo the "720 patent; correct?

MS. SHIH: Objection, relevance; and

objection to the extent that you're attempting

to introduce a new reference into the
proceeding. Into the ground of the
proceeding, to be clear.
({Pause.)
A, The '720 patent is an improvement on
the 2501 patent, which I discuss in detail in my

declaration submitted in IPR2015-1092.

Source: Ex. 1075 (-01096) at 306:4-21.

CFAD DX - 101
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CLAIM CONSTRUCTION

Standard:

“...broadest reasonable interpretation in light of the specification.”

Claim term in dispute:

“prescription approval code”

Patent Owner:

No construction necessary. “code representing that an
affirmative risk assessment has

been made based upon
risk-group assignment and the
information collected from the
patient, and that is

generated only upon a
determination that the risk of a
side effect occurring is
acceptable.”

Source: 37 C.F.R. § 42.100(b); Paper 52 (-01096), Petitioner’s Reply, at 9. CFAD DX - 103



CLAIM CONSTRUCTION

US 6,315.720 BI1

13

As with the original preseription from the grescriber, the
paticnt should preseot all renewal prescriptions 1o a regis-
tered pharmacy. Prior 1o filling ot the prescription anc
dispensing the drug, the pharmacy preferably confirms, for
example, via a standard on-line iransmission or via fele-
phone vin IVR that the patient has been registered and is
eligible i receive the drug. When patient eligibility bas been
confirmed, the pharmacy may dispense the drug 10 the
patient. If the patient is incligihle, the pharmacy gencrally
may pol dispense the drug 1o the patient. The pharmacy may
then contact, for example, the preserbing preserber or he
manufacturer of the drag o imtiale patient registration. In
prefermed form, the pharmacy will be precluded from dis-
pensing ihe drug if the patient bas more than about 7 days
of drug supply from the previous prescription, and'or if the
new proseriplion was writlen more than sbour 14 days
before the date the patient visits the pharmacy o have i
filled,

The registration into one of more compuler readable
storage media of the prescriber, pharmacy and patient,
according te the methods deseribed hescin, provide 3 means

4
hesn obtained before the drug is dispensed o the patient, sid
thesshy minimize the sk that an adverse side effect will
occur,

While the delivery of leratogenic drugs is an aspect of the
present invention which has clearly apparent benefir, other
types of deugs may also bencfleially be preseribed and
delivered in accordinee with one or more embodiments
thereof and all are contemplated herehy, For example, the
methods of the present invention may be wsed for delivery
of o drug which is known or suspecied of cansing liver
clarmage in many patients who take the drug. One such drug
is mondazicd, @ widely koown ireatment for tuburculosis
{TB). In following & method of the present invention, a
registered physician may wish 1o prescribe isoniaeid 10 a
patient whi has tested positive for TH. The physician may
regiter the patient in 2 computer readable storage medinvm,
along with cenain information regarding the patient's age,
midical condition, and so on. 1 the patient is a young adult,
for example, and presents with no other complicating, risk
rmm IhL pauuu may b qu,m-d 10 a risk group that =

1in receive ling ceniain behavior,

o meniter and authorize di ol contraindi 1
drugs, including teratogenic drugs. Thus, the computer rend-
ahle storage media may serve to deny access 1o, dispensing
of, or prescriptions for contraidicaed drags, ncluding
leratogenic drugs, o paticnts, pharmacics or pre: ibers who
Fail to sbide by the methods of the present invention. As
noted above, prescribers who are not registered in 2 com-
puter reaclable siomge medium generally may nol prescribe
thi drug, and pharmacys whe are nol registered generally
may noi dispense the drug. Similarly, the drugs generally
may not be prescribed andior dispensed o patients who are
nol registered in o computer readable storage medinm. In
acddition, patients may be required o present an informed
consent foem o the pharmscy. Unless such o form is
presented 1o the pharmacy, or verification of such informed
consent has been provided by the prescriber and registered
i the cormpiiler readable media, the patient generally may
ot receive the prescription for the drug. As noted sbove,
only limited amounts of the drug may be prescribed 1o the

In certain embodiments of the invention, the methods may
recquire that the registered phamacy consell the compiler
readable medium 1o relrieve a presenplion spproval eode

before dispensing the drug to ihe paticnt. This approval code

is preferably not provided unless the preseriber, ihe
‘s risk group and the
a properly registered in
the storage medium. Additionally, depending upon the risk
group assignment, generation of the preseription approval
code may furiber require the regisirtion in the slorage

dium of the 1 st of inf ineluding
periodic surveys and the resalis of diagnostic esls, a5 have
been defined as being relewant to the risk group assignment,
Thus, w0 comply with the present methods and receive
approval o dispense the drug as presenbed, the registered
pharmacy oeed only I approva
prescription approval code @5 not fortheoming, |.h.e paticnt
may be directed 1o complete the necessary sarvey, for
example, by telephone, or may be directed back 1o the
prescriber for completion of mecessary diagrostic wsts, ln
this manocr, the effort required by the pharmacy is
minimized, and greater complinnee with the present meth-
ods may efficiently and advantageously be achieved,
Additionally, the embodiments described berein may pro-
wide greater ssurance that all required further information,
as s appropriate to the patient”s risk group assignment, has

5

ﬂldus"' coneomitant wse of aleohol, that is to be avoided
The patient may be fully informed of the risks of liver
damage that may resall from laking i=oniazid, and is pref-
erably counseled wo avoid drinking any alecholic beverages

© whils undergeing weatment witl the drug. Preferably, the

EL)

£

55

L

[

patient signs an informed consent form, and the preseribing
physician iransmils verilicalion of the informed consent,
along with the patwnt's registeation form and sk group
asaignment 1o the computer readable storage medivm. The
physician then provides the patient with & preseription for
the isoniazid, Upon presentation of the prescripiion e a
registered pharmacy, the computer readable stormge medium
is consulied do verify that the paticnt and prescriber arc
registered therein, and that the patient’s risk group assign-
ment and informed consent have been provided,

f the patieni”s risk group assignment s indicates, corain
cliagrinstic tests may additsonally be required, o that bise-
Tine data may be obtained, before the preseription will be
approved for flling. The patient’s risk group may indica,
for example, that senum liver enzymes should he evahuated
monthly bases, Under these crcumatances, the prescrip-
will preferably be Glled For no more than abous 30 days.
e paticnt will also preferably be advised that comgple-
of a monthly survey will ke required. This survey may
de a questionnaire which is probative of the paticnt’s

L il o Tl .

alio mclude questions which are probative of certaim symgp-
toms which may be indicative of the early omset of liver
damage or other side effects known or suspected of being

[
patfent s concomitant use of other drugs which are known o
be hazardous when taken in combination with Soaiaiid,
maf be asked. Preferably, this survey is conducted
teldphonically, wsing an infegrated voice response sysicm,
anch the responses are enleried in the -sl.ewagL racdivem. Based
n thse paticot’s responses, the paticar’s risk group assign-
ment is adjusied or el the same, &s may be appropriate,
The patient is preferably farther instructed (hat perodic
dingnostic lesting may also be necessary for continuecd
approval of a preseription. Prefecably, the diagrostic testing
will includs an sssay of the patient's serum Liver enzyme
levels, 1o sereen for early signs of liver damage.
Additionally, the diagnostic testing may include sereens for
the presence of odher drngs known 1o also couse liver
damage, or 1o be bazardous i taken in combination with
isonixzid. A prescription approval code gencrally will not be

In certain embodiments of the invention, the methods may
regpuire that the registered pharmacy consull the computer
readable medinm 10 relneve a presenplion approval code
hefore dispensing the drug 1o the patient. This approeeal code
i= preferably not provided unless the preseriber, the
pharmacy, the patient, the patient’s risk group and the
patwnt’s mformed consent bave been propecly regestened o
the storage medivm. Addidionally, depending wpon ibe risk
group assignmend, generation of the prescription approval
code may furiber require the registration in the skorape
mediom of the addinonal set of informateon, cleding
periodee surveys and the resulis of diagnosiie tesis, as have
been defined as being relevant o the risk group assignment,




CLAIM CONSTRUCTION

7 ° - - - 7 : -
Dr. Frau’s Admissions Dr. DiPiro’s Admissions
9 And directing your attention to the 15 But my question relates to the words
10 claims which begin under Column 18, you agree that i€ "affirmative risk assessment."
7 W o o t
11 the term "affirmative risk assessment" does not TRo NOrewm oSOty NppL TRIE
18 patent, correct?
i -] s; ? X :
12 appear anywhere in these claims; correct 14 . And I have not taken the patent in
13 ME. SHIH: Objection to the form. 20 its isclation to do that, to offer that
14 (Dause.) e opinion in the definition.
zz Q. So then you acknowledge that those
15 A, Okay. Well, those words "affirmative e i
¥ 23 words don't appear in the patent, correct?
16 risk assessment" do not appear on the page. The 29 A. They don'"t. and again, it's not
25 the 111 reco t 2 viewed to
17 meaning is in that page. the full record that I have reviewed to

- construct that definition.

S
Source: Ex. 1075 (-01096) at 316:9-17, Ex. 1074 (-01096) at 246:15-247:1. CFAD DX - 105



CLAIM CONSTRUCTION

Dr. Frau’s Misapplication of the

Standard

10

11

12

13

14

15

16

17

148

Q. And do vou agree with me, based on what 08:31:01
yvou have in your declaration, that the broadest
reascnable construction, as would be understood by
a POsSE 1in view of the specification, i= the
standard for claim constructicn?
MS. SHIH: ¢bjecticn, lacks foundation. 0&:31:19
E. Mo, I don't agree. I don't agree -- I
don't agree with -- I don't agree with vour

interpretation of my interpretation.

Source: Ex. 1075 (-01096) at 204:10-18.

CFAD DX - 106



CLAIM CONSTRUCTION

Dr. Frau’s Misapplication of the
Standard

21 Q. Do you agree that the claims have to be

22 viewed in light of the specification of the

23 patent?

24 A. Different people can read the same

25 paragraph in a slightly different interpretation 06:30:30

2 of the wording, in the context of not only that

3 paragraph but what follows.

4 And so I'm viewing this paragraph, what

5 you're saylng -- the paragraph that you mentioned 06:30:42
& as a discussion point from which the final outcome

7 of the discussion are the claims mentioned

g subsequent to what 1s claimed.

g It*'s just -- 1t's an interpretation.

Source: Ex. 1075 (-01096) at 203:21-204:9. CFAD DX - 107



CLAIM CONSTRUCTION

The Prosecution H

IStory

DOCKET NO.: CELG-0188 PATENT

side effect occurring is acceptable. Upon a determination that the risk is acceptable, and only
upon such a determination, a prescription approval code is generated, which must be retrieved by
the pharmacy before the prescription may be filled. Thus, the prescription approval code is not
merely a number that is associated with the prescription, but instead represents the fact that a
determination has been made that the risk of the side effect occurring is acceptable, and that
approval-an affirmative decision— has been made for the prescription to be filled. Boyer does not

disclose or suggest such an approval code.

Boyer is directed to an automated system for operaling a pharmacy. See e.g.,
Claim 1. Tn this systemn, as a prescription is entered in the data record, a prescription number is
generated within the computer at the data entry workstation, See col. 2, lines 31 to 33. As Boyer
makes clear, assignment of this prescription number is one of first steps in a chain of events that

follows communication of the preseription to the automated pharmacy. See col. 3, lines 60 to 61

Thus, the prescription number (or code, as it is alternately referred to by Boyer in Claim 15) is
simply an identifier for the prescription, and is not an approval code, as recited in Applicants’
claims. Unlike the preseription approval code of the present invention, the preseription number

described in Boyer is simply a prescriprion identifier, and is in no way connected to, or reflective

of, a determination that the risk of the side effect ocourring has been found to be acceptable,
There is simply no correlation in Boyer between the generation of the prescription number and
any risk assessment, and no indication that a prescription approval code, as described and
claimed in the instant application, must be generated and retrieved by the pharmacist before the

preseription may be filled.

Any proper combination of the disclosure of Boyer with that of Elsayed and
Schauss does not teach or suggest the invention defined by Applicants’ claims. Accordingly; .
Applicants respectfully request that the rejection of Claims 1 to 27 under Section 103 be

withdrawn.

Boyer is directed to an automated system for operating a pharmacy. See e.g.,
Claim 1. Tn this system, as a prescription is entered in the data record, a preseription number is
generated within the computer at the data entry workstation. See col. 2, lines 31 to 33. As Boyer
makes clear, assignment of this prescription number is one of first steps in a chain of events that
follows communication of the prescription to the automated pharmacy, See col. 3, lines 60 to 61,
Thus, the preseription number (or code, as it is alternately referred to by Boyer in Claim 15) is
simply an identifier for the prescription, and is not an approval code, as recited in Applicants’
claims. Unlike the prescription approval code of the present invention, the prescription number
described in Boyer is simply a prescription identifier, and is in no way connected to, or reflective
of, a determination that the risk of the side effect oceurring has been found to be acceptable.
There is simply no correlation in Boyer between the generation of the prescription number and
any risk assessment, and no indication that a prescription approval cade, as described and
claimed in the instant application, must be generated and retrieved by the pharmacist before the

prescription may be filled.

Source: Ex. 1002 (-01096) at 107.

CFAD DX - 108
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Thalomid Package Insert

THALOMID®™ (thalidomide) Capsules

15 Julv 1998 Revised Package lusert

1 WARNING: SEVERE, LIFE-THREATENING HUMAN BIRTH DEFECTS

2 1IF TIIALIDOMIDE IS TAKEN DURING PREGNANCY, IT CAN CAUSE SEVERLE

3 BIRTH DEFECTS OR DEATH TO AN UNBORN BABY. THALIDOMIDE

4 SHOULD NEVER BE USED BY WOMEN WIHO ARE PREGNANT OR WIIO

5 COULD BECOME PREGNANT WHILE TAKING THE DRUG. LVEN A SINGLE

6 DOSE |1 CAPSULE (30 mg)] TAKEN BY A PREGNANT WOMAN DURING HER

4] PREGNANCY CAN CAUSE SEVERL BIRTIH DEFECTS.

3 BLECAUSE OF TIIIS TOXICITY AND IN AN EFFORT TO MAKE TIILE CIIANCE

9 OF FETAL EXPOSURE TO THALOMID AS NEGLIGIBLE. AS POSSIBLE,
10 THAT.OMID IS APPROVED FOR MARKETING ONLY UNDER A SPECIAL

1 RESTRICTED DISTRIBUTION PROGRAM APPROVED BY THE FOOD AND

12 DRUC ADMINISTRATION. THIS PROGRAM IS CALLED THE "SYSTEM FOR

13 THALIDOMIDE EDUCATION AND PRESCRIBING SAFETY (S.T.E.P.S.)". '[_—‘N DER THIS RESTRIC'TED DISTRIBL TIDN PROGRJL‘\,-I’ O}'I.Y

14 UNDER THIS RESTRICTED DISTRIBUTION PROGRAM, ONLY PRESCRIBERS AND PHARNMACISTS REGISTERED WITH THE PROGRANM
15 PRESCRIBLERS AND PHARMACISTS REGISTERED WITI THLE PROGRAM L = 5 o i

16 ARE ALLOWED TO PRESCRIBE AND DISPENSE. THE. PRODUCT. IN ARE ALLOWED TO PRESCRIBE AND DISPENSE THE PRODUCT. IN

17 ADDITION, PATIENTS MUST BE ADVISED OF, AGREE TO, AND COMPLY £ !

18 WITH TIE REQUIREMENTS OF TIE $.1.EP.S. PROGRAM IN ORDER TO V ADDITION, PATIENTS MUST BE ADVISED OF, AGREE TO. AND COMPLY
19 RECEIVE PRODUCT. - - -

WITH THE REQUIREMENTS OF THE S.T.E.P.S. PROGRAM IN ORDER TO

20 PLEASE SEE THE FOLLOWING BOXED WARNINGS CONTAINING SPECTAT, : -

21 INFORMATION FOR PRESCRIBERS, FEMALE PATIENTS, AND MALE RE c EI‘.E PRODL C T '

n PATIENTS ABOUT THIS RESTRICTED DISTRIBUTION PROGRAM.

! CFAD VI 1006-0001

R
Source: Paper 1 (-01096), Petition, at 15, 20-21, 39, 41-42, 46; Ex. 1006 (-01096) at 1. CFAD DX - 110



PRIOR ART

Thalomid Package Insert

23

2%
25
26

27
28
29
30
31
32
33

34

36

39

THALOMID® (thalidomide) Capsules
15 Julx 1998 Revised Package Insert

PRESCRIBERS

THALOMID™ (thalidomide) may be prescribed only by licensed prescribers who are

registered in the $.7.E P&, program and understand (he risk of*teratogenicity if thalidomide

is used during pregnancy. l

Major human fetal abnormalities related to thalid: de ad 1 during y
have been documented: amelia (absence ol imbs), phocomelia (shorl imbs), hypoplasticily
of the bones, absence of hones. external ear abnormalities (including anotia, micro pinna,
small or absenl external audilory canals), lacial palsy, eye abnormalities (anophthalmos,

icroplithalmos), and ital heart defects. Alimentary tract, urinary tract, and genital
malformations have also been documented.” Mortality at or shortly after birth hias been
reported at about 40%.*

Effective contraception (see CONTRAINDICATIONS) must be used for at least 1 month|
before beginning thalidomide therapy. during thalidomide therapy, and for 1 month
following discontimuation of thalidomide therapy. Reliable contraception is indi 1 even

THAL OMID™ (thalidomide) may be prescribed only by licensed prescribers who are
registered in the ST FE PS5 program and nnderstand the nisk of teratogenicity if thalidomide
iz used during pregnancy.

where there has been a history of infertility, unless due to hysterectomy or becanse the
patient has been post-menopausal for at least 24 months. Two reliable forms of

contraception must be used simultaneously unless continuous abstinence from reproductive
heterosexual sexual intercourse is the chosen method. Women of childbearing potential
should be referred to a qualified provider of contraceptive methods, if needed. Sexually

post-menopausal for at least 24 consecutive months (i.e.. who have had menses at some
time in the preceding 24 consecutive months) are considered 1o be women of child-bearing
potential

Before starting treatment. women of childbearing potential should have a pregnancy test
(sensilivily of al least 50 mIUmL). The test should be performed within the 24 hours
prior to beginning therapy. A prescription for thalidomide for a woman of childbearing
polential must not be issued by the prescriber until a wrillen report of a negative pregnancy
test has been obtained by the prescriber.

Once treatment has started, pregnancy

Effective contraception (see CONTRAINDICATIONS) must be used for at least 1 month
before beginning thalidomide therapy, during thalidemide therapy, and for | month
following discontimmation of thalidomide therapy. Reliable contraception is indicated even
where there has been a history of infertility. unless due to hysterectomy or becanse the
patient has been post-mencpausal for at least 24 months. Twe reliable forms of
contraception mmst be used simmltanecusly unless continnous abstinence from reproductive
heterosexual sexual intercourse is the chosen method. Women of childbearing potential
should be referred to a qualified provider of contraceptive methods, if needed. Sexually

of use,

L1 Fiign z VI SHO T N E TRANCY [CRING
counseling should be performed if a patient misses her period or if there is any abnormality
in menstrual bleeding,

If pregnancy does occur during thalidomide treatment, thalidomide must be discontinued
immediaiely.

Any suspected fetal exposure to THALOMID (thalidomide) must be reported immediately
Lo the FDA via the MedWATCH number al 1-800-FDA-1088 and also to Celgene
Corporation. The patient should be referred to an obstetrician/gynecologist experienced in
teproductive toxicity for further cvaluation and counscling,

CFAD VI 1006-0002

Once treatment has started, pregnancy testing should occur weekly during the first month
of use, then monthly thereafter in women with regular menstrual cycles. If menstrual cycles

Source: Paper 1 (-01096), Petition, at 16, 29-30, 36, 47-48, 52, ; Ex. 1006 (-01096) at 2.
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23 PRESCRIBERS
24 THALOMID™ (thalidomide) may be prescribed only by licensed prescribers who are
25 registered in the ST.F.P.S program and understand the risk ol teratogenicity il thalidomide
26 is used during pregnancy.
27 Major human fetal abnormalities related to thalid: de ad 1 during
28 have been documented: amelia (absence ol imbs), phocomelia (shorl limbs), hypoplas
29 of the bones, absence of hones. external ear abnormalities (including anotia, micro pinna,
30 small or absenl external audilory canals), lacial palsy, eye abnormalities (anophthalmos,
31 icroplithalmos), and ital heart defects. Alimentary tract, urinary tract, and genital
32 malformations have also been documented.” Mortality at or shortly after birth hias been
33 reported at about 40%.*
34 Effective contraception (see CONTRAINDICATIONS) must be used for at least 1 month
35 before beginning thalidomide therapy. during thalidomide therapy, and for 1 month
36 following discontimuation of thalidomide therapy. Reliable contraception is indicated even
37 where there has been a history of infertility, unless due to hysterectomy or becanse the
38 patient has been post-menopausal for at least 24 months. Two reliable forms of
39 contraception must be used simultaneously unless continuous abstinence from reproductive
40 heterosexual sexual intercourse is the chosen method. Women of childbearing potential
41 should be referred to a qualified provider of contraceptive methods, if needed. Sexually
42 mature women who have not undergene a hysterectomy or who have not been
43 post-menopausal for at least 24 consecutive months (i.e., who have had menses at some
44 time in the preceding 24 consecutive months) are considered 1o be women of child-bearing

45 potential Before starting treatment, women of childbearing potential should have a pregnancy test
46 Before starting treatment. women of childbearing potential should have a pregnancy test I {Efﬂsitil'it}_ Uf ﬂt IE'-EST 5[} IIIIU."IEII_}. ThE f:ESt Shl:l-tlld bE pEl'fDI‘med “rfthjﬂ. T.'h.e 24 11{!111'5

47 (sensitivily ol at least 50 mIUSmL). The test should be performed within the 24 hours - - - - g - - - - = -

48 prior to beginning theraj A prescription for thalidomide for a woman of childbearing 'Pfi-clr tﬂ begtl:lm.ﬂg th'erap}r Jﬁ" PTESmP-nDﬂ fﬂl thﬂll.dﬂmld& fo a4 Woman Df Ch.lldbeﬂlmg

49 polential must not be issued by the prescriber until a wrillen report of a negative pregnancy E 3 X - 5 3 = %
% it i e At e st I potential must not be issued by the prescriber until a written report of a negative pregnancy
5l Once treatment has started, pregnancy testing should oceur weekly during the first month test hﬂs bem Dbtﬂ.lﬂed- hj" ﬂl’E ]:II‘E'EI:ﬂbEI

52 of use, then monthly thereafier in women with regular menstrual cycles. If menstrual cycles

53 are irregular, the pregnancy testing should oceur every 2 weeks.  Pregnancy lesting and

54 counseling should be performed if a patient misses her period or if there is any abnormality

<k in menstrual bleeding,

56 If pregnancy does occur during thalidomide treatment, thalidomide must be discontinued

57 immediaiely.

58 Any suspected fetal exposure to THALOMID (thalidomide) must be reported immediately

b it PDAra the ModWATGH nurtiber 3 1800 P 106% and o) Corporation. The patient should be referred to an obstetrician/gynecologist experienced in

60 Corporation. The patient should be referred to an obstetriciar logist experienced in N -

61 teproductiv

By £ e : B
for fiuther cvaluation and counscling. I reproductive toxicity for forther evaluation and counseling.

CFAD VI 1006-0002
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62 FEMALE PATIENTS - = = E s 3 g = : e
Thalidomide is contraindicated in WOMEN of childbearing potential nnless alternative
63 Thalidomide is contraindicated in WOMLEN of childbearing potential unless alternative = 2 = % =
64 therapies are considered inappropriate AND the patient MEETS ALL OF THL I N {hﬂfﬂple‘& ane mﬂ.SldEIEd lﬂ.ﬂppl’ﬂpnate AND tlE‘ Paneﬂt MEETS ALL DF 'I']._IE-
65 FOLLOWING CONDITIONS (i.c.. she is essentially unable to become p while on - - - 9 e
e el domide Terapy§ ;/ FOLLOWING CONDITIONS (i.e., she is essentially nnable to become pregnant while on
&7 B O A P, thalidomide therapy):
68 o] she is capable of complying with the mandatory conlraceplive measures, pregnancy I N She' 15 fﬂpﬂbiﬂ' ﬂf Eﬂﬂlp:[}'lﬂg Wlth th.E' mﬂ:llﬂ&l’ﬂf‘i.f EDII.B'E{DEP"I'.-‘E IEI.EEEIJ.I'E'S, pl'l!gﬂﬂﬂfjf
69 testing, patient registration, and patient survey as described in the System for 2 ot G X = o = =
7 Thalidomride Education and Prescribing Safely (S.T.E.I%.} program [ Vi testing, patient registration, and patient survey as described in the System for
71 +  she has received both oral and written warnings of the hazards of taking thalidomide T‘hﬂh‘iﬂﬂ:ﬂﬂe Em}cﬂnﬂﬂ_ ﬂﬂd Pfesmhﬂﬂg Sﬂfﬂh_ {S_ I’_E .F_.S’_ :I ngfam.
k7] during pregnancy and of exposing a fetus Lo the drug. =
73 *  she has reccived both oral and written warnings of the risk of possible contraception
74 failure and of the need to use two reliable forms of contraception simultaneously (see
15 CONTRAINDICATIONS), unless continuous abslinence [rom reproductive
76 heterosexual intercourse is the chosen method. (Sexuvally mature women who have not
77 undergone a hysterectomy or who have not been post-menopausal for at least 24
7% consecutive months (i.e., who have had menses at some time in the preceding 24
79 consceutive months) are considered to be women of child-bearing potential.).
80 = she acknowledpes, in writing, her understanding of these warnings and of the need for
81 using two reliable methods of contraception for one month prior to starting thalidomide
82 therapy, during thalidomide therapy, and lor one month aller stopping thalidomide
83 therapy. d c ] 4 = 3
l she has had a negative pregnancy test with a sensitivity of at least 50 mIU/ml.. within
84 o she has had a negative pregnancy test with a sensitivity of at least 50 mTU/mT . within = ! - .
5 the 24 hours prior to beginning therapy. (Sec PRECAUTIONS, the 24 hours prior to beginning therapy. (See PRECAUTIONS,
86 CONTRAINDICATIONS.) o
l CONTEAINDICATIONS.)
87 » if the patient is between 12 and 18 vears of age, her parcit or lepal puardian must have
88 read this material and agreed to ensure compliance with the above.
3
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M e l Thalidomide is contraindicated in sexuall MALES unless the PATIENT MEETS
90 Thalidomide is contraindicated in sexually mature MALLES unless the PATIENT MEETS N 15 contr ca o 5" mature g

> | LALL OE THE FOLLOWING CONDITIONS, Y ALL OF THE FOLLOWING CONDITIONS:

92 »  he understands and can reliably carry out instructions

i

% N e ——p——— rew— he is capable of complying with the mandatory contraceptive measures that are
94 appropriate for men, patient registration, and patient survey as described in the = 5 = =, 4 = =

o STEPS. program appropriate for men, patient registration, and patient survey as described in the
96 ¢ he has received both oral and writlen warnings of the hazards ol taking thalidomide and S. I’.E .F. S. p:l."l.'.'lg‘l.'ﬂ.'l‘.'ll

97 exposing a fetus to the drug.

98 +  he has received both oral and written warnings of the risk of possible contraception

9 failure and of the need to use barrier contraception when having sexual intercourse

100 with women of childbearing potential, even if’he has undergone successful vasectomy
101 *  he acknowledges. in writing, his understanding of these warnings and of the need for

102 using bartier contraception (latex condom). even if he has undergone successful
103 vasestomy, when having sexval intercourse with women of childbearing potential.

104 Sexually mature women who have not undergone a hysterectomy or who have not

105 been post-menopausal for at least 24 consceutive months (i.c., who have had menses at

106 some time in the preceding 24 consecutive months) are considered to be women of

107 child-bearing potential.

108 o il the patient is between 12 and 18 years of age, his parent or legal guardian must have

109 read this material and agreed to ensure compliance with the above.

110 DESCRIPTION

111 THALOMID™ (thalidomide), a-(N-phthalimido)glutarimide, is an immunomodulatory agent.

112 “The empirieal formula for thalidemide is C,11,,N,0, and the gram moleeular weight is 258.2.

113 The CAS number of thalidomide is 50-35-1.

114 Chemical Structure of thalidomide

! CFAD VI 1006-0004
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144 under the curve [AUC|) is proportional to dose in healthy subjects, the observed peak

145 concentration (C,,..) increased in a less than proportional manner (see Table 1 below). This lack
146 of C, . dose proportionality, coupled with the observed increase in 1, values, sugpests that the
147 poor solubility of thalidomide in aqueous media may be hindering the rate of absorption.

148 Table 1

149 Pharmacokinetic Parameter Values for THALOMID (thalidomide)

150 Mean (%CV)

151 Topulation] ALC, Coe i vy HallTic

152 ngle Dose Lue bl (ug/ml) (hrs hrs)

153 _I'E“um 1y SUDJCCL (I 117 L L

154 S0mg [ 40 (16%) [ oG T 206t T 5500370
153 200 mg | TR0 (17%) | N ETCT | 553 (25%
156 400 mg, | 36,4 (26%) | 28208% | |29 58%

157 Palients with Hansen's Disease_(n-6)

158 BT TR TEENEA] | T S S M T W)

159 Co-administration of T1LIALOMID with a high fat meal causes minor (<10%) changes in the

160 observed AUC and C_,, values: however. it causes an increase in T, to approximately 6 hours.
161 Distribution . = < ; - F

: It is not known whether thalidomide is present in the ejaculate of males.
162 It is not known whether th: culate of males.

163 e is ko The extent of plasma protein binding of thalidomide 15 unknown.

164 Metabolism

165 At the present time, the exact metabolie route and fate of thalidomide is not known in humans.
166 Thalidomide itsell’ does nol appear (o be hepatically metabolized Lo any large exient, bul appears to
167 undergo non-enzymatic hydrolysis in plasma to multiple metabolites. In a repeat dose study in which
168 TIALOMID (thalidomide) 200 mg was adininistered to 10 healthy females for 18 days, thalidomide
169 displayed similar pharmacokinetic profiles on the first and last day of dosing. This suggests that
170 thalidomide docs not induce or inhibit its own metabolisin.
171 Elimineaiion
172 Ag indicated in Table 1 (above) the mean hall-life of elimination ranges [rom approximately 5 to 7
173 hours following a sinple dose and is not altered upon multiple dosing. As noted in the metabolism
174 subsection, the precise metabolic fate and route of elimination of thalidomide in humans is not known
175 al this time. Thalidomide itseIl has a renal clearance of 1.15 ml/minute with less than 0.7% ol the
176 dose excreted in the urine as unchanged drug. Following a single dose, urinary levels of thalidomide
177 were undetectable 48 hrs afler dosing. Although thalidomide is thought 1o be hydrolyzed to a number
178 of metabolites’, only a very small amount (0.02% of the administered dose) of 4-OH-thalidomide was
179 identified in the unne ol subjects 12 Lo 24 hours alier dosing
180 Pharmacokinetic Data in Special Populations
181 11t seropositive Subjects: ‘There is no apparent significant difference in measured pharmacokinetic
3
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218 #* Sheskin: Complete Improvement + "striking” improvement (i.e.. »50% improvement)
219 Waters'! reported the results of two studies, both double blind, randomized, placebo controlled.
220 crossover trials in a total of 10 hospitalized. steroid-dependent patients with chronic ENL treated
221 with 100 mg thalidomide or placebo (three times daily). All patients also received dapsone. The
222 primary endpoint was reduction in weckly steroid dosage.
223 Table 3
224 Double Blind, Controlled Trial of Thalidomide in Patients with ENL:
223 Reduction in Steroid Dosage
226 Relerence Duratien of No. ol Patienis Number Responding

Treatment Thalidonide Placebo
227 Walers Al wooks 9 S ]
228 LepRev 19714206 wesks (cropeovert ] 1=
229 Data on the efficacy of thalidomide in prevention of ENL relapse were derived from a
230 retrospective evaluation of 102 patients treated under the auspices of the 17.8. Public Health
231 Service. A subset of patients with ENL controlled on thalidomide demonstrated repeated relapse
232 upon drug withdrawal and remission with reinstitulion of therapy.
233 Twenty 178, patients hetween the ages of 11 and 17 vears were treated wiih thalidomide,
234 generally at 100 mg daily. Response rates and safety profiles were similar to that observed in the
233 adult population.
236
237 “Thirty-two other published studies containing over 1600 patients consistently report generally
238 successful treatment of the cutancous manifestations of moderate to severe ENL with
239 thalidomide.
240 INDICATIONS AND USAGE
241 THALOMID (thalidomide) is indicaied lor the acule treatment of the cutaneous manifestations ol
242 moderate to severe erythema nodosum leprosum (ENL), THALOMID (thalidomide) is not
243 indicated as monotherapy for such FNT. treatment in the presence of moderale 1o severe neuritis.
244 THALOMID (thalidomide) is also indicated as maintenance therapy for prevention and
245 suppression of the cutancous manifestations of ENL recurrence.

246 CONTRAINDICATIONS (See BOXED WARNING

247 Pregnancy: Category X

Due to its known buman teratogenicity, even following a smgle dose, thalidomide is

248 Due to its known human teratogenicity, even following a single dose, thalidomide is | 2 A 2 4

249 contraindicated in pregnant women and women capable of becoming pregnant. (Sce BOXED contraimndicated in pregﬂaﬂt women and women -:apable of becﬂﬂll.ﬂg ]Jﬂ:_"gﬂa.ﬂt {S-E'E BOXED

250 WARNINGS.) When there is I ive treat it, Wi f childbeari ial may bs T - - - - - -

el Wi oo e il et W e i g g '7 WARNINGS.) When there is no alternative treatment, women of childbearing potential may be

treated with thalidomide provided adequate precavtions are taken to avoid pregnancy. Women

CFAD VI 1006-0008
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252 must commit either to abstain contimuously from heterosexual sexual intercourse or to use two
253 methods of reliable birth control, including at least one highly effective method (e.g.. TUD,
254 horinonal contraception, tubal ligation, or parter’s vasectomy) and one additional effective
255 method (e.g., latex condom, diaphragm. or cervical cap), begimning 4 weeks prior to initiating,
256 treatment with thalidomide, during therapy with thalidomide, and continuing for 4 weeks
257 following disconti ion of thalidomide therapy. I hormeonal or IUD contraception is medically

258 contraindicated (see also PRECAUTIONS: DRUG INTERACTIONS), two other effective or
259 highlv effeetive methods may be used.

260 Women of childbearing potential being treated with thalidomide should have prepnancy testing

261 (sensitivity of at least 50 mIU/mL). The test should be performed within the 24 hours before

262 beginning thalidomide therapy and then weekly during the first month of thalidomide therapy, then
1,1 £ i 'l 1 1 Te ] Lo i ™ sl

263 4 th = = z x =

264 hspperloomediPajalieol N irregular menstrual cycles. Pregnancy testing and counseling should be performed if a patient

265 Vi 3 = : 5 = = z " e
266 thahdonnde treatment, thalidomide must be immediately discontimued. Under these conditions, L her pen'nd - lfthefe S ﬁbﬂm‘mﬁhty L meﬂstﬂlﬂl hIEEdmg' ]f Pregnancy occurs dmmg
267 the patient should be referred o an obstetrician / gynecologist experienced in reproductive

268 toxicity lor further evaluation and counseling,

269 THALOMID (thalidomide) is contraindicated in patients who have demonstrated hypersensitivity

270 to the drug and its components

27 WARNINGS (See BOXED WARNINGS.)
272 Birth defects:

273 Thalidomide can cause severe birth defects in humans. (See BOXED WARNING and

274 CONTRAINDICATIONS.) Patients should be instructed Lo lake thalidomide only as prescribed
275 and not 1o share their thalidomide with anyone else. Because it 1s not known whether or not

276 thalidomide is present in the ejaculate of males receiving the drug, males receiving thalidomide
277 must always use a latex condom when engaging in sexual activity with women of childbearing
278 potential.

279 Drowsiness and somnolenee:

280 Thalidomide frequently causes drowsiness and somnolence. Patients should be instructed to avoid
281 sitations where drowsiness may be a problem and not to take other medications that may cauge
282 drowsiness without adequate medical advice. Patients should be advised as to the possible

283 impaiment of mental and/or physical abilities required for the performance ol hazardous lasks,
284 such as driving a car or operating other complex or dangerous machinery,

285 Peripheral neuropathy:

286 Thalidomide is known to cause nerve damage that may be permanent. Peripheral neuropathy is a
287 common, poteitially severe, side effect of treatment with thalidomide that may be irreversible.
288 Peripheral neuropathy generally oceurs following chronic use over a period of months, however,
289 reports following relatively short term use also exist. The correlation with cumulative dose is

? CFAD VI 1006-0009

Source: Paper 1 (-01096), Petition, at 41; Ex. 1006 (-01096) at 9. CFAD DX - 117
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must commit either to abstain contimuously from heterosexual sexual intercourse or to use two
methods of reliable birth control, including at least one highly effective method (e.g.. TUD,
horinonal contraception, tubal ligation, or parter’s vasectomy) and one additional effective
method (e.g., latex condom, diaphragm. or cervical cap), begimning 4 weeks prior to initiating,
treatment with thalidomide, during therapy with thalidomide, and continuing for 4 weeks

following disconti ion of thalidomide therapy. I hormeonal or IUD contraception is medically
contraindicated (see also PRECAUTIONS: DRUG INTERACTIONS), two other effective or
highlv effeetive methods may be used.

Women of childbearing potential being treated with thalidomide should have prepnancy testing
(sensitivity of at least 50 mIU/mL). The test should be performed within the 24 hours before
beginning thalidomide therapy and then weekly during the first month of thalidomide therapy, then
monthly thereafter in women with regular menstrual cycles or every 2 weeks in women with
irregular menstrual cycles. P y testing and counseling should be performed if'a palient
misses her period or if there is any abnormality in menstrual bleeding. If pregnancy occurs during
thalidomide treatment, thalidomide must be immediately discontinued. Under these conditions,
the patient should be referred o an obstetrician / gynecologist experienced in reproductive
toxicity lor further evaluation and counseling,

THALOMID (thalidomide) is contraindicated in patients who have demonstrated hypersensitivity
Lo the drug and its components.

WARNINGS (See BOXED WARNINGS.)

Birth defects:

Thalidomide can cause severe birth defects in humans. (See BOXED WARNING and
CONTRAINDICATIONS.) Patients should be instructed Lo lake thalidomide only as prescribed
and not 1o share their thalidomide with anyone else. Because it 1s not known whether or not
thalidomide is present in the ejaculate of males receiving the drug, males receiving thalidomide
must always use a latex condom when engaging in sexual activity with women of childbearing
potential.

Drowsiness and somnolenee:

Thalidomide frequently causes drowsiness and somnolence. Patients should be instructed to avoid
sitations where drowsiness may be a problem and not to take other medications that may cauge
drowsiness without adequate medical advice. Patients should be advised as to the possible
impaiment of mental and/or physical abilities required for the performance ol hazardous lasks,
such as driving a car or operating other complex or dangerous machinery,

Peripheral neuropathy:
Thalidomide is known to cause nerve damage that may be permanent. Peripheral neuropathy is a

common, poteitially severe, side effect of treatment with thalidomide that may be irreversible.
Peripheral neuropathy generally oceurs following chronic use over a period of months, however,

reports following relatively short term use also exist. ‘The correlation with eumulative dose is

? CFAD VI 1006-0009

Source: Paper 1 (-01096), Petition, at 29, 43-45, 49; Ex. 1006 (-01096) at 9.

Birth defects:

Thalidomide can cause severe birth defects in humans. (See BOXED WARNING and
CONTRAINDICATIONS.) Patients should be instructed to take thalidomide only as prescribed
and not to share thewr thalidomide with anyone else. Because 1t 1s not known whether or not
thalidomide 1s present m the ejaculate of males recerving the drug. males recerving thalidonude
must always use a latex condom when engaging in sexual activity with women of childbearing
potential

Drowsiness and somnolence:

Thalidomide frequently causes drowsmess and sommolence. Patients should be mnstructed to avoid
situations where drowsiness may be a problem and not to take other medications that may cause
drowsiness without adequate medical advice. Patients should be advised as to the possible
impairment of mental and/or physical abilities required for the performance of hazardous tasks,
such as driving a car or operating other complex or dangerous machinery.

Peripheral neuropathy:

Thalidomide 1s known to cause nerve damage that mav be permanent. Penipheral neuropathy 1s a
common, potentially severe, side effect of treatment with thalidomide that may be wureversible.
Peripheral neuropathy generally occurs following chronic use over a period of months, however,
reports following relatively short term use also exist. The correlation with cumulative dose 1s
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unclear. Symptoms may oceur some tinwe after thalidomide treatment has been stopped and may
resolve slowly or not at all. Few reports of neuropathy have arisen in the treatment of ENT.
despite long-tetm thalidomide treatment. Iowever, the mability clinically to differentiate
thalidomide neurepathy from the neuropathy often seen in Hansen's discase makes it difficult to
determine accurately the incidence of thalidemide-related neuropathy in ENL patients treated with
thalidomide.

Paticnts should be examined at monthly intervals for the first 3 months of thalidomide therapy tof
enable the clinician to detect early signs of neuropathy, which include numbness, tingling or pain
in the hands and (eel. Patients should be evaluated periodically therealler during treatment.

Patients should be regularly counseled. questioned, and evalvated for signs or symptoms of
peripheral neuropathy. Consideration should be given to electrophysiological lesting, consisting

of measurement of sensory nerve action potential (SNAP) amplitudes at baseline and thereafter
every 6 months in an effort 1o delect asymptomalic neuropathy. T symploms of’ drug-induced
neuropathy develop, thalidomide should be discontinued immediately to limit further damage. if

clinically appropriate. Usually. treatment with thalidomide should only be remrtiated 1f the
neuropathy retums to baseline status. Medications known Lo be associated with neuropathy
should be used with caution in patients receiving thalidomide.

NS

Patients should be examined at monthly intervals for the first 3 months of thalidomide therapy to
enable the climcian to detect early signs of neuropathy, which mclude numbness, tingling or pamn
in the hands and feet. Patients should be evaluated periodically thereafter during treatment.
Patients should be regularly counseled. questioned, and evaluated for signs or symptoms of
peripheral neuropathy. Consideration should be given to electrophysiological testing, consisting
of measurement of sensory nerve action potential (SNAP) amplitudes at baseline and thereafter
every 6 months in an effort to detect asymptomatic neuropathy. If symptoms of drug-induced
neuropathy develop. thalidomide should be discontinued immediately to limit further damage, 1f

1 . . o .
Dissiness and orthosttic hypotension: 1  Dizziness and orthostatic hypotension:
Patients should also be advised that thalidomide may canse dizziness and orthostatic hypotension
and that, therefore, they should sit upright for a few minutes prior to standing up from a
recumbent position. Neutrupeuia:

Neutropenia:

Decreased while blood cell counts, including neutropenia, have been reported in association with
the clinical use of thalidomide. Treatment should nat be initiated with an absolute neutrophil

count (ANC) of <750/mm’. White blood cell count and differential should be monitored on an
on-going basis, especially in patients who may be more prone to neulropenia, such as patients

who are HIV-geropositive. If ANC decreases 1o below 750/mm’ while on treatment, the patient’s
medication regimen should be re-cvaluated and. if the neutropenia persists. consideration should
be given to withholding thalidomide if clinically appropriate.

Increased HIV-Viral Load:

In a randomized, placebo controlled trial of thalidomide in an HIV-seropositive patient
population, plasma HTV RNA levels were found to increase (median change —0.42 log,, copies
HIV RNA/mL. p = 0.04 compared to placebo)’. A similar trend was observed in a second,
unpublished study conducted in patients who were HTV-seropostive’. The clinical significance ol
this increase is unknown. Both studies were conducted prior to availability of highly active
antiretroviral therapy. Until the clinical significance of this linding is further understood, in HTV-
seropositive patients, viral load should be measured after the first and third months of treatment
and every 3 months thercafter.

CFAD VI 1006-0010

Decreased white blood cell counts, including neutropenia. have been reported in association with
the clinical use of thalidomide Treatment should not be 1mtiated with an absolute neutrophal
count (ANC) of <750/mm°. White blood cell count and differential should be monitored on an
on-gowg basis, especially i patients who may be more prone to neutropema, such as patients
who are HIV-seropositive. If ANC decreases to below 750/mm’ while on treatment. the patient’s
medication regimen should be re-evaluated and, 1f the neutropemia persists. consideration should
be given to withholding thalidonmde 1f clinically appropriate.

Increased HIV-Viral Load:

Source: Paper 1 (-01096), Petition, at 26, 42-43, 45, 51; Ex. 1006 (-01096) at 10.
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328 PRECAUTIONS

329

Hypersensitivity:

330 Hypersensitivity to TILALOMID (thalidomide) has been reported. Signs and symptoms have

331 included the occurrence of ervthematous macular rash, possibly associated with fever,
332 tachycardia, and hypotension, and if severe. may necessitate interruption of therapy. If the
333 reaction recurs when dosing is resumed, 111/ AID (thalidomide) should be discontinued.
"
] i B I'ﬂd"'r'l'ﬂ rdia:
"
335 Bradycardia in association with thalidomide use has been reported. At present there have been =
336 no reports of bradycardia requiring medical or other intervention. The clinical significance and
337 underlying etiology of the bradycardia noted in some thalidomide-treated patients are present
338 unknown

339 Information for Patients (See BOXED WARNINGS.) . R B o B . B
Patient should be instructed about the potential teratogenicity of thalidomide and the precautions

340 Patient should be instructed about the potential ity of thalidomide and the precauti I = s

341 that must be taken to prechude fetal exposure as per the S.T.L.P.8. program and boxed warnings ﬂ]ﬂt must b(‘ TﬂkE‘ﬂ o pfﬂ[‘llldf fef;a] EXpOosUre as per th(' STEP:} program a_nd. bOXEd Warnings

342 in this package insert. Patients should be instructed to take thalidomide only as prescribed in - - - - - - - & - -

343 compliance with all of the provisions of the 8T E.P.S. Restricted Distribution Program. I n tl:l_‘i‘; paCkﬂgE msert. Pﬂnﬂﬂfﬁ Sh[)'llld b(‘ m*structed o fﬂkE thahdormd.e Gl]l) as lJl'fS’CﬂbE‘d m

344 Patients should be instructed nol to share medication with anyone else. CDmp]lﬂ.ﬂCe “rlth 3.11 Of t_hf.' PrOvIsions Of the b'T'E'P'S' RESHI’thd Dlstﬂbutl{)u Pl—c gram.

345 Patients should be instrucied thal thalidomide lrequenily causes drowsiness and somnolence.

346 Patients should be instructed to avoid situations where drowsiness may be a problem and not to

347 take other medications that may cause drowsiness without adequate medical advice. Patients

348 should be advised as to the possible impairment of mental and‘or physical abilities required for the

349 performance of hazardous tasks, such as driving a car or operating other complex machinery.

350 Patients should be instructed that thalidomide may potentiate the somnolence caused by alcohol

351 Patients should be instructed that thalidomide can cause peripheral neuropathics that may be

5 initially signaled by numbness, tingling, or pain or a burning sensation in the feet or hands.

353 Paticnts should be instructed to report such occurtences to their preseriber inmediately.

354 Patients should also be instructed that thalidomide may cause dizziness and orthostatic Patients should be instructed that they are not pE‘ﬂ]_'thtE'd to donate blood while tﬂk_ll'lg thalidomide.

355 hypotension and that, therefore, they should sit upright for a few minutes prior to standing . - - . -

3% | from a recumbent position In addition, male patients should be instructed that they are not permitted to donate sperm while

357 Patients should be instructed that they are nol permiited 1o donate blood while laking thalidormde. tﬂk.lﬂg thahdomlde'

358 In addition, male patients should be instructed that they are not permitted to donate sperm while

359 taking thalidomide

Laboratory Tests
360 Lahoratory Tests

36l | Prigrangy Tesunig: (See BOXED WARNINGS,) Wornien ofchildhearing priteritialsholy have Pregnancy Testing: (See BOXED WARNINGS.) Women of childbearing potential should have
11 0
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pregnaney testing performned (sensitivity of at least 50 mIU/mL). The test should be performed
within the 24 hours prior to beginning thalidomide therapy and then weekly during the first month
of use, then monthly thereafter in women with regular menstrual cyeles or every 2 weeks in
‘women with irregular menstrual cycles. Pregnancy testing should alse be performed if a patient
misses her period or if there is any abnormality in menstrual bleeding.

Neutropenia: (See WARNINGS.)

HIV Viral Load: (See WARNINGS.)

Drug Interactions

“Thalidomide has been reported to enhance the sedative activity of barbiturates, alcohol,
chlorpromazine, and reserpine,

Peripheral Neuropathy: Medications known 10 be associated with peripheral neuropathy should
be used with caution in patients receiving thalidomide.

Oral Contraceptives: In 10 healthy women, the pharmacokinetic profiles of norethindrone and
ethinyl esiradiol following adminisiration ol’a single dose containing 1.0 mg of norethindrone
acetate and 75 pg of ethinyl estradiol were studied. The results were similar with and without
coadministration of thalidomide 200 mp/day to steadv-state levels.

Tmportant Non-Thalidomide Drug Interactions

Drugs Thar Interfere with 11 [ Ce eprives: C use of IIV-protease
inhibitors, griseofulvin, rifampin, rifabutin, phenytoin, or carbamazepine with hormonal
contraceptive agents, may reduce the effectiveness of the contraception. Therefore, wonen
requiring treatment with one or more of these drups must use two OTHER cffective or highly
effective methods of contraception or abstain from reproductive heterosexual sexual intercourse.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity tests have not been conducted using thalidomide. Thalidomide gave
no evidence ol mulagenic elTecls when assayed in in vitro baclerial (Salmonelia fyphimurium and
Escherichia coli;, Ames mutagenicity test). in vitro mammalian {AS52 Chinese hamster ovary
cells; AS32/XPRT mammalian cell forward gene mutation assay) and i vive mammalian (CD-1
mice; in vive micronucleus test) test systems.

Animal studies to characterize the effects of thalidomide on fertility have not been conducted
Pregnancy
Pregnancy Caregory X: See BOXED WARNING and CONTRAINDICATIONS.

Because of the known human teratogenicity of thalidomide, thalidomide is contraindicated in
women who are or may become pregnant and who are not using the two required types of birth

N CFAD VI 1006-0012

Neutropenia: (See WARNINGS.)

HIV Viral Load: (See WARNINGS.)

Drug Interactions

Thalidomide has been reporied to enhance the sedative activity of barbiturates, alcohol,
chlorpromazine. and reserpine.

Periplheral Neuroparhy: Medications known to be associated with peripheral neuropathy should
be used with caution in patients recerving thalidomide.

Oral Contraceptives: In 10 healthy women_ the pharmacokinetic profiles of norethindrone and
ethiny] estradiol following administration of a single dose containing 1.0 mg of norethindrone
acetate and 73 pg of ethinyl estradiol were studied. The results were similar with and without
coadministration of thalidomide 200 mg/day to steady-state levels.

Source: Paper 1 (-01096), Petition, at 35, 50-51; Ex. 1006 (-01096) at 12.
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395 control or who are not continually abstaining from reproductive heterosexual sexual intercourse.
396 If thalidomide is taken during pregnancy, it can cause severe birth defects or death to an unborn
397 baby. Thalidomide should never be used by women who are pregnant or who could become
398 pregnant while taking the drug. Fven a single dose [1 capsule (50 mg)] taken by a pregnant
399 wotnan can cause birth defects. If pregnancy does occur during treatment, the drug should be
400 immediately discontinued. Under these conditions, the patient should be referred to an
401 ohstetrician /o laoi orienced in rentadustive taxicity for firther svaluation and

402 counselling. Any suspected fotal exposure to TIIALOMID (thalidenide) must be reported to the ; couns El]lﬂg Auy SuSpECtEd fetal cXposure to THALOMID (thahdmde} must be reported to the
403 FDA via the MedWatch program at 1-800-FDA-1088 and also to Celgene Corporation. l_ PDA via ﬂIE MedWatch program at l —SOO—FDA—].OSS a.ﬂd 31‘30 to Celgene COIIJOIﬂtiDﬂ

404 Animal studies to characterize the effects of thalidomide on late stage pregnaney have not been
4035 conducted.

406 Use in Nursing Mothers

407 It is not known whether thalidemide is exercted in human milk. Because many drugs are exercted
408 in human milk and because of the potential for serious adverse reactions in nursing infants from
409 thalidomide. a decision should be made whether to discontinue nurging or to discontinue the drug,

410 taking into account the importance of the drug to the mother.

411 Pediatric Use

412 Safety and effectiveness in pediatric patients below the age of 12 vears have not been established.
413 Geriatric Use

414 No systematic studies in geriatric patients have been conducted. Thalidomide has been used in

413 clinical trials in patients up to 90 years of age. Adverse events in patients over the age of 635 vears
416 did not appear to differ in kind from those reported for vounger individuals.

417 ADVERSE REACTIONS

418 The most serious loxicily associated with thalidomide is ils documenied human teralogenicity.
419 (See BOXED WARNINGS and CONTRAINDICATIONS) The risk of severe birth defects.
420 primarily phocomelia or death 1o the fetus, is extremely high during the critical period ol

421 pregnancy. The critical period is estimated, depending on the source of information, to range
422 from 33 1o 50 da Mer the last menstrual period. The risk of other polentially severe birth

423 defects outside this critical period is unknown, but may be significant. Based on present
424 knowledge, thalidomide must not be used at any time during pregnancy.
425 Thalidomide is associated with drowsiness / somnolence, peripheral neuropathy, dizziness /

426 orthostatic hypotension, neutropenia, and HIV viral load increase. (See WARNINGS.)

427 Iypersensitivity to TILALOMID (thalidomide) and bradyeardia in patients treated with
428 thalidomide have been reported. (See PRECAUTIONS.)

429 Somnolence, dizziness, and rash are the most commonly observed adverse events associated with
430 the use of thalidomide. Thalidomide has been studied in controlled and uncontrolled clindcal trials

3 CFAD VI 1006-0013
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580 “Ihe following additional events have been identified either in the published literature or from

581 spontaneous reporls from other sources: acute renal failure, amenorrhea, aphthous stomatitis, bile
382 duct obstruction, carpal tunnel. chronic myelope leukemia. diplopia, dysesthesia, dyspnea,
583 enuresis. erythema nodosum, erythreleukemia. foot drop, galactorrhea, gynecomastia. hangover
584 cffeet, hypomagnesemia, hypothyroidism, lymphedema, lymphopenia, metrorrhagia, migraine,

585 myxedema, nodular sclerosing Hodpkin's discase, ny olipuria, pancytopenia, petechi;

586 purpura, Raynaud’s syndrome, stomach ulcer, and suicide attempt.

387 DRUG ABUSE AND DEPENDENCL,

388 Thysical and psychological dependence has not been reporled in patients taking thalidomide.
389 However, as with other tranquilizers / hypnotics, thalidomide too has been reported to create in
590 palients habituation lo ils soponlic ellects

391 OVERDOSAGE

592 Thare have been three cases of overdose reported. all attempted suicides. There have been no
593 reported fatalitics in doses of up to 14.4 grams, and all patients recovered without reported

594 sequelac,

THALOMID MUST ONLY BE ADMINISTERED IN COMPLIANCE WITH ALL OF
_ — ' — THE TERMS OUTLINED IN THE S.T.E.P.S. PROGRAM. THALOMID MAY ONLY
97| TR TERMS OUTLINED IV THE 5.1 1. PROGRANL THALOMID MAY OALY BE PRESCRIBED BY PRESCRIBERS REGISTERED WITH THE S.T.EPS.

598 BLE PRESCRIBED BY PRESCRIBERS REGISTERED WITH THE S.T.E.P.S. PRDGRA_.-\'I AA.:\—_[} 11‘4&; ONL‘* BE DISPENS:ED B" PH_AR;‘I;&CISTS REGISTERED

599 PROGRAM AND MAY ONLY BE DISPENSED BY PHARMACISTS REGISTERED

600 | WITH THE $.T.E.P.S. PROGRAM. WITH THE S.T.E.P.5. PROGRANMIL

601 Drug prescribing to women of childbearing potential should be contingent upon initial and
602 continued confirmed negative results of pregnancy testing.

595 DOSAGE AND ADMINISTRATION

Drug prescribing to women of childbearing potential should be contingent upon initial and

603 For an episode of cutaneous ENL, THALOMID dosing should be initiated at 100 to 300 mg/day, tl [1 ﬁ 'ﬂ tl L i ]t‘i f b t
604 administered once daily with water, preferably at bedtime and at least 1 hour after the evening connnuen Connrmen negative resiults of pregunancy testimg.
605 meal. Patients weighing less than 50 kilograms should be started at the low end of the dose
606 range.
607 Tn paients with a severe cutaneous FNT. reaction, or in those who have previously required
608 higher doses to control the reaction, THALOMID dosing may be initiated at higher doses up to
609 400 mg/day once daily al bedlime or in divided doses with water, al least 1 hour afler meals.
[ald Tn patients with moderate lo severe neurilis associaled with a severe ENL reaction,
611 corticosteroids may be started concomitantly with THALOMID. Steroid usage can be tapered
612 and discontinued when the neuritis has ameliorated.
613 Dosing with THALOMID should usually continue until signs and symptoms of active reaction
18
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have subsided. usually a period of at least 2 weeks. Paticuts may then be tapered off medication
in 50 mg decrements every 2 to 4 weeks.

Patients who have a documented history of requiring prolonged maintenance treatment to prevent
the recurrence of cutancous ENL or who flare during tapering, should be maintained on the
minimum dose neecssary to control the reaction. Tapering off medication should be attempted
every 3 to 6 months, in decrements of 50 mg every 2 to 4 weeks.

HHOW SUPPLIED

(TIUS PRODUCT IS ONLY SUPPLIED TO PHARMACISTS REGISTERLED WITII TIIE ;
S.T.E.P.S. PROGRAM - See BOXED WARNINGS.)

THALOMID (thalidomide) is supplied in hard gelatin, 50 mg capsules [white opaque]. imprinted
“Celgene™ with a “do not get pregnant” logo. Boxes containing six prescription packs of 14
capsules each (84 capsules total).

NDC Number(s)
39572-103-02

STORAGE AND DISPENSING

PHARMACISTS NOTE:

DRUG MUST ONLY BE DISPENSED IN NO MORE THAN A 1-MONTIH SUPPLY
AND ONLY ON PRESENTATION OF A NEW PRESCRIPTION WRITTEN WITLIN

=

(THIS PRODUCT IS ONLY SUPPLIED TO PHARMACISTS REGISTERED WITH THE
S.T.E.P.S. PROGRAM - See BOXED WARNINGS.)

THE PREVIOUS 14 DAYS. SPECIFIC INFORMED CONSENT (copy attached as part
of this package insert) AND COMPLIANCE WITH THE MANDATORY PATIENT

REGISTRY AND SURVEY ARE REQUIRED FOR ALL PATIENTS (MALE AND
FEMALE) PRIOR TO DISPENSING BY THE PHARMACIST.

This drug must not be repackaged

Store at 39 to 86°F; 15 to 30°C. Protect from light.

Rx only and only able to be prescribed and dispensed under the terms of the S.T.E.P.8. Restricted ;
Distribution Program I

Munufactured by Celgene Corporation

7 Powder Horn Drive

Warren, New Jersey 07039

Important Information and Warnings For All Patients Taking THALOMID™
(halidomide)

CFAD VI 1006-0019

DRUG MUST ONLY BE DISPENSED IN NO MORE THAN A 1-MONTH SUPPLY
AND ONLY ON PRESENTATION OF A NEW PRESCRIPTION WRITTEN WITHIN
THE PREVIOUS 14 DAYS. SPECIFIC INFORMED CONSENT (copy attached as part
of this package insert) AND COMPLIANCE WITH THE MANDATORY PATIENT
REGISTRY AND SURVEY ARE REQUIRED FOR ALL PATIENTS (MALE AND
FEMALE) PRIOR TO DISPENSING BY THE PHARMACIST.

Rx only and only able to be prescribed and dispensed under the terms of the S T E P S. Restricted
Distribution Program

Source: Paper 1 (-01096), Petition, at 34, 37, 41-42, 49; Ex. 1006 (-01096) at 19. CFAD DX - 124
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WARNING: SERIOUS HUMAN BIRTH DEFECTS

IF THALIDOMIDE IS TAKEN DURING PREGNANCY, IT CAN CAUSE SEVERE
BIRTIL DEFECTS OR DEATIL TO AN UNBORN BABY, TIALIDOMIDE SIOULD
NEVER BE USED BY WOMEN WHO ARE PREGNANT OR WHO COULD
BECOME PREGNANT WHILE TAKING THE DRUG. EVEN A SINGLE DOSE [1
CAPSULE (50 mg)] TAKEN BY A PREGNANT WOMAN CAN CAUSE SEVERE
BIRTH DEFECTS.

CONSENT FOR WOMEN:

NI

INIT:__ 2

TNIT: 3

INIT:__ 4

NI 5

INLT__ 10

T understand that T st not take TEATLOMID™ (thalidomide) if T am pregnan, breast-feeding a
bahy. or able to get pregnant and not using the required two methads of birth contral

T understand that severe hirth defects can oceur with the use of THALCMID™ (thalidomide;. Thave
heen wamed by my docter that my unborn baby will almost certainly have serions hirth defeets or
iy even die i1 urm pregiamt or become preguant while taking THALOMID ™ (thalidomids)
Tunderstand that if T am able to become pregnant. T must use at least ane highly effective method and
ene additional elfective method of birl contrel (vonmaception) AT TLLL SAMLE TLMLL

Al least one highly effective meihod

J{8I5] AND
Hormonal {Birth cantrol pills) Diaphragm
Tulal ligation Clervieal eap
Parmer’s vasectomy

One additional effective method
Latex condorm

These birth control methesds must be used for at least 4 weeks before starting THALOMILD therapsy,
all diring THALOMID therapy, and for at least 4 weeks after THATLOMID therapy has stopped. T
sl use these melhods even il 1 sm nulrtile, mless [ have hus o hystereclomy or because | have
heen post-menopansal for at least 24 months (been through the changes of life). The only excepticn
il Lotely avord hel ntial sential 1la bormonal (birth contrel palls) or LU

method is not medieally possible for me, [ may use another highly effective method or two barrier

T know that T must have a pregnancy test done by my doctor within the 24 hours prior ta starting

WARNING: SERIOUS HUMAN BIRTH DEFECTS

IF THALIDOMIDE IS TAKEN DURING PREGNANCY, IT CAN CAUSE SEVERE
BIRTH DEFECTS OR DEATH TO AN UNBORN BABY. THALIDOMIDE SHOULD
NEVER BE USED BY WOMEN WHO ARE PREGNANT OR WHO COULD
BECOME PREGNANT WHILE TAKING THE DRUG. EVEN A SINGLE DOSE [1
CAPSULE (50 mg)] TAKEN BY A PREGNANT WOMAN CAN CAUSE SEVERE
BIRTH DEFECTS.

THAT.COMITS therapy, then every weels during the first 4 weeks of THALOMID therapy. T will then
have o prognaney st gy :oeks if 1 have regular mensirual eyeles. or gyery 2 weeks it my

eycles are imegular while Tam taking THALOWMID
. " - o -

e . .

proguant whik taking the drug; if T miss my menstrual period, or experience unusual menstrual

bloeding: stop using birth control, or Uik, FOR ANY RUASON, that | may be preguent. 1y

doctor is not available, [ can call 1-888-668-2528 for information on emergency contraception

T am not now pregnant, nor will T try to hecome pregnant far at least 4 weels after T have completely

finished teling THALCMID™

T understand that TETAT.OMID™ will e preseribed ONTY for me. Tnmst NO'T share it with

ANYONE, even someone who has symptoms similar to mine. Tt must be kept out of the reach of
hildren and should never be given to women srho are able to have children,

1 have read the THALOMID™ patient brochure andior viewed the videatape, “Tmportant
Lformstion Lor Men ad Women Taking TIALOMID"™ (salidomide ™, Lunderstand the conteaus,

I }mow that I must have a pregnancy test done by my doctor within the 24 hours prior to starting
THATLOMID therapy, then every week during the first 4 weeks of THAL OMID therapy. I will then
have a pregnancy test every 4 weeks if [ have regular menstral cycles, or every 2 weeks if my
cycles are irregular while I am talang THAT OMID.

including other possible health problems from THALOMID®, so-called “side effects™. 1 know that
L cannol denate blood while taking TILALOMID™

My destor has ansered any questions [ have asked,

L wmsderstani sl L rnust parteipate ina survey and patient registry while Lam on THALOMID®E
5 i i it 5

e CFAD VI 1006-0020

I have read the THAT. OMID™ patient brochure and/or viewed the videotape, “Tmportant
Information for Men and Women Taking THALOMID™ (thalidomide)”. I understand the contents,
including other possible health problems from THALOMID™:, so-called “side effects”. I know that
I cannot donate blood while taking THAT OMID™

My doctor has answered any questions I have asked.
I understand that T must participate in a survey and patient registry while I am on THALOMID™ |
which will require completing additional forms.

Source: Paper 1 (-01096), Petition, at 26, 31-35, 38, 43-50; Ex. 1006 (-01096) at 20.
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692 CONSENT FOR MEN:
693 INIT: 1 T understand that T must not take THAT.OMII™ if T cannot avoicd unpratected sex with a woman .
694 even if Thave had a suecessful vasectamy.
693 INIT: 2 T understand that severe hirth defects or death to an unbomn baby have accurred when women toak 5 T
696 islidomde durins progmnos I have been told by my doctor that I must NEVER have unprotected sex with a woman because it is
697 NIT: 3 T have been tole by my doctor that T must NEVER have unprotecred sex with a woman because it i=l - - - - -
698 ot kg i s o & prosestlisseent o sperma: By tasior hum il st Eriust b not known if the diog is present in semen or sperm. My doctor has explained that [ must either
699 pletely avoid | sexual intercourse or I must use a latex condom EVERY TIME [ - - r
700 i okl i o il o T pitice i) L kg BLIALGTMAIY . sl e el completely avoid heterosexunal sexual intercourse or I must use a latex condom EVERY TIME I
701 after L stop taking the drug. even if Ihave had a successful vasectomy, . ¢ : e ™
702 W 4 erme—————————————— e — have sexupal imtercourse with a female partner while I am taking THAT OMID™" - and for 4 weeks
703 FOR ANY REASGN, thet my sexual partner may be pregnant. [T my docter is not available, I can ¥ - " - L
704 call 1.88R.668.2528 forinformarion on emerpency contraeption after I stop talang the drug, even if I have had a successful vasectony.
705 INIT: 5 T understand that THALOMID™ will be prescribed ONLY for me. T must NOT share it with
T06 ANTYIINE, even somecne whe has symptoms similar te mine. Tt must be kept out of the reach of
707 children and should never be given to women who are able to have children
708 INUE_ 6 Lhave resd U TLLALCOMID™ patient brochure ausdior viewed the videotepe, “Imporumt
T00 Information for Men and Women Taking THALOMID™ (thalidomidel™ T understand the contents,
710 meluding ollier possible Licalth problems Gom TILALOMID ™ (laldernide), so-valled “side
711 effects”. Tknow that I cannot donate blood or semen while taking THALOMID™ (thalidemide).
712 N7 My dector L answered uny questions | have asked
713 INIT___ & T understand that T must participate in a survey and patient regisiry while Tam on THALOMID™,
714 which will require completing additional forms
715 Authorization:
716 This information has been read aloud to me in the language of my choiee. Tunderstand that if T do not follew all of
7 my dacter’s instructions, T will net be able to receive THATOMID™ T naw mathorize my doctor ta begin my
718 treatment with THALOMID
719
720 Palient Mame (please print) Social Securily Mo Dale of Birth
721 Only last s re e (10./day; o ¥ 4 X ¥
SRl L ) I have fully explamed to the patient the nature, ose, and risks of the treatment described above, especially the
= ’ - risks to women of childbearing potential. T have asked the patient if she/he has any questions regarding her/his
Palient, Parent / Guardian Signature Date tmo./day/yr.) i " : I £ i
treatment with THALOMID™ and have answered those questions to the best of my ability. I will ensure that the
724 have fully expleined w lhe patient the nature, purpose, and risks of Lhe iresunent described sbove, especially the 5 : e 2 .
725 isks to wamen of childbearing potential, T have asked the patient if shehe has any questions regarding herehis appropriate components of the patient consent form are completed| In addition. I will comply with all of my
726 freatment with THATOMWITI and have answered those questions to the best of my ability. Twill ensure that the - - ; . i - =5 % - - - -
721 L prapriate components of e patient consent form are completed. n addition, [ will comply with all of my obligations and responsibilities as a prescriber registered under the S TE P.S. restricted distribution program.
728 bivligations and responzibilities as a prescriber registered under the 5.TF.D.3. restricted distrilation program.
729
T30 Physician Name (please print) DEA No.
- Physician Name (please print) DEA No.
732 Physician Signatire Tate (no./dayAr i
733 REFERENCES
734 1. Manson JM. 1986. Tcratogenicity. Cassarctt and Doull’s Toxicology: The Basic Scienee Ph}rgician Slgnanne Date (mo_fda}{."w_)
735 of Poisons. Third Edition. Pages 195-220. New York: MacMillan Publishing Co.
o CFAD VI 1006-0021

Source: Paper 1 (-01096), Petition, at 29, 44-45, 49; Ex. 1006 (-01096) at 21. CFAD DX - 126
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System for
Thalidomide
Education and
Prucn'.bing

Patient Regu;i:atmn

Please enter this patient into tfie S.TEPS. Patient Regnsby t have vanfied thafn'?e paﬁenr has oompfeted and
signed the required informed consent form o R

Pallentlnformauop T o s S R
- CLLELT I;'—-{ Il \_w;-\..-u,L_r EEN =
- Palent LastName - PR e e ; -
CTELRTT 4 Y B S LR

_ -Socna\ Secunty Na. (last six dsgns are requ\red) e Sei (d}cle) . Dag of Birth

- Physman Infom'natlon

AT

. Physician Name. -

Page 1 of 1 Case IPR2015-011096 CELGENE EXHIBIT 2065

Source: Ex. 2065 (-01096); Paper 52 (-01096), Reply, at 23-24. CFAD DX - 127
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Dear Dr. (Name):

Thsnk you for registering to prescribe THALOMID™ (thalidomide). Your registration card has been -
and p d, and you are now regi mu:es)umrorwmm;.mm

Prescribing Safuty (S TE.PS.) Physician Registry. Enclosed i  videos of the i

issues involved in taking THALOMID™ (thalidomide), and material for your use in counseling both men and

women about emergency contraception.

As a reminder, when prescribing THALOMID™ (thalidomide), the following procedures m.us.l be
_ followed with every patient:

* Provide hensive patient ling on the benefits and risks of this drug as outlined in_!k
informed :mt form-
. mex— v -ption and pti ling/p: ,_,mmgorm‘er v .
ORICVALak

Submit completed P Y- Epndcmoloy Unit of Boston Univeisity; ,‘=# = Submit completed informed consent forms to the Slone Epidetniplogy_Unit of Boston University; l

+  Prescribeno moreman ad-week m—day) supplyof H{ALOM]D' (,lhalld.omds)wnhnoaulmmc
refills {initial i be issued by ) and

 Encourage patients to retum unused mmm" (thalidomide) to thmrphamacy

PLEASE REFER TO THE OOMZPLE!'E I'NSTRUCTIONS FOR. BHYS[GANS INCLUDED IN
EVERYSTEPRS FOLDER

Ifm&dmmp[ymmgnmqmmmufth&&?'ﬂs pmglmmpmsmpm for THALOMID™

(thalidomide) may not be honored at regs: A h that provides important

information  regarding the risks and benefits oETHALOMID™ {u-.ahdcmde) as well as prescribing

and di ines, will soon be provided to you. The ¢ b is approved for continuing

medical educahtm credits upon wmp]mon In addition, your Celgeus lmmmology Specialist,

(Firstname Lastname), will visit your office to answer any mmuonsyonmv have and assist you with
LY obtauungaddltwnal&TE PS5 mmmﬂenzl!. -

If you have qne.srlms about the procedures required for prescribing. NAIDNﬂT)"Irha]r.domlde)'
please call (Firstname Lastname) at (phone). For other inquiries; please call 1-888-4-CELGENE,
or fax your inquiry to 1-888-475-2672. Thenk you for helping make certain that THALOMID™ L
(thalidomide) is made aviilablr_. 16 your patients in the most responsible fashion, : g

© . sincérely

Jerome B. Zeldis, MD, PhD
Vic: Presldemt, Medlca] Affm.rs

Enclos‘me S o die i ¥
Bletog apq full Pr m"b’“s "‘f""“m“”‘ Case lFRzMs-mona * 'CELGENE EXHIBIT 2064

Source: Ex. 2064 (-01096); Paper 52 (-01096), Reply, at 23-24. CFAD DX - 128
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Keravich

Reports Thalidomide

accomplished by conmralling access o the drug; cducat-
ing physicians, pharmacists, and patients about rhe
drug’s risks and the requirements for adequate contra-
ceptive measures; and ensuring ongoing independent
moniloring [or complimce with program requirements,
Specilic requiremnents for prescribers, patients, ael phar
macies have been developed as a condition of participa-
tion in the program. Celgene coordinares the registration
and drug shipping process, and Boston University's
Slane Fpidemiclegy Unir (SEU) is responsible for mon-
itoring patient and physician complianee, Celgene and
FDA are expected to monitor compliance with the
. program requirernents 1o help ensure that
rem exposine (o (halicmuide does nol vecur.
Prescriber requirements. Any licensed autho
rized prescriber may register in the 8. TEP.S. program.
Prescribers need to provide their Drug Enforcement
Adminisication (DEA) nuwnber (or slate medical lcense
number or Social Security number) for program iden i
fication purposes. Each preseriber who requests to par-
ticipate in the program must agree in writing to

« Provide comprehensive patlent counseling an the
benelits and risks of thalidoride as outlined in the
informed consent form.

Provide appropriate contraception counseling and
pregnancy testing or refer patlents 1o a qualified
ohsretrlelan-gynecolkaglst for counselin

Verily that feinale patients are nol pregnant before

l Submiit completed mfarmed-consent forms to SEL.

iloring survey and retum Ui docanenl to SEC
Prescribe 1o more than 28 days of therapy and not
authorize refills.

Encourage patients to return any unused thalido-
mide 10 their pharmacy.

Celgene's customer serviee division maintaing a pre-
seriber registration database and activares the prescriber
in the darabase once the signed agreement Is returned.
A packet of materials is mailed w0 each interested or
tegistered prescriber for use with eacl patient widergo
ing thalidomide treatent. The packet contains an
FDA-approved informed-consent farm, an initial confi-
dential patient survey, several parient surveys for use
an subsequent visits, a form for referring patienrs far
canmaception counseling, a brochure on emergency
contraceprion, a brochure on contraceprive choice, a
brochure containing important informatien for the
palient, & patent guiz. and a letier from the Thalido
micle Viclines Association ol Canada, In addition, vid
eotapes on the risks, precautions, and requirements
associated with thalidomide for bath men and women
are distributed to each prescriber to help canvey infor-
mation on the risks and henefirs.

Patient requirements. Patients must be active
participants in the program. All patients receive pre-
seriher-pravided education an the risks and henefirs of
thalidamide and their responsibilities in raking the
drisg. They are then requilred o complere the informed-

1722 Am ] Health Syst Pharm Vol 56 Sep 1 1999

consent form and, for women of childbearing age,
required 10 test negarive for pregnancy hefore begin-
ning drug therapy. Patients are eligible to continue to
receive thalidomide if they agree 10 and meet the
Tollowing requirements;

+ For wormen of childbearing potential, use two reli
able forms of contraception or continuous absti-
nence and have regular pregnancy Lests as defined in
Lhe inforned consent [orm and labeling,

For men, use a lalex condoin every lime they have
sex with awoman
Not share thalidomide with anyone.

- Participate in a mandatory and confidential pmem
survey every 30 days {(wornen) or every 90 d
{men).

Pharmacy requirements. Pharmacies must regis -
rer with Celgene and agree in writing 1o comply with
the requirements of the program in arder o roccive
halidomide, Any pharmacy may register. As a candi-
tion of registration, pharmacies must provide specific
discreet information, such as their National Association
of Boards of Pharrmacy (NABP) number, as part of the
dislribution control requirernents. IF Uhe NABP number
is not used, as is the case for federal Facilities. the DEA
number can be substituted, Pharmacies must agree in
writing to

+ Collert  sigmed inlonned consent form wilh e
inilial prescriplion
Register the patient with Celgene,

el
- Dispense thalidomide in (e 1nanifaclurer’s wlacl
Dlister pack.

For subsequent preseriptions, verify that the patient
is registered and seek authorization ta dispense the
prescuiption by online transiission, fax, or tele
phone.

« Not dispense thalidomide unless there are seven or
fewer days of therapy remaining fram the previous
prescriptian.

Accepl and destroy. or retumn Lo Celgene. any un
wsed Uralidumide Teturned by patients.

« Infornuall stalT pliniacists of the dispensing proce
dures for thalidomide.

Dispensing process. initial prescriptions. When a
registered pharmacy receives the inirial preseriprian far
halidomide, the patient must present the pharmacy
copy of the signed informed-consent form. If the signed
form is on file at another pharmacy, the pharmacist
should contact that phanuacy (6 oblain a copy, unless
other arranmeients are marde with Celgene. The signed
form must be kept on file in the pharmacy, becanse it
provides assurance that the patient has been educated
on the risks and benetits of the drug,. Tr alsa contains
informarion thar is required in the dispensing process.

The pharmacy is responsible for registering the pa-
tient with Celgene by one of three methods: online
adjucication, submission of a manual patient registra
Uom form by fax (1 888 132 9325). or telephone (1 888
ACELGENL). This patient registration process is sepa

CFAD VI 1018-0002
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The Institution Decision - 01096

IPR2015-01096
Patent 6.315.720 B1

risk 1s acceptable, and controlling dispensation of the drug using an approval
code) for their known purpose (control distribution of drug) to achieve a
predictable result (avoid giving patients drugs that have an unacceptable nisk
of side effects).

Patent Owner contends that Thalomid PI does not disclose defining a
set of information to be obtained from a patient. where the information 1s
probative of risk of the adverse side effect. Prelim. Resp. 24-25. Patent
Owner states that Celgene did not introduce a system to conduct a
prospective risk analysis until after the “720 patent had been filed. Id. We
disagree. Thalomnd PI provides specific guideline on the information that 1s
probative of the risk associated with taking thalidomide. Dr. Fudin testifies
that one skilled in the art would recognize that Thalonud PI warns patients
that serious birth defects can occur if taken during pregnancy, and that this

defines a set of information to be obtained. namely, information related to

pregnancy. Ex. 1021 ¥ 86-87. Further, Thalonud PI teaches that a patient

survey is required prior to dispensing the product. Ex. 1006, 19. Based on

survey is required prior to dispensing the product. Ex. 1006, 19. Based on the record presented, we credit Dr. Fudin’s testimony and conclude that one
the record presented. we credit Dr. Fudin’s testimony and conclude that one . ) ) ) i )
ckilled in the art seeking o dispense thalidomide would have defined a set of skilled in the art seeking to dispense thalidomide would have defined a set of

information, such as potential pregnancy. to be obtained from a patient that information, such as potential pregnancy, to be obtained from a patient that
1s probative of the nisk of an adverse side effect. birth defects.

Patent Owner contends that Thalomid PI fails to disclose assigning 1s probative of the risk of an adverse side effect, barth defects.
patients to risk groups and entering the risk group assignment into a

computer database. Prelim Resp. 25-28. We disagree. The challenged

claims are written in a Jepson format, where the admitted prior art recites
filling prescriptions only after consulting a computer readable storage
medivm. Prior art Thalonud PI identifies different risk groups, including

17
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IPR2015-01096
Patent 6.315.720 B1

women of childbearing potential and sexually mature males. Ex. 1006, 3—4.
The set of conditions for thalidomide treatment differs based on the risk
group assigned. Dr. Fudin testifies that, at the time of the invention,
computers were used by physicians and pharmacists to enter and track
patient information for harmful and teratogenic drug prescriptions. Ex. 1021
991. Dr. Fudin also testifies that one of ordinary skill in the art would have

understood that patient risk group assignment would have been entered into

thalidomide. We credit Dr. Fudin's testimony, as it 15 consistent with the

a computer database before prescribing and filling prescriptions for

thalidomide. We credit Dr. Fudin’s testimony. as it is consistent with the admutted prior art and prior art of record. Based on the record presented, we
admitted prior art and prior art of record. Based on the record presented, we

conclude that one of ordinary skill in the art would have assigned nisk

conclude that one of ordinary skill in the art would have assigned nisk
groups, and entered that information into a computer database. to ensure that groups, and entered that information mto a computer database. to ensure that

physicians and pharmacists had access to the information when prescribing
thalidonude and filling such prescriptions to avoid the risk of harmful birth
defects. thalidomide and filling such prescriptions to avoid the risk of harmful birth

Patent Owner contends that Thalomid PI does not disclose
defects.

physicians and pharmacists had access to the information when prescribing

determining whether the risk that an adverse side effect 1s likely to occur 1s

acceptable. Prelim Resp. 28. We disagree. Thalomid PI states that a

prescription for thalidomide for a woman of childbearing potential must not
be issued until a written report of a negative pregnancy test has been
obtained by the prescriber. Ex 1006, 2. Accordingly, we find that
Thalomid PI discloses determining that the risk 1s unacceptable for a positive
pregnancy test.

Patent Owner contends that Thalomid PI does not describe generating
an approval code. Prelim. Resp. 28-29. Patent Owner further contends that
Petitioner has failed to provide a rationale to combine Thalomid PI and

18
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IPR2015-01096
Patent 6,315.720 B1

computer. According to Patent Owner, the cited prior art fails to disclose

how, when, or by whom the informed consent and risk assignment would be Vf.‘.ﬂ.ﬁf.‘d. Id at 4 9. Dr FUdJ.ll WSHEES ﬂ]ﬂt one Df ﬂfdﬂlal'}’ S-lﬂ].l m ﬂ.'l'f." art

verified. Id. at 48—49. Dr. Fudin testifies that one of erdinary skill in the art would have reason to have the prescriber verify both risk group assignment
would have reason to have the prescriber verify both risk group assignment

and mformed consent at the time of computer entry to elininate error and

and mformed consent at the time of computer entry to elininate error and

delay. Ex 10219220. Based upon the evidence of record, we credit Dr. delay. Ex 10219 220. Based upon the evidence of record. we credit Dr.
Fudin’s testimony and hold that one skilled in the art seeking to reduce

Fudin’s testimony and hold that one skilled in the art seeking to reduce

errors would have reason to enter the informed consent and risk assignment

into a computer database at the same time. errors would have reason to enter the informed consent and risk assignment
Patent Owner also contends that Petitioner has failed to demonstrate ] ]
that the use of a telephone survey using an integrated voice response system, mnto a computer database at the same time.

such as recited in claim 17, would have been obvious to one skilled in the
art. Prelim. Resp. 49-50. Petitioner contends that conducting telephone
surveys was well known in the art. Pet. 59. Petitioner relies upon the
teachings of Mundt, which states that use of interactive voice response
systems can strengthen clinical practice, extend research methods, and
enhance administrative support of service quality and value. Id. (citing Ex.
1024, 612). We hold that the evidence of record demonstrates that one
skilled i the art had reason to use interactive voice response systems to

conduct patient surveys.

a. Secondary Considerations
Patent Owner contends that secondary consideration evidence
demonstrates that the challenged claims are nonobvious over the relied upon
prior art. Prelim. Resp. 49-55. We have reviewed the alleged secondary

consideration evidence, but are not persuaded that 1t is sufficient to show

20
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SPECIAL ARTICLE

A PREGNANCY-PREV

'TON PROGR,

AM IN WOMEN OF CHILDBEARING A(}l.l
RECEIVING ISOTRETINOIN l

y

Avven A Mrroneee, MDD Caria M. Van

Beanikom, M.PIL, avn Carow Louis, Se.D.

Abstract Background. Isotrstinain is effective in treat-
ing severe acne, but it is also teratogenic. To minimize
pregnancies among exposed women, the manufacturer,
together with the U'S. Focd and Drug Administration, im-
plemented a multicomponent Pregnancy Prevention Pro-
gram in 1988. We report the results of an ongoing survey
designed to assess compliance with this program

Mathods., Treated women enrolled in the survey
through their physician. by filling out a form in the medi-
cation package, or by calling a tall-free telephone num-
ber. They were randomly assigned to be followed by tele-
phone or by mail. Telephone interviews were conducted
at the start of therapy, in the middls of it, and & months
after it ended; mailed guestionnaires were completed
6 months after therapy endsd (median duraticn of thera-
Dy, 20 weeks)

women enrolled in the survey. Interviews with 24,503
women within one morth of enrallment revealed that 92
percent had been told to avoid pregnancy. At that time, ap-
proximately 54 percent ware not sexially active (of whom

37 peicent used contraception) and 42 percent were sex-
b it i a0 kel

4 percent were infertile. Among 124 216 women with com-
pleted telephone or mail follow-up results, there were 402
pregnancies curing therapy (2.4 per 1000 courses of iso-

aboriions, 16 percent sportansous abortions, 3 percent
ectopic pregnancies, and 8 percent live births,
Conclusions. The pregnancy fate among Wwomsn rs-
cehving isotretinoin therapy was substantially lower than
that in the general population and was compatible with
the characteristics and behavior of the enrolled women.

T BT TOeY el 199, 1772 18 g

N 1992, the vitamin A analogue isolretinoin (Accu-

rane) was mrroduced in the United Srares for the
treatment of severe recaleitrant cystic acne. Recause
studies in animals had suggested that isotretinoin
might be reratogenic in humans, the drog was contrain-
dicated in women who wers or might become pregoant
duting therapy or in the Dllowiig month. The concsrn
about hnrman terarogenicity proved well formded, be-
cause it was soon demonstrated that approximately 25
cant of exposad Fiuses had birth defects — the
2 Accurane srobryopat msisting of eraniota-
cial, heare, and central nervon 1 defects! Despite
prominent warnings to physicians in direci mailings,
advertisements, and the package insert, reparts of prea-
naneies in exposed women cotinued o accumulate,
and by 1980 approsimately 78 mallormed infants Lad
been teported.”

In the spring of 1943, this issue was reviewed by an
advisory commiltee o the US. Tood and Drug Admin-
istration. There was lirtle debate about the teratogenic-
ity of isotretinoin, but dermatologists and others assert-
ed that its vnique efficacy in the rreatment of severs
acne, together with its ly short treatment conrse
{15 1o 20 woeeks), warr ils continued availability
As an alternative to removing the drug Fom the market
or formally restricting its nse, the manufacturer pro-

From the Skne Epidemilogy Unk, School of Public Health, Eoston Univer-
sty Seliool of Meicing, oo, Addiess repril sequest s ks Dr. Nitchell al the
Sione Bpigemiolgy Unie, 1371 Beacon St., Biookline, MA 02146,
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iemiokogy, Minncapols, Sepiciuber S-3, 195%: the Teralology Society, Victors,
E.L. Causds, June 3-12, 1990; the American Epiemiclogieal Soc s
burgh, March 3526, 1797 and the American Ciatecpathic Callege of
o3, Beston, Getcher 19-14, 1003
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(N Engl J Med 1895333:101-6.)

posed ah aggressive program desighed to raduce the
risk of pregnancy among women raking the drug. The
committee recommended that the major components
of this program be implemented, and the manufacrur-
<r’s Pregnancy Prevention Program commeneed in the
fall of 1953,

The program was largzted al both prescribers and
parients. In late 1988, materials were distributed o ev-
ery der ist and to all ists identi-
fied as prescribers of isolretinoin in the Thited States.
The materials includead guidelines for physicians {in-
structing them, for example, to warn parients of risks,
obtain negative pregnancy iests, and delay therapy un-
til the second or third day of the next normal menstru-
al period), They also included  patisn-quabification
checklist. an information brochure for paticnts, contra-
ceptive information, information about and the neces-
saty forms for a comtraception refertal program (in
whicl the matufacturer would reimburse patiznts for a
wisit o another physician for contraceptive connseling),
and a consent form. Tn addition, in mid-1989 the man-
ufacturer replaced rraditional medication bortles with a
10-capsule blister pack that contained informarion di-
rected specifically al womews the package included
wartilgs about the risks of becoming prognant while
in or during the month after treat.
d pregnancy” icon behind each capsule,
wings ol malfurmations associaled with iso-
tretinein. The program was reinforced by periodic
commnnicarions divecred ar prescribers and pharma.
cists.

We designed and conducted a survey o assess the
compliance of physicians aud paticos with the pro-
grom and to identily (he rate of pregnancy during

CFAD VI 1011-0001
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Source: Paper 1 (-01103), Petition, at 53-55; Ex. 1010 (-01103) at 101.

A PREGNANCY-PREVENTION PROGRAM IN WOMEN OF CHILDBEARING AGE

RECEIVING ISOTRETINOIN

Abstract Background. Isotretinoin is effective in treat-
ing severe acne, but it is also teratogenic. To minimize
pregnancies among exposed women, the manufacturer,
together with the U.S. Food and Drug Administration, im-
plemented a multicomponent Pregnancy Prevention Pro-
gram in 1988. We report the results of an ongeing survey
designed to assess compliance with this program.

Methods. Treated women enrolled in the survey
through their physician, by filling out a form in the medi-
cation package, or by calling a toll-free telephone num-
ber. They were randomly assigned to be followed by tele-
phone or by mail. Telephone interviews were conducted
at the start of therapy, in the middle of it, and 6 months
after it ended; mailed questionnaires were completed
6 months after therapy ended (median duration of thera-
py, 20 weeks).

CFAD DX - 133



PRIOR ART

Iitchell

Vol 335 New 2

PREVENTION OF PREGNANCY [N WOMEN BECEIVING ISOTRETINOIN 1wl

SPECIAL ARTICLE

A PREGNANCY-PREVENTION PROGRAM IN WOMEN OF CHILDBEARING AGE
RECEIVING ISOTRETINOIN

Avcen A Mrronerr, M.D., Carea M. Van Bexwekos, MLPIL, avp CaroL Louik, Se.D.

Abstract Background. Isotrstinain is effective in treat-
ing severe acne, but it is also teratogenic. To minimize
regnancies among exposed women, the manufacturer,
together with the U'S. Focd and Drug Administration, im-
plemented a multicomponent Pregnancy Prevention Pro-
gram in 1988. We repoart the results of an ongoing survey
designed to assess compliance with this program
Mathods., Treated women enrolled in the survey
through their physician. by filling out a form in the medi-
cation package, or by calling a tall-free telephone num-
ber. They were randomly assigned to be followed by tele-
phone or by mail. Telephone interviews were conducted
at the start of therapy, in the middls of it, and & months
after it ended; mailed guestionnaires were completed
6 months after therapy endsd (median duraticn of thera-
DY, 20 weeks)
Aesults. _Between 1989 and 1993,_177.216 eligible

N 1992, the vitamin A analogue isolretinoin (Accu-

rane) s mrroduced in the United Srares for the
treatment of severe recaleitrant cystic acne. Recause
studies in animals had suggested that isotretinoin
might be reratogenic in humans, the drog was contrain-
dicated in women who wers or might become pregoant
duting therapy or in the Dllowiig month. The concsrn
about hnrman terarogenicity proved well formded, be-
cause it was soon demonstrated that approximately 25

women enrolled in the survey. Interviews with 24 503
women within one morth of enrallment revealed that 92
percent had been told to avoid pregnancy. At that time, ap-
proximately 54 percent ware not sexially active (of whom
37 pelcent used contraception) and 42 percent were sex-
ually active {of whom 89 percent used Gontraception);
4 percent were infertile. Among 124 216 women with com-
pleted telephone or mail follow-up results, there were 402
pregnancies curing therapy (2.4 per 1000 courses of iso-
tratinain); 72 percent of the pregnant women had elective
abartions, 16 percent sportansous abartions, 3 pergsnt
ectopic pregnancies, and 8 percent live births,

Conclusions. The pregnancy fate among Wwomsn rs-
cehving isotretinoin therapy was substantially lower than
that in the general population and was compatible with
the characteristics and behavior of the enrolled women.
(N Engl J Med 1895,333:101-6.)

posed ah aggressive program desighed to raduce the
risk of pregnancy among women raking the drug. The
committee recommended that the major components
of this program be implemented, and the manufacrur-
<r’s Pregnancy Prevention Program commeneed in the
fall of 1953,

The program was largzted al both prescribers and
parients. In late. 1988, materials were distributed t ev-
ery der and to all ists identi-

N

030 percent of axposad [iuses had birth defects — (he
sa-called Accutane aimbryopathy, consisting of craniofa-
cial, hearr, and central nervons systern defects] Despite
prominent warnings to physicians in direci mailings,
advertisements, and the package insert, reparts of prea-
naneies in exposed women cotinued o accumulate,
and by 1980 approsimately 78 mallormed infants Lad
been teporte

The materials inchided guidelines for physicians (in-

strncring them, for example, to warn parients of risks,

obtain negative pregnancy tests. and delay therapy un-

til the second or third day of the next normal menstru-

al period). They alw iucluded o pationt-qualification

checklist, an information brochure for patients, contra-
bl i i i

In the spring of 1943, this issue was reviewed by an
advisory commiltee to the US. Tood and Drug Admi
istration. There was lirtle debate about the teratogenic-
ity of isotretinoin, but dermatologists and others assert-
ed that its vnique efficacy in the rreatment of severs
acne, together with its relatively short treatment course
{15 1o 20 woeeks), warr d ity contimed availability’
As an alternative to removing the drug Fom the market
or formally restricting its nse, the manufacturer pro-

From the Skne Epidemiplogy Unit, School of Public Health, Foston Univer-
ity Selionl ol Merds ine, B, Address reprint sesquest s s Dr. Mitshell at the
Sione Epidemiokosy Unie, 1371 Beacon St Brookline, MA 02146,
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saty forms for a comtraception refertal program (in
whicl the matufacturer would reimburse patiznts for a
wisit o another physician for contraceptive connseling),
and a consent form. Tn addition, in mid-1989 the man-
ufacturer replaced rraditional medication bortles with a
10-capsule blister pack that contained informarion di-
rected specifically al womews the package included
warkiigs about the risks of becoming ps
taking isotretinoin or during the month after treat.

1gs ol mallurmations assudialed with iso-

tretinein. The program was reinforced by periodic

commnnicarions divecred ar prescribers and pharma.
cists.

We designed and conducted a survey o assess the

compliance of physicians aud paticos with the pro-

grom and to identily (he rate of pregnancy during
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N 1982, the vitamin A analogue isotretinoin (Accu-
tane) was introduced in the United States for the
treatment of Ei-E‘T[‘F(.‘| recalcitrant cystic acne. Because
studies in animals had suggested that isotretinoin
might be teratogenic in humans, the drug was contrain-
dicated in women who were or might become pregnant
during therapy or in the following month. The concern
about human teratogenicity proved well founded, be-
cause it was soon demonstrated that approximately 25
to 30 percent of exposed fetuses had birth defects — the
so-called Accutane embryopathy, consisting of craniofa-
cial, heart, and central nervous system defects.! Despite
prominent warnings to physicians in direct mailings,
advertisements, and the package insert, reports of preg-
nancies in exposed women continued to accumulate,
and by 1989 aPpmximately 78 malformed infants had
been reported.

In the spring of 1988, this issue was reviewed by an
advisory committee to the US. Food and Drug Admin-
istration. There was little debate about the teratogenic-
ity of isotretinoin, but dermatologists and others assert-
ed that its unique efficacy in the treatment of severe
acne, together with its relatively short treatment course
(15 to 20 weeks), warranted its “continued av ailability.*
As an alternative to remmmq the drug from the market
or formally restricting its use, the manufacturer pro-

Source: Paper 1 (-01103), Petition, at 52, 57-58; Ex. 1010 (-01103) at 101.
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Avcen A Mrronerr, M.D., Carea M. Van Bexwekos, MLPIL, avp CaroL Louik, Se.D.

Abstract Background. Isotrstinain is effective in treat-
ing severe acne, but it is also teratogenic. To minimize
pregnancies among exposed women, the manufacturer,
together with the U'S. Focd and Drug Administration, im-
plemented a multicomponent Pregnancy Prevention Pro-
gram in 1988. We repoart the results of an ongoing survey
designed to assess compliance with this program

Mathods., Treated women enrolled in the survey
through their physician. by filling out a form in the medi-
cation package, or by calling a tall-free telephone num-
ber. They were randomly assigned to be followed by tele-
phone or by mail. Telephone interviews were conducted
at the start of therapy, in the middls of it, and & months
after it ended; mailed guestionnaires were completed
6 months after therapy endsd (median duraticn of thera-
DY, 20 weeks)

Aesults. Between 1989 and 1993, 177216 eligible

N 1992, the vitamin A analogue isolretinoin (Accu-

rane) was mrroduced in the United Srares for the
treatment of severe recaleitrant cystic acne. Recause
studies in animals had suggested that isotretinoin
might be reratogenic in humans, the drog was contrain-
dicated in women who wers or might become pregoant
duting therapy or in the Dllowiig month. The concsrn
about hnrman terarogenicity proved well formded, be-
cause it was soon demonstrated that approximately 25
cant of exposad Fiuses had birth defects — the
2 Accurane srobryopat msisting of eraniota-
cial, heare, and central nervon 1 defects! Despite
prominent warnings to physicians in direci mailings,
advertisements, and the package insert, reparts of prea-
naneies in exposed women cotinued o accumulate,
and by 1980 approsimately 78 mallormed infants Lad
been teported.”

In the spring of 1943, this issue was reviewed by an
advisory commiltee o the US. Tood and Drug Admin-
istration. There was lirtle debate about the teratogenic-
ity of isotretinoin, but dermatologists and others assert-
ed that its vnique efficacy in the rreatment of severs
acne, together with its Iy short treatment course
{15 1o 20 woeeks), warr ils continued availability
As an alternative to removing the drug Fom the market
or formally restricting its nse, the manufacturer pro-

From the Skone Epidemiplogy Unit, School of Public Health, Fosten Univer-
ity Selionl ol Merds ine, B, Address reprint sesquest s s Dr. Mitshell at the
Sione Epidemiokosy Unie, 1371 Beacon St Brookline, MA 02146,

Presentedt in parl 1l nieelings ul lhe [ il Con e on Pl racoep
elorsa,

iemiokey, Minncapols, Septermber 5-3. 1957 the Teralology Seciety
E.L. Causds, June 3-12, 1990; the American Epiemiclogieal Soc
burgh, March 3526, 1797 and the American Ciatecpathic Callege of
o3, Beston, Getcher 19-14, 1003
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women enrolled in the survey. Interviews with 24,503
women within one morth of enrallment revealed that 92
percent had been told to avoid pregnancy. At that time, ap-
proximately 54 percent ware not sexially active (of whom
37 pelcent used contraception) and 42 percent were sex-
ually active {of whom 89 percent used Gontraception);
4 percent were infertile. Among 124 216 women with com-
pleted telephone or mail follow-up results, there were 402
pregnancies curing therapy (2.4 per 1000 courses of iso-
tratinain); 72 percent of the pregnant women had elective
abartions, 16 percent sportansous abartions, 3 pergsnt
ectopic pregnancies, and 8 percent live births,
Conclusions. The pregnancy fate among Wwomsn rs-
cehving isotretinoin therapy was substantially lower than
that in the general population and was compatible with
the characteristics and behavior of the enrolled women.

N Engl J Med 1995:333:101-6

posed ah aggressive program desighed to raduce the
risk of pregnancy among women raking the drug. The
committee recommended that the major components
of this program be implemented, and the manufacrur-
<r’s Pregnancy Prevention Program commeneed in the
fall of 1953,

The program was largzted al both prescribers and
parients. In late 1988, materials were distributed o ev-
ery der ist and to all ists identi-
fied as prescribers of isolretinoin in the Tt Slates.
The materials includead guidelines for physicians {in-
stricting them, for example, to warn parients of Tisks,

obtain negative pregnancy iests, and delay therapy un-
til the second or third day of the next normal menstru-
al period), They also included  patisn-quabification
checklist. an information brochure for paticnts, contra-
ceptive information, information about and the neces-
saty forms for a comtraception refertal program (in
whicl the matufacturer would reimburse patiznts for a
visit ro another physician for contraceprive connseling),
and a consent form. Tn addition, in mid-1989 the man-
ufacturer replaced rraditional ‘medication bottles with a
10-capsule blister pack that contained informarion di-
rected specifically al womews the package included
wartilgs about the risks of becoming prognant while
in or duting the month after treat.
d pregnancy” icon bebind each capsule,
witigs ol malformations assucialed wil
rretinein. The program was reinforced by prrlodlr
commnnicarions divecred ar prescribers and pharma.
cists.

We designed and conducted a survey o assess the
compliance of physicians aud paticos with the pro-
grom and o identify (he rate of pregnancy during
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posed an aggressive program designed to reduce the
risk of pregnancy among women taking the drug. The
committee recommended that the major components
of this program be implemented, and the manufactur-
er’s Pregnancy Prevention Program commenced in the
fall of 1988.

The program was targeted at both prescribers and
patients. In late 1988, materials were distributed to ev-
ery dermatologist and to all nondermatologists 1denu-
fied as prescribers of isotretinoin in the United States.
The materials included guidelines for physicians (in-
structing them, for example, to warn patients of risks,
obtain negative pregnancy tests, and delay therapy un-
til the second or third day of the next normal menstru-
al period). They also included a patent-qualification
checklist, an information brochure for patients, contra-
ceptive information, information about and the neces-
sary forms for a contraception referral program (in
which the manufacturer would reimburse patients for a
visit to another physician for contraceptive counseling),
and a consent form. In addition, in mid- 1989 the man-
ufacturer replaced traditional medication bottles with a
10-capsule blister pack that contained information di-
rected specifically at women: the package included
warnings about the risks of becoming pregnant while
taking isotretinoin or during the month after treat-
ment, an “avoid pregnancy™ icon behind each capsule,
and line drawings of malformations associated with iso-
tretinoin. The program was reinforced by periodic
communications directed at prescribers and pharma-
Cists.

We designed and conducted a survey to assess the
compliance of physicians and patients with the pro-
gram and to identify the rate of pregnancy during

Source: Paper 1 (-01103), Petition, at 26, 46, 49-50, 54-55, 58-59; Ex. 1010 (-01103) at 101.
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treatment with isatretinein and during the month after
treatment.

MeTHODS

The subiects were women of childbearisg age (12 0 59 vears of
age) who were heing treated with isotrerinoin. T idemtify complianee
with the pragram and the occurrenoe af pregnan

ercd the treatment perind and the subsequent six manths, 4 period

e

mmber increased from 21,267 in 1959 to 43,265 in
1693, Twenty parcant enrolled through the form pro-
vided to physicians, 77 percent through the form in-
clnded in the medicarion package, and 3 percent by
telephone.

Follow-up

long enough 1o allow of cocurting as laz

ple, womnen treated for 3 typical S-month course would be followed
tar 11 months

Th massimize the propartion af freated women sho participaisd,
we provided muhiple epportunities for cnrollment. Tn addition to the
maerials desuribid abue, the progeam alsu included suevey-sroll-

Overall, 26,986 wonen were assigned o relephene
follow-up. Recause of stare-up problems, we com pletad
first telephone interviews of only 72 parcent of the
wornen agsigned to the telephons group in the first year
rn - i L ) |

et vonsent forms; phiysician: sked 1o encourage women (o
use these larm! o enrodl at tf vz

ber that wones could call o
1o thefora B Farms iipmied 1hat participants

$16 payment

‘I miininize memors loss and biased recall, we collected informa

tion an the: Behavicr of physicians and paticnts AL the start of therapy

b asfogamd e subvey, whiv was inlehed Lo be olel~
into & form of intervention, Therelore, we randomly assianed the
women 1o b folloveed by ane of o approaches. e s e
telrphanc cantact during and aficr therags, fu -

formation on physicians’ and patients® behavior.
calls muight themselves snbance compliance wil e pr

e nccurrence of pregnancy
formation on eontraceptive practices
were screened on reeeipt L cxende cnroll
ments that were apparently frandulent, mes, and previously earolled
wemsn, T eligible wones et ussigtes), at random, o be followed
by o o the two methods Wi

told when 1 cxpect comtact. ki
assigned 1o the granp inmereiew
thiee times. ai the start of th

n;aﬂed after thera
b

e They were comacred
nth after enfoll-

d rog
dle o thesapy (evween tws i Four. mocnhs A0 o lar.of 150
o it continued mderstanding ef the
haards of isotretinsin and campliance with the progran; and shc
munths afes e completion of herapy, whea we asked about the oc-
cultence of preguancy dutioy of aflel reatuwent, W swhio could
not be reached by relephone within specified inercals were trans-
tferved o the grenp fllaved up by mail
Women mntrandut assigned i the. felcphanc gromp e scnt 2
el she mnonths after 10 determine
e date ow which Urey liad wompleted v wers speasd w omples
terapy, They were then mailed a que
date el nchuded he same sl
spondents wore ontacted by
response, by telephone.
were pregnant o the tie ey began weaiment, o

nird relephone iner-
and, if this failed

.
and for our teratlagist o meamine all livebom infans.
The protocol was approved by the Boston University Medical Clen-
et Tnstitutional Review Bosd for T Research The survey be-
gan January |, 1995, and is continuing o the present lime
Resurs
Enroliments
Berween Janmary |, 1989, and December 31, 1993,
177,216 eligible women enrolled in the survey, The

1 e Lt dct
iz o g MICH-AEL 0472 o5 L0817, 20
W ol ot 1 114 i
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95 pereent. Tor the fve-year study petiod, frst tele-
phone interviews were completed for 24,503 wormen.
By June 30, 1994, the third telephone interview had
completed by 17,960 women (92 percent of the
19621 eligible wolnen — thart is, those who had corn-
plered therapy ar least six months hefore thar dare).

Mailed Questionnaires

Tolluw-up by mail involved 150,230 women assigned
randoraly (o the madl group and 4420 women (rans-
fetred from the telephone group. OF the 126,251 wom-
en eligible for the second mailed questionnhaire by Juhe
30, 1994, responses had been received from G4 percent
by that date

The ages and geographic distributions were similar
among women assigned re welephone fullow-up and
those assignead ro mail follow-up and among women with
incomplels and those with complate follow-up (data not
shown).

Characterlatica of Women and Bshavler of Physiclans at

Start of Tharapy

Among the 24,503 women who completed first to
phone interviews, the median age was 2
10th and 90th percentiles were 17 and 39, respective-
), the median mumber of vears of sducation was 14
(i.e., 2 years bevond high school), and the median dn-
ration of acne was 8 years. Dermatologists were the
prescribing physicians Tor 92 percent of rthe patients.
Past treatments for ache (data unavailable for 1999) in-

Te-

cent), and orally administered vitamin A (11 psrrenn
Selected information related to the behavior of pliy-
sicians is shown in Table 1. Virtually all the wormen
were told of the imporeance of avoiding pregnancy; 85
percent were told of the importance of using effective
contracepnun for one month before starring isotreti-

78 percant were told to wait for
m and 63 poreehl 1o wail untl the
strual peried before starting izotretinein, Tor-
iy-six percent of the women reported having serum
pragiancy tests before starting treatmant; 60 percent
had had some rype of pregnancy test. These findings
prompted the mannfacrrer, in late 1990, ro mtradnes
a new medication package with certain points high-
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treatment with i1sotretinoin and during the month after
treatment.

METHODS

The subjects were women of childbearing age (12 w 59 years of
age) who were being treated with 1sotreunoin. To idennfy compliance
with the program and the occurrence of pregnancy, the SUTVEY COV-
ered the trearment period and the subsequent six months, a period
long enough o allow wdenuficanon of pregnancies occurring as lae
as the first month after discontinuation of treatment. Thus, for exam-
ple, women treated for a rypical 5>-month course would be followed
for 11 months.

To maximize the proporuon of weated women who parucipated,
we provided multple opporunines for enrollment. In addion 1o the
materials described above, the program also included survey-enroll-
ment consent forms; physicians were asked w encourage women to
use these forms o enroll at the ome isorrennoin was prescribed. A
second oppormunity was provided direcily w the women through an
enrollment-consent form thar was included in each medication p:u:L-
age. In 1990, a wll-free telephone number that women could call o
enroll was added o the form. All forms indicated thar partcipans
would receive a $10 payment.

To mimmize memory loss and biased recall, we collected informa-
don on the behavior of physicians and patents ar the start of therapy
as well as during rearment. However, inquiries at these nmes might

Source: Paper 1 (-01103), Petition, at 26, 37, 47-48, 53, 56; Ex. 1010 (-01103) at 102.
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treatment with isatretinein and during the month after
treatment.

MeTHODS

The subiects were women of childbearisg age (12 0 59 vears of
age) who were heing treated with isotretinoin, Th ide
aconrrenos af pregnancy,
erind and the subscqu
long enough 1= alloa itkentification of pregnanties courritg as lat
s e Bt ol after disvontinuation uf trsatmesnt, Thus, for exm-
ple, womnen treated for 3 typical S-month course would be followed
tar 11 months

T maximizn the prapartion of freaind women who participaied,

d

s ttescribed wbuve, the peogram alsu induded suevey-saroll-
formms; pliysicians were asked to Encourags women (o

enrull was
il acmoem i payment

‘I miininize memors loss and biased recall, we collected informa
tion an the: Behavicr of physicians and paticnts AL the start of therapy
as well as during ueament. However, inguiries at these imes might
b sl e sul vey, whih wes inteusd 1 be alyeivational,
into & form of intervention. Therefore, we randomly assigned the
womeit 10 be follewed by one of two approaches. The first involved
telephanc cantact during and aficr theraps, providing prospective in
formation on physicians’ and patients” behavior. Since the telephons
calls might themselyes snfuanc: compt
wsed a second approach with ot Wts: 4 questionaire
dentified the accurrence of pregnancy and

en
s, anel previosly earolled
a e, 1 bs ollowsd

e
wemsn, T eligible wuunes wers
by o o ihe two methiods. Withi
AU e 10 crpest oot v

w At contimied mndcreranding of the
haards of isotretinsin and campliance with the progran; and shc
munths after the completion of trerapy, when we bout the e-
cultence of preguancy dutiog of aftel reatuwent o whio could.
not be reached by relephone within specified ine were trans-
tferved o the grenp fllaved up by mail

Women mntrandut assigned i the. felcphanc gromp e scnt 2
el she mnonths after 10 determine
e date ow which Urey liad wompleted v wers speasd w omples
aige ¢ix tmonths afler that
the third welephone incer-
air pomrier and, if this failed

to elicit 2 response. h, telephone
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mmber increased from 21,267 in 1959 to 43,265 in
1693, Twenty parcant enrolled through the form pro-
vided to physicians, 77 percent through the form in-
clnded in the medication package, and 3 percent by
telephone.
Follow-up

Telephone inerviews

Overall, 26,986 wonen were assigned o relephene
follow-up. Recause of stare-up problems, we com pletad
first telephone interviews of only 72 parcent of the
wornen agsigned to the telephons group in the first year
of the survey; (s proporlion subsequently increased (o
95 pereent. Tor the five study petiod, fitst tsle-
phone interviews were completed for 24,503 wormen.
By June 30, 1994, the third telephone interview had
been completed by 17960 women (92 percent of the
19621 eligible wolnen — thart is, those who had corn-
plered therapy ar least six months hefore thar dare).

Mailed Questionnaires

Tollow-up by mail invelved 150,230 women assigued
randoraly (o the madl group and 4420 women (rans-
fetred from the telephone group. OF the 1% worn-
en eligible for the second mailed quﬂ(wnhane v Juhe
30, 1994, responses had been received from G4 percent
by that date

The ages and geographic distributions were similar
among women assigned re welephone fullow-up and
those assignead ro mail follow-up and among women with
incomplels and those with complate follow-up (data not
shown).

Gharacterlatica of Women and Behavlor of Phyalclans at
Start of Tharapy

R e e mreT
phone inerviews, the median age was
10ith and S0th percantiles were 17 and 35, respective-
Ty, the median numiber of vears of sducation was 14
(i.r., 4 years bevond hizh school), and the median du-

5200 ) G i s 1 1 7 e
prescribing physicians Tor 92 percent of e patits.
; ot

{in-A) (82 pereent), benzoyl peroxids (7

cent), and orally administered vitamin A (11 percents,
Selected information related to the behavior of pliy-

sicians is shown in Table 1. Virtually all the wormen

in the month after it =nd-
the preguancy and its
levamt medical Tecords
i infans.

who becane

panl during wratment
ed, were imterviewed by teléphon
anteatne; pe om we3s soughe
and for our torawlngist o mxamine al

The piotocol was approved by the Boston University Medical Gen-
e Tustitutionial Review Boord foe o Research The survey be-
gan Januars |, 1995, and is continuing st the present time

Resurs
Enroliments
Berween Janmary |, 1989, and December 31, 1993,
177,216 eligible women enrolled in the survey, The

a5 o e gty MICHAEL 8672 £ A0S 7,
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were told of the imporeance of avoiding pregnancy; 85
percent were told of the importance of using effective
contracepnun for one month before starring isotreti-

noin In 198% 1960, 78 percent were told to wait for
i Lo wail until the
menstrual peried before starting izotretinein, Tor-
iy-six percent of the women reported having serum
pragiancy tests before starting treatmant; 60 percent
had had some rype of pregnancy test. These findings
prompted the mannfacrrer, in late 1990, ro mtradnes
a new medication package with certain points high-

CFAD VI 1011-0002

Source: Paper 1 (-01103), Petition, at 20, 26-27, 34-36, 39, 50-51; Ex. 1010 (-01103) at 102.

The enrollment forms were screened on receipt o exclude enroll-
ments that were apparently frandulent, men, and previously enrolled
women. The eligible women were assigned, ar random, to be followed
by one of the two methods. Within two days, they were semt 310 and
told when 1o expect contact. Each week, 100 women were randomly
assigned o the group interviewed by telephone. They were contacied
three times: at the start of therapy (within one month afer enroll-
ment), when we inguired abowt the patients’ understanding of the
hazards of 1sorretinoin and compliance with the program; in the mid-
dle of therapy (between two and four months after the start of 1s0-
tretinoin), when we inquired abowr cominued understanding of the
hazards of isorretinoin and compliance with the program; and six
months after the complenion of therapy, when we asked about the oc-
currence of pregnancy during or after reatment. Women who could
not be reached by telephone within specified intervals were trans-
ferred o the group followed up by mail.

Women not randomly assigned o the telephone group were sent a
brief questionnaire six months after starting 1sotreninoin o determine
the date on which they had completed or were expecied w complete
therapy. They were then mailed a questonnaire six months after thar
date, which included the same questions as the third welephone mter-
view. Nonrespondents were contacted by air courler and, if this failed
to elicit a response, by telephone.
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treatment with isatretinein and during the month after
treatment.

MeTHODS

The subiects were women of childbearisg age (12 0 59 vears of
age) who were heing treated with isotrerinoin. T idemtify complianee
with the pragram and the occurrenos aof pres v
crea the treaiment perind and the subsequent six months, 3 prriod
long enough 1= alloa itkentification of pregnanties courritg as lat
s e Bt ol after disvontinuation uf trsatmesnt, Thus, for exm-
omen treated far a typical S-month course wauld be follawed
tar 11 months

T maximizn the prapartion of freaind women who participaied,
we provided muhiple epportunities for cnrollment. Tn addition to the
maerials desuribid abue, the progeam alsu included suevey-sroll-
susent forms; phiysicians were asked 1o sncourage women (o
use these torie to enroll at the tine sotretinein was prescribed. A
seeond opportimity was pravided dircetly to the wormen throngh an
enrallment cansent farm that was included in cach medication pack
e, Th 19901, a toll-fres telept bt that womes could call Lo
el i ibind v the T Al foreus e o participants
would receive a $16) payment

‘I miininize memors loss and biased recall, we collected informa
tion an the: Behavicr of physicians and paticnts AL the start of therapy
as well as during ueament. However, inguiries at these imes might
b sl e sul vey, whih wes inteusd 1 be alyeivational,
into & form of intervention. Therefore, we randomly assigned the
womett 10 be followed by ane of two approaches. The frst involved
telrphanc cantac
foarioncer ph ince: the: telephons
calls might themselves snbance compliance wil e program, we
used 4 second approach with ol participants a questionnaire
madled after therapy that idemiied the occurrence of pregnancy and
abraines] rommos v infarmaion on contracoptive practioes

The ctirollment. forms were screened on receipt L cxelude enroll
ments that were apparently frandulent, mes, and previously earolled
wemsn, T eligible wones et ussigtes), at random, o be followed
by o o the two methods. Within twe days, dhey <t 0 and

toldd When B expect comtact. Each week, 100 women were randornly
assigned 1o the gronp intervivwed by relephene. They werr contarted

e with the program; in e mid-
d four months alier the start of is
retin ahent contimued enderstanding of 1
haards of isotretinsin and campliance with the progran; and shc
munths afes e completion of herapy, whea we asked about the oc-
cultence of pregancy duting of aftel reatwent, Women who could
not be reached by relephone within specified inercals were trans-
tferved o the grenp fllaved up by mail

Women mntrandut assigned i the. felcphanc gromp e scnt 2
el she mnonths after 10 determine
e date ow which Urey liad wompleted v wers speasd w omples
tserapy, They were then mailed 2 questionnaice S tnonths after that
date, which included the same questions as the third welephone incer-
view, Nonrospondents wore nantacted by air oourier and, if this failed
to clicit.a response, by telophone.

Women whe were pregnant s the e Uiey began wsatment, or
who became pregnant during teatment o1 in e month after it =
ed, were imterviewed by telephone Tegaiding the pregnancy and its
ateame; perrission was sought ta obtain relevant medical Tecords
and for our terawlngist o mxamine 3 infans.

The protocol was spproved by the Boston University Medical Con-
ter Tustitutinial Review Boord for [ars Research T
gan Januars |, 1995, and is contining st the present i

hiazar ds of isoreetin
dle of theray

ey b

Resurs
Enroliments
Berween Janmary |, 1989, and December 31, 1993,
177,216 eligible women enrolled in the survey, The

mimber increased from 21,267 in 1989 10 43,2
1693, Twenty parcant enrolled through the form pro-
vided to physicians, 77 percent through the form in-
clnded in the medicarion package, and 3 percent by
telephone.

Follow-up

Telephone inerviews

Overall, 26,986 wonen were assigned o relephene
follow-up. Recause of stare-up problems, we com pletad
first telephone interviews of only 72 parcent of the
wornen agsigned to the telephons group in the first year
of the survey; (s proporlion subsequently increased (o
95 pereent. Tor the fve-year study petiod, first sl
phone interviews were completed for 24,503 wormen.
By June 30, 1994, the third telephone interview had
been completed by 17960 women (92 percent of the
19621 eligible wolnen — thart is, those who had corn-
plered therapy ar least six months hefore thar dare).

Mailed Questionnaires

Tolluow-up by mail invelved 150,230 women a
randoraly (o the madl group and 4420 women (rans-
fetred from the telephone group. OF the 126,251
en eligible for the second mailed questionnhaire by Juhe
30, 1994, responses had been received from G4 percent
by that date

The ages and geographic distributions were similar
among women assigned re welephone fullow-up and
those assignead ro mail follow-up and among women with
incomplels and those with complate follow-up (data not
shown).

wom-

Characterlatica of Women and Bshavler of Physiclans at

Start of Tharapy

Among the 24,503 women who completed first tele-
phone interviews, the median age was 26 vears (the
10th and G0th percentiles were 17 and 39, respective-
), the median mumber of vears of sducation was 14
(i.e., 2 years bevond high school), and the median dn-
ration of acne was 8 years. Dermatologists were the
prescribing physicians Tor 92 percent of rthe patients.
Past treatments for ache (data unavailable for 1999) in-
cluded oral autibioties (95 pereent of the pali ul:,\, e
inoin (Relin-A) (82 percent), benzoyl peroxids
cent), and orally administered vitamin A (11 percent).

Selected information related to the behavior of pliy-
sicians is shown in Table 1. Virtually all the wormen
were told of the imporeance of avoiding pregnancy; 85

crcent were told of the importance of wsing cffective

contracepnun for one mumh before starring isotreti-
nwin. In 19861900, 7 L were told tu wait for
proghancy-lest ullx gud 63 poteehl 1o wail until the

next menstrual peried before starting izotretinein, T
iy-six percent of the women reported having serum

pragiancy tests before starting treatmant; 60 percent
had had some rype of pregnancy test. These findings
prompted the mannfacrrer, in late 1900, ro mtradnes
a new medication package with certain points high-

CFAD VI 1011-0002

1 Lyt Jo e S v

iz o g MICH-AEL 0472 o5 L0817, 20
W ol ormtr 1 114

Coprte 15w

3 s s ey o s v e

noin. In 1989-1990, 78 percent were told to wait for
pregnancy-test results and 63 percent to wait unul the
next menstrual period before starting 1sotretinoin. For-
ty-six percent of the women reported having serum
pregnancy tests before starung treatment; b} percent
had had some type ol pregnancy test. These findings
prompted the manufacturer, in late 1990, to introduce
a new medication package with certain points high-

Source: Paper 1 (-01103), Petition, at 39, 51, 58-59; Ex. 1010 (-01103) at 102.
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Vol 335 New 2 PREVENTION OF PREGNANCY [N WOMEN BECEIVING ISOTRETINOIN i
Table 1. Selected Information Obtained from Telephone Interviews with Women of these, 122,582 (99 percent reporred

Childbearing Age Gonducted at the Start of Therapy with Isotretingin. raking isotretinin for less than 365
—— — days; except where otherwise noted,

1550 151
e A s

D your decter wil you the

‘mpertance of
Auaridng pregmancy ! % o5 o @
hing; effective contracep 85 ] £ B

Gt for 1 month belore
starting otreincia?

52 138
=473 s

i i B i

analyses ate restricted to the lartar
roup.

The median duration of therapy
for women followed by telephone
was [41 days, and for those followad
% o by it wans 140 days, Thers were
A4 RS 45,773 person-years of isotretinain
exposure. Pregnancies during thera-

Waiting for pregnancs-fest 7% 7 3 &5 87 22 py were reported by 402 women (0.5
e b st percent); 46 were pregnant when
iotetiunin?

@ a3 " s 7 1 therapy began, and 356 became

‘drusl period before pregnant during therapy. The preg-
e okt nancy rate for the survey population
o bt warie {Table 3) was 34 per 1000 20weck
'HWH';‘H"" % » ” & . s coutses of uin (the annual-

Seum e 5 5

iz = g b Z y a ized rate % 3 per 1000 person-

vears) (Fig. 1). (Among 1382 wom.

0 sl st e on 1 o whi e s RSN e e o £ S smen gl i whe, Todk: isoitelifioin 4ot ohe B

ed g, T T S0 Warlings
about the need 1o have a negative blood pregnancy test
before starting therapy; to wait until the hext menstru-
al period before stariug therapy; and w0 wse elfective
birlh comrol one month before starling therapy, during
therapy, and one month after completing it. During the
next three years, compliance with the first two behav-
ioral recotnmendarions increased (by approximarely 10
to 25 percent, as ganged by responses 1 questions 3, 1,
and 3 in Table 1),

Overall, 95 percent of the women interviewed indi-
cated that they were ol sexually active or that they
wate usiig birth control. Tarly in 1992, the question-
naire was modified 10 allow more complete information
to he obrained regarding sexual acrivity and birth con-
trol; among 9393 women interviewed since then, 37
percent were infartile (3.3 percent because of hysterac—
tornies and 04 percent for other reasons) and in (03
percent the risk of pregnancy was unknown. The larg-
est proportion, 54 percent, were nor sexually active {20
creeit used birth comtrel and 34 percem did
a5 42 pereent were sexually aclive @1 pe
used birth control and 0.6 pereent did not). (Tor sexu
ally active women who did not use birth contral, the
survey stafl intervened by reading to them a warni
about the risk of birth defects and by requesting per-
mission to infarm the prescribing physician.)

Informarion about the women’s contraceptive status
at the start of therapy is shown in Table 2 according to
age. Methods are classified according 1o the schema
used i the 1983 Natonal Survey of Tamily Growth, a
periodic survey that identifics reproductive factors ina
nationally representative sample of 1.8, women.®

wh

Outcomea

As of Jume 30, 1994, 124,216 somen had completed
final telephone interviews or mailed questionnaires. Of

twa years, there were 1727 parson-
years of exposure and 19 pregnancies, for a rate of 110
per 1000 person-years.) The pregnancy rates were 3.1
and 3.4 per 1000 20-week courses for the women in the
lelephons sud mail groups, ctively. Amoug Lhe
138 women in the lelephone group who were warned
fiob to continue isotretinoin therapy without taking
steps 1o avoid preghancy (69 of whom reporied nonsur-
gical inferriliry), 2 subsequently beeame pregnane (1 of
whomn had reported being infertile); exclusion of rhis
group did not ap bly affect the pregnancy rate
ameng women followed by telephone. Dara for 1862 o
1995 suggest a decrease in the pregnancy rale over
lime, though cottinuite fullow-up for the must recent
cohiorts may produce slight changes in these rates.
verall, 460200 womel Teporiad Hol using birth con-
trol (on the basis of telephone data, approximataly 99

Table 2. Contraceptive Status of the Women, as Ascertained by
Telephone Interviews at the Start of Therapy, According to Age

[ p——

e o o g MCHAEL 4 v
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€ 1958 vt oncs M cal o

Not practicing contraception 5 1o i 1
ot scxually sctive ES 17 12 1
exually active 7 <1 <1 3
Bt Iraceptaon a1 ' 5 .
Tubal igabion or bysterestomy <1 n a5 E
Vaset oy =1 10 in
Bathcontrel pill 33 £ 12 2
Tumavterme device <1 1 2 2
Dia 1 5 a o
o 4 5 o 3
ey hod =1 1 =1 1
Otber 3 4 4 3
Nonangially sterle =l “l 2 E]
Unlnorin <t < <t 3
eal 126 parecn, beceiga F rouméing
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lighted in large, bold print. These included warnings
about the need to have a negative blood pregnancy test
before starting therapy; to wait undl the next menstru-
al period before starting therapy: and to use effective
birth control one month before starting therapy, during
therapy, and one month after completing it. During the
next three years, compliance with the first two behav-
ioral recommendations increased (by approximately 10
to 25 percent, as gauged by responses to questions 3, 4,
and 5 in Table 1).

Overall, 96 percent of the women interviewed indi-
cated that they were not sexually active or that they
were using birth control. Early in 1992, the question-
naire was modified to allow more complete information
to be obtained regarding sexual activity and birth con-
trol; among 9593 women interviewed since then, 3.7
percent were infertile (3.3 percent because of hysteree-
tomies and 0.4 percent for other reasons) and in 0.3
percent the risk of pregnancy was unknown. The larg-
est proportion, 34 percent, were not sexually acuve (20
percent used birth control and 34 percent did not),
whereas 42 percent were sexually active (4] percent
used birth control and 0.6 percent did not). (For sexu-
ally active women who did not use birth control, the
survey staff intervened by reading to them a warning
about the risk of birth defects and by requesting per-
mission to inform the presc rlhmg ph\, sician.)

Information about the women’s contraceptive status
at the start of therapy is shown in Table 2 according to
age. Methods are classified according to the schema
used in the 1988 Natonal Survey of Family Growth, a
periodic survey that identifies reproductive factors in a
nationally representative sample of US. women.”

Outcomes

As of June 30, 1994, 124,216 women had completed
final telephone mterviews or mailed questionnaires. Of

Source: Paper 1 (-01103), Petition, at 15, 29, 34, 37, 39, 40, 42, 51, 55, 58, 59; Ex. 1010 (-01103) at 103.
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percent were not sexnally acrive ar the beginning of
therapy or during it). Bighty-cight became pregnant
during treatment (1.9 pes IU(!U 20-week courses). In
comparison, among the 9 women who practiced
contraception, 268 became pregnant (36 per 1000 20-
week courses) (P<0.001).5 On the basis of the primary
cotitraceptive method being used at the start of treat-
mant (reportad i the third telephone interview or the
second mailed questonnadre), we sstimated method-
specific pregnancy rates during therapy, Among women
using hohsurgical means of contraception, rates for the
most commonly uzed methods were 3.2 pregnancies
per 1000 20-week courses for birth-control pills (33053
woment), 10.3 for condoms (7665 women}, and 8.1 for
disphragms (3023 women). The rates among women
who had had tubal lgations or whoss male pariners
had had vasectumivs were 04 ¢4 of 10,94 women) and
0.3 (2 of 7394 women), respectively.

There were 136 pregnancies that were conceived
during the month afier discontinuation of therapy, for a
vare of 144 per 1000 person-years (Fig. 1). Pregnancy
rates wel 5
when pregnaney was no longer discouraged by the pro-
gram; these were 290, 371, and 43.2 per 1000 person-
yeats, respectively.

O the 402 women with pregnancss
treatment with iselretinoin, 290 (72 pereent) de ]

July 13, 1995

507 caitonna

Pregnancy Rate per 1000
Person-Years
s B ¥
=]
gz
H

Qo ¥ \a" m é‘é"

& xf "‘q@ f

Figure 1. Pregnancy Rates and Outcomes during and after Ther-
apy with Isotretinain in 122 562 Women, 1988 1o 1956,

fsotretinein; thus, Gve infants (38 perecnty were judssd
10 have defects compatible with the isorretinoin embry-
opathy. Birth records available for four additional in-
fants revealad no defocts. Parental reports, available
tor 13 of the rernaining 15, identified 1 infanr as having
cerehral palsy and developrmental delay and 1 whe died
from defects involving the ear, eye, heart, kidney, and
liver.

Discussion

tive terminations, G3 (15 percent) had spontaneous
abortions, 13 (3 percent) had ectopic preghancies, hone
had stillbirths, 52 (8 percenr) had live births, and in 4 (1
percent) rhe ourroie conld not be determined. Among
the 136 pregnancies occurring during the month after
:herap» a sialler proportion (53 percent) were elects
rminated and a larger proportion (28 parcamt) were

Among women enrolled in this survey, undersiand-
ing of the teratogenic tisks of isotretinoin and of the
nead o avold pregnancy was virtually universal, Com-
pliance with orher aspects of the program was less
complete, although in no case did compliance for any
meazure decling during the study period. Apart from
isskiisioiing il 73

i

um—ud lu telm of welv cotliluibg al the time of ataly-
sis. Tor preghancics occurting in the subsequent three
months, 23 percent were terminated and 61 percent
were cartied Lo tarm or were continuing.

Among the 32 liveborn infanrs, 13 had Teen exatn-
ined by the survey terarologist by January 1963, Six had
no defects, one had major anomalics (ear, eye, cranio-
facial, and brain), and six had minor anomalies (sar in
two, ear and crapiofacial in two, and hypoplastic scro-
tum and confluent sychrows in oue vach). Tl amin-
er, who knew the exposure status of the mothers, did
not consider the latter two defects to be associated with

Table 3. Pregnancy Rales during Isoiretinoin Treatment, Based on Completed

Folloi-up by Telephone and Mail.*

the most important aspect of the program wasligrec.
ommendations that women chisure that preghancy tests
were negative, thar they wait unil menses had begun
before iniliating isotrstinoin therapy, and that thay
s[fective bitth control praceding, during, and im-
ely after rreatment. Informarion from the first
months of the snreey revealed incomplete compliance
with these guidelines. As a resulr, the mamifacturer re-
inforced physician educarion abour these three Tecormn-
mendations” and ehanged the medication package ©
Tighlight their imporiance. Within months afier distri-
bution of the new package, compliance with these Tec-
ommendations, though =il incom-
improved
Whatever attention is direcred to

use

e

the edncation and compliance of pa-

Vazisas 159 e 19, L 1oz A z
rients and physiciang, the most rele-

No ol umen B~ T T SR R vant meastre of the effectiveness of
& o2 i o Aé A0z cfforts 1o prevent praghancics is the

S L e Bl 003 pregnancy rate, Among U.S, women
Rate per 1000 200k 10 26 u 51 st 34 151044 years of age. the pregnancy

courses of isotrednoin

vate is approsimately 100 per 1000

Sl excys i o 1634 wome:

falirs el 25 wermen whn e propmactat e tie ey Segae taking mecting

erte  taking treinain for oo year ar =ore nd g 78 ERars

persoliryears.” Tor women i the
same age gronp in the survey popn-
lation, the rate during isotretinoin
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Among women enrolled in this survey, understand-
ing of the teratogenic risks of 1sotretinoin and of the
need to avold pregnancy was virtually universal. Com-
pliance with other aspects of the program was less
complete, although in no case did complhance for any
measure decline during the study period. Apart from

Source: Paper 1 (-01103), Petition, at 38, 52, 55, 57-58; Ex. 1010 (-01103) at 104.
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warmnen treated with isotretinein, Whether participants
differed in pregnaney risk from women who did not en.
n L % a

The program sought to exclude [rom isotretnoin

program sought to exclude from isotrstinoin
treatment women who were at high Tisk of hecorning

povha did nas enrallacers snare likele 1o he noneoi.

Nireatment women who were at high risk of becoming

preguane, The pr e of sexually aelive women not l

3 o g
those practicing contraception the use of oral contra-
fons of the most elfective metbods) was ligh

O pereent) as compared with e respective propor-
tions (7 and 28 percent) in the National Survey of Fam-
ily Growth.” Trrespective of method, major factors as-
sociated with successtul contraception include durarion
of use, educartion, and motivation® We have only re-
cently colleeted information on duration of but we
know thar the enrolled population wag relatively well
educated and that motivalion was likely 1o have been
quite high, given knowledye of the risks, Turthermore,
preghancy bad w bs avoided or only six months, onav-
erage. Thus, the observed low rates are compatible
with the demographic and other characteristics of these
women. Though a causal link berween implementarion
of the program and low tates of pregnancy cannot be
proved by observational study, such an effect is likely,

given the frequency of reported compliance with com-
pohents of the program.

pum ol mus nxk

cther
high in hmh the oelfaphqhe md rn]v| groups, and re-
sponsss tegarding knowledge, behavior, and compli-
ance were similar whether elicired ar the start of trear-
ment {in the first relephone interview) or siv monchs
after its completion (in the second mailed question-
naire} (data not shown). The low pregnaney rates dur-
ing isotrelinoin traatment and e increase in preg-
nanciss i the four months aflobward ave consistent
with intentional avoidance of preghancy during the
period of teratogenic risk. The high proportion of
women having therapeutic aborlions during Ireatment
and the low proportion having theun during the subse-
quent four nonths further support the validity of these
data. Although some underreporting of pregnancies
and therapentic abortions is likely, we believe that the

phzu and a bdgh risk for preguanes; on the other
Tiand, women may not enroll specifically because they
are infertile of in other ways not at risk for preghancy.

Do e limitations, we bel; thiat our design
Wi sssful as could be expeeted i s seting of
voluntary mmm[nrmn Alrrmanw df-suzn: canhot en-
TuTe Tepresenianve
patient consenr, the putentml Ior Sclecucn bus ig ines-
capable

Before the intreduction of isotretinein, the unigue is-
sues related ro reratogenic drugs were not adequately
considered — such drugs were either removed from use
or lel on the market with no pregnancy-prevention
program. T clioil program offets a hoval ap-
proach that seeks 1o keep the drig available while min-
imizing the teratogenie hazard! The results suggest
that the program encourages commmmicarion between
physicians and parients regarding the drug’s reratogen-
ic risk and the need (@ prevent pregnancy, promotes the
selection of patients at low risk for pregnancy, and is as-
sociated with low preghancy rates. These benefits oc-
curred in a particular context: physicians and patieuts
were bighly committed W wsing the drug, preguaucy
had to be aveided for only a limited time, and the phy-
sicians belonged largely to a single speci ulh {dermatal-
ogy), enhancing the feasibility of the educarional cam-
paign

Whether similar benefits could be achicved with
drngs used for other purposes remains unclear, but this
question may soon require resolution. Thalidomide ap-
peats o be an alfecl mant for various medical
conditions," ! as does methotre 14 prompting in-
ferest in making these teratogenic drugs more widely
available %% The experience gainad with isotre linoin
can serva as a basis for considering how such drugs
should be nsed and monitored, with 2 view to ensnring
{hal pregnancies and malformations are reduced (o an
Lisalut

survey design and study population minimize this
problem.

Tvaluation of the representativencss of a survey
based on voluntary enrollment requires information on
both the total number of women of childbearing age
whe are treated wirh isotrerinoin and the differences
between enrolled and nnenrolled women. Unfortimare-
Iy, the number of treated women is not known. Avail-
able estimates, based on complex and wnvalidared as-
sumplions, suggest thal the numbers of women of
sating age fur whom fzotrelinoil was prescribes

¢ proximately 76,094 in 1991, 83,087 m I
and 90,390 in 1993 (Bylancik A, Hoffmann-La Rochs
personal communication). If these estimates ara cor-
rect, we can assune on the basis of their 95 percent
confidence intervals that the 117652 women who en-
rolled in the survey represented 42 to 52 percent of ths

11 L
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We are indehted o the fallowing members of the Slone Epidemi
cutane Advisory Commitiee, who provided independ-
L advice in the design, o and suaetprstation of
MD. (chair}, E
b

i1 Health and Human Divelopment. liai
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pregnant. The prevalence of sexually active women not

sure representativeness, and because of the need for
patient consent, the potential for selection bias is ines-
capable.

Before the introduction of isotretinoin, the unique is-
sues related to teratogenic drugs were not adequately
considered — such drugs were either removed from use
or left on the market with no pregnancy-prevention
program. The isotretinoin program offers a novel ap-
proach that seeks to keep the drug available while min-
imizing the teratogenic hazard.! The results suggest
that the program encourages communication between
physicians and patients regarding the drug’s teratogen-
ic risk and the need to prevent pregnancy, promotes the
selection of patients at low risk for pregnancy, and is as-
sociated with low pregnancy rates. These benefits oc-
curred in a particular context: physicians and patients
were highly committed to using the drug, pregnancy
had to be avoided for only a limited time, and the phy-
sicians belonged largely to a single specialty (dermatol-
ogy), enhancing the feasibility of the educational cam-
paign.

Whether similar benefits could be achieved with
drugs used for other purposes remains unclear, but this
question may soon require resolution. Thalidomide ap-
pears to be an effective treatment for various medical
conditions,*"" as does methotrexate,!*"" prompting in-
terest in makmg these Eeralogemc drugs more mdeEy
available.""™* The experience gained with isotretinoin
can serve as a basis for considering how such drugs
should be used and monitored, with a view to ensuring
that pregnancies and malformations are reduced to an
absolute minimum,

Source: Paper 1 (-01103), Petition, at 12, 14, 19, 20, 26, 47-49, 50, 57; Ex. 1010 (-01103) at 105.
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1PR2013-01103 1IPR2015-01103
Patent 6,315,720 131 Patent 6,315,720 31
computing station issues a pharmacy approval code. Ex. 1008, 11:6-8, 17— EXpenence ga mned with the isotretinoin pregnancy prevention prograim can

23. Dr. Fudin testifies that one skilled in the art would have implemented

serve as a basis for considening how drugs, such as thalidonude, should be

the methods disclosed in Dishman and Cunningham (o limit the distribution

of adrug. Ex. 102799 98-100. Based upon the record presented, we 'used and ﬂmﬂj.tﬂ'rﬂd. Wiﬂl a Vif“' to msmg That ad‘.-me_- Eid-ﬂ Effe_-c‘[‘s are
conclude that Cunmngham 1s dirceted to the same general endeavor as

Mitchell and Dishman, contrelling the distribution of pharmaceutical I'E'duﬁfd to an ﬂ-bﬂﬂ'hltf II]J_tle].lm Ex 1010, 105.

products. dJarapase p 3

Patent Owner contends that the Clozaril system of Dishman, as a
whole, was a failure, and teaches away from the use of such a system.

Prelim. Resp. 12-13, 30. Patent Owner relies upon an article by Dr

national registry maintained by the U.S. manufacturer of clozapine.

Honigleld, which describes the ellects of the National Clozapine Registry
System on the incidence of deaths related to agranulocytosis. Jd. (citing Ex.
2014). We note, however, that Honigfeld states that the actual number of

cases of agranulocytosis and related deaths was lower than expected for the

in a Jepson format, where the admitled prior art recites filling prescriptions

only after consulting a computer readable storage medium. Mitchell
identifics different risk groups. such as “women of childbearing age (12 to
59 years of age)” targeted for a pregnancy-prevention program. Ex. 1010,
101-102. Henee, we find that Mitchell discloses that the set of conditions
for treatment difTers based on the risk group assigned. Dr. Fudin testifies
that, at the time of the invention, records would be kept relating to risk

groups and that electronic records, such as patient risk group assignments,

e AN14 S Lasdina ot shassal s aiens il S would be useful and easy to achieve through entry on a computer. and that a
Patent Owner states th’ar Mltﬁhﬂﬂ "HD“ld .l]ﬂVE taught away ﬁ'ﬂﬂl computerized system, such as thal taught by Dishman, would help determine
which prescriptions should be “locked out.”™ Ex. 1027 99 84-92. We credit

Dr. Fudin’s testimony, as it 1s consistent with the admitted prior art and prior

combining its pregnancy prevention program with anvy other prior art as
Mitchell, like Dishman, 1s alleged to be a failure. Prelim. Resp. 31.

art of record. Based on the record presented, we conclude that one of
} . } ordinary skill in the art would have assigned risk groups. and entered that
Specifically. Patent Owner contends that Mitchell did not prevent all

information inte a computer database, (o ensure thal physicians and

pharmacists had access to the information when prescribing drugs, such as

pregnancy. We are unpersuaded as_ even if correct. Mitchell states that the

thalidomide, and filling such preseriptions to aveid the risk of harmful birth

Specifically, Patent Owner contends that Mitchell did not prevent all defects.

pregnancy. We are unpersuaded as, even if correct, Mitchell states that the

Source: Paper 22 (-01103), Institution Decision, at 18-19. CFAD DX - 142
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Guideline for the clinical use and dispensing of
thalidomide

V.4

|

R.J. Powell and J. M.M. Gardner-Medwin

A4

Clirical Immiunology Unit, Immunology Department, Queen's Medicat Cenire, Universily Hospital,
Nottingham NG7 2UH, UK
" ' - s
. In the 1960s thalidomide virtually disappeared
1 - T

In the 1960s idomide virtually di d Iu\ Clinicalose. i aﬂc ha
B T b et from clinical use after it was demonstrated that it i
both a causative agent of severe irreversible [T, y severe disabling conditions that cause an El . Kl

tipheral neurg an Wi vnacceptable interference with normal life ik' ca tl“ r Vere m“mblﬂ
Cum:éy i the UK there are no product licences should be treated with thahdol;:iede, m;dd onlﬁ t!l a u“ a@t u “ _1 ‘
for thalidomide but it can be prescribed after ather treatments have been tried an l h
ielerpr i ol L A peripheral neuropathy'~ and a human teratogen.”
9(1) of the Medicines Act 1968,” and its subsidiary Pregnancy should be excluded before instituting
legislation.® It is being prescribed by hospital-based therapy with thalidemide, specifically by a

M

physicians to a small number of patients who have negative pregnancy test within 2 weeks prior to
exhausted other therapeutic options. Hospital doc- starting therapy.

tors who prescribe thalidomide should have the 3. Patients should be specifically excluded from
necessary expertise in its use and the resources to treatment with thalidomide for any of the
detect subclinical neuropathy. There is the poten- fallowing reasons:

tial for an increase in its use in conditions such as a. Unwilling to sign a consent form.

‘bone marrow transplantation’ and HIV-related b. Unable to understand the potential risk
discase.’ Even in these new areas, thalidomide from the use of thalidomide.

should only become an option when all other ¢. Unlikely to be able to comply with the
therapeutic modalities have failed. prescribing instructions.

This  continued, albeit limited, use of d. Women who wish to become pregnant.
thalidomide has been criticized by some €. Women of childbearing potential;
clinicians,”® and by individuals affected by i.  who have not practised a reliable form
thalidomide!! because of the known serious side of contraception for 1 year;
effects of the drug. Ome of their concerns is that ii, who are unwilling to take reliable
there are mo legal restrictions or guidelines contraceptive precautions;

A EILI Th: A line :
regulating its clinical use. Its current use is subject ili. who are considered not capable of = ']‘1'..' g d I d ﬂgmﬂ Ill
to the requirements of the laws governing the complying with the requirements for uﬂ“" s ul e 1“& Is : ID D :}
ly of: i a’ jenr’ i reliable contraception. Reliable con- - E.__=E - H
B gt g e ooty the safest possible climical use and djs.pmsmg o
he safest possible clinical use and dispensing of TEpTive A1 _miraulenne devi »
lidomide. surgical sterilization of patient or sole h I d d
St 2 wrEyTequiTe-Teviston partner. Female patients who do not t H. 1 ﬂﬂ“ EI-
and modification as further clinical experience with normally practise contraceplion be-
thalidomide is gained. For that reason it is prefer- cause of a history of infertility should

. iy . 7 . T r 1 L]
B | i guidelines rather than by law. However, it cannot

y

be overstated that the risks of nicity and = i k) . =&
dd in each and e‘:let:;lp:?iem. nd l 5. Women o{]child::lrzrmg gmcmial sho;nld:gre: v H ﬂvﬂﬂmtﬂd lh'a'i' tI:E nﬂs ﬂt‘ tﬁﬁtﬂmt}' ﬂ'u'd
h i S -
Corepomienoe 1) Powel FRCE ey i 2 i 2 ety oot s peripheral neuropathy must be recognized, and
Accepted: T July 1994 prescribing physician. A pregnancy test should ! <t
addressed in each and every patient,
CFAD V1 1007-0001

Source: Paper 1 (-01102), Petition, at 32, 44-47, 52, 56-58; Ex. 1006 (-01102) at 901. CFAD DX - 143
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Guideline for the clinical use and dispensing of

thalidomide

R.J. Powell and J M. M. Gardner-Medwin

Clintical I fogy Unit, I i P , Queen's Medical Cenire, University Hospiwal,

Nottingham NG7 2UH, UK

Introduction

In the 1960s thalidomide virtually disappeared
from clinical use after it was demonstrated thatitis
both a causative agent of severe irreversible
peripheral neurepathy'? and a human teratogen **
Currently in the UK there are no product licences
for thalidomide but it can be prescribed on a
‘named patient” basis in accordance with Section
9(1) of the Medicines Act 1968, and its subsidiary
legislation.® Tt is being prescribed by hospital-based
physicians to a small number of patients who have
exhausted other therapeutic optiens. Hospital doc-
tors who prescribe thalidomide should have the
necessary expertise in its use and the resources to
detect subclinical neuropathy. There is the poten-
tal for an increase in its nse in conditions such as
bone marrow transplantation’ and HIV-related
discase.t Even in these new areas,

(A) Clinical nse

1. Only severe disabling conditions that cause an
unacceptable interference with normal life
should be treated with thalidomide, and only
after other treatments have been tried and
failed.

therapy with thalidomide, specifically by a
negative pregnancy test within 2 weeks prior to
starting therapy.

3. Patients should be specifically excluded from
treatment with thalidomide for any of the
following reasons:

4. Unwilling to sign a consent form.
b. Unable to understand the potential risk
from the use of thalidomide.

should only become an option when ali other
therapeutic modalities have failed.

This continued, albeit limited, use of]
thalidlomide has been criticized by some,
clinicians,™™ and by individuals affected by
thalidomide'! because of the known serious side
effects of the drug. One of their concerns is that
there are no legal restrictions or guidelines
regulating its clinical use. Its current use is subject
to the requirements of the laws govemmg the
supply ofa medicine for a ‘named patient” prescrip-
tion *%'*'* This guideline is designed to promote
the safest possible clinical use and dispensing of
thalidomide.

These recommendations may require revision
and modification as further clinical experience with
thalidomide is gained. For that reason it is prefer-
able that its clinical use should be regulated by
pguidelines ruther than by law, However, it cannot
be overstated that the risks of lcmtugemclty and

<. Unlikely to be able to comply with the
prescribing instructions.

4. Women who wish to become pregmmt

€. Women of childbearing

T Pregnancy should be excluded belore msttuting

2. Pregnancy should be excluded before instituting
therapy with thalidomide, specifically by a
negative pregnancy test within 2 weeks prior to
starting therapy.

3. Patients should be specifically excluded from
treatment with thalidomide for any of the
following reasons;

a. Unwilling to sign a consent form.
b. Unable to understand the potential risk
from the use of thalidomide.
¢. Unlikely to be able to comply with the
prescribing instructions,
d. Women who wish to become pregnant.
e Women of childbearing potential:
who have not practised a reliable form
of contraception for 1 year;

ii. who are unwilling to take reliable
contraceptive precautions;

iii. who are considered not capable of
complying with the requirements for
reliable contraception. Reliable con-
traceptive methods include the contra-

i.  whohavenot prm:us:d a reliable form
of contraception for 1 year;

ii.. who are wnwilling to take reliable
contraceptive precautions;

ili. who are considered not capable of
complying with the requirements for
reliable contraception. Reliable con-
traceptive methods include the contra-
ceptive pill, an intrauterine device,
surgical sterilization of patient or sole
partner. Female patients who do not
normally practise contraception be-
cause of a history of infertility should
do so whilst taking thalidomide.

4. Fully informed consent should be obtained
using a written consent form and a signed

D must be d, and
addressed in each and every patient.

Correspondence: R.J. Powell, FR.CP.
Accepted: 7 Tuly 1954

w

. Women of childbearing potential should agree
1o stop taking thalidomide immediately should
they miss a pericd, and urgently contact their
preseribing physician. A pregnancy test should

ceptive pill, an intrauterine device,
surgical sterilization of patient or sole
partner. Female patients who do not
normally practise contraception be-

CFAD V1 1007-0001

cause of a history of infertility should
do so whilst taking thalidomide.

4. Fully informed consent should be obtained
using a written consent form and a signed
agreement.

3. Women of childbearing potential should agree
to stop taking thalidomide immediately should
they miss a period, and urgently contact their
prescribing physician. A pregnancy test should

Source: Paper 1 (-01102), Petition, at 26, 28, 33, 36, 38-39, 41, 46-47, 49, 50-52, 55-59; Ex. 1006 (-01102) at 901.
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be provided and, if positive, appropriate
counselling should be given.

. Women of childbearing potential who discon-
tinue treatment with thalidomide should agree
to take reliable contraceptive precautions for 3

=

are no published electraphysiolagical studies
that outline the criteria to predict the develop-
ment of paraesthesiae. Shounld paraesthesiae
develop, then thalidemide must be stopped
immediately to limit further damage.

1. Appropriate clinical and electrophysiological
measurements should be recorded before treat-
ment is d. For certain diti
photographs may be useful to monitor the
progress of treatment.

The anticipated duration of treatment at which
benefits of therapy will be judged should be
agreed with the patient and treatment criticully
reviewed at the end of that period. Treatment
failure must be recognized to avoid unneces-
sarily extended courses of thalidomide.
Follow-up visits should be at monthly intervals
or less for the first 3 months to enable the

o

Lad

toxicity, The warnings about the possible toxi-
city and the need for adequate contraception
should be reinforced. Adequate time should be
allowed to answer all questions raised by the
patient.

All adverse events should be recorded and
serious events notified to the Clinical Trials
Section, Medicines Control Agency.”

o

months after discontinuing thalidomide 2. Electrophysiological festing should be per-

7. Patients should agree to return any unused formed at a constant temperature, by a consis-
supply of i to the i tent i and by the same neurophysio-
physician_ logist, to provide at least one, preferably two,
seline of sensory

nerve action potential amplitudes (SNAP). If

B) Monitoring more than one pretreatment value is available,

Yimits_can_be for_the

~

individual patient.

. The SNAP amplitudes should be measured inat
least three merves, for example, median,"
radial and sural.'® A summated score with
equal weighting for each nerve can be used to
reduce the dominant contribution from the
radial nerve SNAP amplitude. Nerve conduc-
tion velocities would not be expected to show

ignifi chanoes in_the _sarly_nhase _of an

w

clinician to detect side effectsfearly signs of

Se=Pleew (SEE ey
should be repeated after each 10 g increment in
total dose or 6 monthly, whichever is the soaner,
for the duration of therapy.

Patients should be warned, and understand,
that they must stop thalidomide i diately if

k4

axanal neuropathy.”

Based on available data, a fall from the baseline

summated score of > 40% should be regarded

as significant.’”

. For those patients with a fall from baseline
summated score of between 30% and 40%, the
intervals should be reduced between measure-
ments and, therefore, the need to use thalido-
mide should be reviewed,

>

[

(D) Patieot information

. Each patient being treated with thalidomide
should be given an information sheet (Figure 1).
. A doctor prescribing thalidomide on a ‘named
patient’ basis is entirely responsible for the
patient’s welfare. He must inform the patient of

M

paraesthesiae develop. In some cases the sen-
sory loss may be permanent and adequate
diagnosis, management and follow-up for these
patients should be arcanged.

(C) Electrophysiclogical measurements

. Peripheral neuropathy is a commeon, severe and
often irreversible side effect of treatment with
thalidomide. Every effort must be made Lo
detect this presymptomatically by electro-
physiological techniques. Unfortunately there

*Clinical Trial Section, Medicines Control Agency,
Room 1418 Market Towers, 1 Nine Elms Lanc,
London SW8 5NQ, UK. Tel. 071-273 0327,

any warnings and precau-
tions associated with the use of the drug. To
comply with the law," suppliers of a drng for a
‘named patient’ prescription must provide in-
formation about the drug on the containers and
packages, but are not required to provide
indicati warnings and t
A sample patient information sheet is provided,
which contains information relating to its pro-
posed use and warnings about the potential,
severe side effects of thalidomide. It should be
updated as required.

w

(E) Manufacture and dispensing
1. Thalidemide does not have a product licence in

lh_e UK. Nevertheless, a manufacturer or sup-
plier may supply it to a medical practitioner for

CFAD V1 1007-0002

M

be provided and, if positive, appropriate
counselling should be given.

Women of childbearing potential who discon-
tinue treatment with thalidomide should agree
to take reliable contraceptive precautions for 3
months after discontinunng thalidomide.
Patients should agree to return any unused
supply of thalidomide to the prescribing
physician.

(B) Monitoring

Appropriate clinical and electrophysiological
measurements should be recorded before treat-
ment is commenced. For certain conditions,
photographs may be useful to monitor the
progress of treatment.

The anticipated duration of treatment at which
benefits of therapy will be judged should be
agreed with the patient and treatment critically
reviewed at the end of that period. Treatment
failure must be recognized to avoid unneces-
sarily extended courses of thalidomide,
Follow-up visits should be at monthly intervals
or less for the first 3 months to enable the
clinician to detect side effects/early signs of
toxicity. The warnings about the possible toxi-
city and the need for adequate contraception
should be reinforced. Adequate time should be
allowed to answer all questions raised by the
patient.

All adverse evenis should be recorded and
serious events notified to the Clinical Trials
Section, Medicines Control Agency.*

Source: Paper 1 (-01102), Petition, at 28, 34, 36, 41, 51, 53-55, 59; Ex. 1006 (-01102) at 902.
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be provided and, if positive, appropriate
counselling should be given.

. Women of childbearing potential who discon-
tinue treatment with thalidomide should agree
to take reliable contraceptive precautions for 3
months after discontinuing thalidomide

ES
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are no published electraphysiolagical studies
that outline the criteria to predict the develop-
ment of paraesthesiae. Shounld paraesthesiae
develop, then thalidemide must be stopped
immediately to limit further damage.

Electrophysiological testing should be per-
formed at a constant temperature, by a consis-
i and by the same neurophysio-

B

7. Patients should agres to return any unused
supply of ide to the i tent
physician.

(B) Monitoring

1. Appropriate clinical and electrophysiological
measurements should be recorded before treat-
ment is d. For certain diti
photographs may be useful to monitor the
progress of treatment.

The anticipated duration of treatment at which
benefits of therapy will be judged should be
agreed with the patient and treatment criticully
reviewed at the end of that period. Treatment
failure must be recognized to avoid unneces-
sarily extended courses of thalidomide.
Follow-up visits should be at monthly intervals
or less for the first 3 months to enable the
clinician to detect side effectsfearly signs of
toxicity. The warnings about the possible toxi-
city and the need for adequate contraception
should be reinforced. Adequate time should be
allowed to answer all questions raised by the
patient.

o

Lad

logist, to provide at least one, preferably two,

‘baseline of sensory
nerve action potential amplitudes (SNAP). If
more than one pretreatment value is available,
confidence limits can be calculated for the
individual patient.

. The SNAP amplitudes should be measured inat
least three merves, for example, median,"
radial and sural.'® A summated score with
equal weighting for each nerve can be used to
reduce the dominant contribution from the
radial nerve SNAP amplitude. Nerve conduc-
tion velocities would not be expected to show
significant changes in the early phase of an
axanal neuropathy.”

Based on available data, a fall from the baseline

summated score of > 40% should be regarded

as significant.’”

5. Fer those patients with a fall from baseline
summated score of between 30% and 40%, the
intervals should be reduced between measure-
ments and, therefore, the need to use thalido-
mide should be reviewed,

w

>

(D) Patient information

|. Each patient being treated with thalidomide
should be given an information sheet (Figure 1).
A doctor prescribing thalidomide on a ‘named
patient’ basis is entirely responsible for the
patient’s welfare. He must inform the patient of
any contraindications, warnings and precau-
tions associated with the use of the drug. To
comply with the law," suppliers of a drug for a
‘named patient’ prescription must provide in-

2,

o

All adverse events should be recorded and
serious events notified to the Clinical Trials
Section, Medicines Control Agency.”
Electrophysiological measurements {see below)!
should be repeated after each 10 g increment in|
total dose or 6 monthly, whichever is the soaner,
for the duration of therapy.

Patients should be warned, and understand,
that they must stop thalidomide i diately if]

2%

k4

(D) Patieot information

1. Each patient being treated with thalidomide
should be given an information sheet (Figure 1).
2. A doctor prescribing thalidomide on a *named
patient’ basis is entirely responsible for the
patient’s welfare. He must inform the patient of

paraesthesiae develop. In some cases the sen-
sory loss may be permanent and adequate
diagnosis, management and follow-up for these
patients should be arcanged.

(C) Electrophysiclogical measurements

1. Peripheral neuropathy is a common, severe and
often irreversible side effect of treatment with
thalidomide. Every effort must be made Lo
detect this presymptomatically by electro-

physiological techniques. Unfortunately there

*Clinical Trial Section, Medicines Control Agency,
Room 1418 Market Towers, 1 Nine Elms Lanc,
London SW8 5NQ, UK. Tel. 071-273 0327,

any warnings and precau-
tions associated with the use of the drug. To
comply with the law," suppliers of a drng for a
‘named patient’ prescription must provide in-
formation about the drug on the containers and
packages, but are not required to provide
indicati warnings and t
A sample patient information sheet is provided,
which contains information relating to its pro-
posed use and warnings about the potential,
severe side effects of thalidomide. It should be
updated as required.

w

formation about the drug on the containers and
packages, but are not required to provide
contraindications, warnings and precautions.

A sample patient information sheet is provided,
which contains information relating to its pro-
posed use and warnings about the potential,
severe side effects of thalidomide. It should be

(E) Manufacture and dispensing
1. Thalidemide does not have a product licence in

lh_e UK. Nevertheless, a manufacturer or sup-
plier may supply it to a medical practitioner for

CFAD V1 1007-0002

updated as required.

Source: Paper 1 (-01102), Petition, at 14-15, 25, 48-49; Ex. 1006 (-01102) at 902.
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GUIDELINES FOR USE OF THALIDOMIDE 903

PATIENT INFORMATION SHEET FOR THALIDOMIDE USE

PATIENT INFORMATION SHEET FOR THALIDOMIDE USE

TN oiisiimcs it sisiesecennre e essaceceeee (PALICAL'S MAME)
in Gt )
i isa drug which can h ide effe only be used Tew debilitati . . " . ' & . pr .
Conéiions ik i et e bt i . Thbdomds st o st o Thalidomide is a drug which can have severe side effects. This means it can only be used to Lreat a few debilitating
by patients and dectors and treatment will involve careful monitoring. Despite these drawbacks, in some

patients thafidomide ca be of ignificant bench. conditions in which alternative treatments have been tried and failed. Thalidomide must be used with great care

Comon g et by patients and doctors and treatment will involve careful monitoring. Despite these drawhacks, in some
How in the freatmeat given, hom often and for how long? patients thalidomide can be of significant benefit.
Dr a Hospital
Tel. no. e has prescribed thalidomide (proprictary name if used) for yoeu.
The doscis ... __mg= __________ tabletsand should be taken daily at night for ..., . days. H'.os'itll visits
Hospital visits I e 2 " N . O . - "
v o i s i iy s T i W This treatment is monitored in the out-patients clinic, initially with monthly visits. You will be asked to have an
:I::mcxln:lvtlcst at regular intervals. These nerve tests can cause some discomfart hut areanessenuelaspml elecirical nerve test at reg‘u]ar Ilﬂtem‘s. These nerve tesis can cause 50me diﬂﬂmﬂﬂ" bl.ll are an essential aspect
monitoring, 5 .
of monitoring.

Dacs the drug have side effects?

1. Marning drawsiness is the most noticeable problem. This varies in each individual and may require your

doctor ta reduce the dose. Drowsiness may impair your ability to dtive and opcrate machinery,
Nerve damage: Pins and needlcs of hands and fect arc carly signs of nerve damage and can develop after
repeated courses or megular administeation of l]]alulomlde Should you develop pins and nocdles yon must
and contact your . Thisis not and can be both severe

:m.d irreversible.

The zim of tests is fo detect d bef develap, and these will bea crucial
part of your Follow-up assessients. Should damage become apparent on the nerve tost, thalidomide will be
stopped, halting further deterioration in nerve function, Any damage at this stage would be so small it would
be unneticeable, but you would not be given thalidomide again.

Damage to babies: This is very important for all women considering thalidomide. Thalidomide is toxic to the
devsloping baby, espectally in the early menths of pregnancy. Lf you wish o consider thalidomide you must
t therapy and for 3 months.
after it has finished. Shnuld contraception fuil, any resulting pregnancy may incur damage to the baby and
consequently, if you miss a period at any time during treatment, you must stop thatidomide kiumediately and
contact the doclor who prescribed the thalidomide, A pregnancy test would then be arranged and
eppropriate counsclling given. Should pregnancy be confirmed, further investigations to assess any damage
to the baby would be indicated. Your doctor can advise you about adequate contraception. No effects on
male sperm are recoghiz
Minar side effects such as cnnshpahun, nausea, dizziness, headaches and rarely skin rashes can eccur,

™

*

Having read this sheet

This treatment involves you in possible risks and bcncﬁls Ynu should notagree to start thalidemide until you
cleary these. Even if yonr doctor youare free to refuse it and this will not
in any way influcnce the rest of your carc.

Remember
T

ide is a i i
taken by the person to whom it is supplied.

It mrust be securely stored away from children and oniy

Figure 1 Patient informatien sheet for thalidomide use.
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Source: Paper 1 (-01102), Petition, at 34, 48-50, 53-54; Ex. 1006 (-01102) at 903. CFAD DX - 147
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PATIENT INFORMATION SHEET FOR THALIDOMIDE USE

- (paticnt's name)

Thali isa drugwhich can h; ide effects. This means it can only be used (o Lreat a few debilitating
conditions in which alternative treatments have been tried and failed. Thalidomide must be used with great care

by patients and dectors and treatment will involve careful monitoring. Despite these drawbacks, in some
patients thalidomide can be of siymificant benefit.

G

How is the freatment given, how often and for how long?

Dr at Hospital
Tel. no. e has prescribed thalidomide (proprictary name if used) for yoeu.
The dosC 8 woooceeeiee. MB = ..., tablets and should be taken daily at night for ................. days.
Hospital visits

This treatment i in the out-paticnts clinic, initially with monthly visits, Y ou will be asked to have an

electrical nerve test at regular intervals. These nerve tests can causc some discomfart but are an essential aspect
of monitoring

Dacs the drug have side effects?

1. Marning drawsiness is the most noticeable problem. This varies in each individual and may require your

doctor ta reduce the dose. Drowsiness may impair your ability to dtive and opcrate machinery,

Nerve damage: Pins and needles of hands and fect arc carly signs of nerve damage and can develop after

repeated courses or regular administeation of thalidomide. Should you develop pins and necdles you must
i di: and contact your ds . This is not and can be both severe

and irreversible.
The zim of tests is to detect damage befy ptoms develop, and these will bea crucial
part of your follow-1p assessments. Should damage become apparent on the nerve test, thalidomide will be
stopped, halting further deterioration in nerve function, Any damage at this stage would be so small it would
be unneticeable, but you would not be given thalidomide again.
Damage to babies: This is very important for all women considering thalidomide. Thalidomide is toxic to the
developing babsy, especially in the early menths of pregnancy. 1f You wish to consider thalidomide you must
t deg ion througt t ide therapy and for 3 months.
after it has finished. Should contraception fail, any resulting pregnancy may incur damage to the baby and
consequently, if you miss a period at any time during treatment, you must stop thatidomide kiumediately and
contact the doclor who prescribed the thalidomide, A pregnancy test would then be arranged and
appropriate counsclling given, Should pregnancy be confirmed, further investigations to assess any damage
to the baby would be indicated. Your doctor can advise you about adequate contraception. No effects on
malc sperm are recognized,
4. Minor sidé ¢ffects such as constipation, nausea, dizziness, headaches and rarely skin rashes can occur,

™

Having read this sheet

This treatment involves you in possible risks and bencfits. You shonld not agree to start thalidomide until you
cleary these. Even if your doclor ds tf youare free to refuse it and this will not
in any way influcnce the rest of your carc.

2.

Thalis is a p i i
taken by the person to whom it is supplied.

It mrust be securely stored away from children and oniy

Figure 1 Patient informatien sheet for thalidomide use.
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4.

L.

Does the drug have side effects?

Morning drowsiness 15 the most noticeable problem. This vares in each individual and may require your
doctor to reduce the dose. Drowsiness may impair your ability to drive and operate machinery.

Nerve damage: Pins and needles of hands and feet are early signs of nerve damage and can develop after
repeated courses or regular administration of thalidomide. Should you develop pins and needles you must
stop thalidomide immediately and contact vour hospital doctor. This is not uncommon and can be both severe
and irreversible,

The aim of the electrical tests is to detect nerve damage before symptoms develop, and these will be a crucial
part of your follow-up assessments. Should damage become apparent on the nerve test, thalidomide will be
stopped, halting further deterioration in nerve function. Any damage at this stage would be so small it would
be unnoticeable, but you would not be given thalidomide again.

Damage fo babies: This is very important for all women considering thalidomide. Thalidomide is toxic to the
developing baby, especially in the early months of pregnancy. If you wish to consider thalidomide you must
be prepared to use adequate contraception throughout the duration of thalidomide therapy and for 3 months
after it has finished. Should contraception fail, any resulting pregnancy may incur damage to the baby and
consequently, if you miss a period at any time duning treatment, you misst stop thalidomide immediately and
contact the doctor who prescribed the thalidomide. A pregnancy test would then be arranged and
appropriate counselling given. Should pregnancy be confirmed, further investigations to assess any damage
to the baby would be indicated. Your doctor can advise you about adequate contraception. Mo effects on
male sperm are recognized,

Minor side effects such as constipation, nausea, dizziness, headaches and rarely skin rashes can occur,

Having read this sheet

This treatment involves you in possible risks and benefits. You should not agree to start thalidomide until you
cleary understand these. Even if your doctor recommends the treatment you are free to refuse it and this will not
in any way influence the rest of your care.

Source: Paper 1 (-01102), Petition, at 15, 25-26, 33, 49-50, 53, 56, 59; Ex. 1006 (-01102) at 903.
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a prescription for a particular patient® {‘named
patient’ supply) provided that the manufacturer
has a manufacturer’s licence for ‘specials’.'”®

2. Staff and equipment at the manufacturing site
should be adequate to ensure that the product is
of the nature and quality specified by the doctor
or pharmacist. Manufacture should be under

R.J. POWELL & JMM. GARDNER-MEDWIN

{F) Labelling

1. The labelling of containers and packages for
medicines supptied for ‘named patient’ prescrip-
tions are regulated by law.'>

2. All particulars should be clear, legible and
readily discernible so that they can be easily

PIOERT SUpRTviSIOI amdEuey

3. Adequate records should be kept ‘ny the manu-
facturer/supplier. Records should include the
amcunt of thalidomide that has been made, the
form of the finished product, the ‘named
patient’, the prescribing doctor and the person
ta whom it has been supplied.

4. The supplier should satisfy himself beyond
doubt that orders are from hospital-based con-
sultants who have knowledge of the use of
thalidomide and its side effects.

5. Tt is recommended that the supplier should
require that the order should be made in writing
with the name of the patient, the prescribing
doctor and the hospital address and

read. The particulars 1o be shown on the

container should normally be shown on the

body of the container.

. Every container for thalidomide should be

labelled to show |he following mfurmahun

® The n y name or a
designation. In addmnn the label shnuld
show a warning: ‘Contains thalidomide’.

- . i

spicuous position. The labelling should dis-

tingnish between active and non-active

ingredients.

The quantity ef thalidomide in the container

or package.

A 1

PR

3.

number. The letter should include a statement
that the dactor is familiar with the use of
thalidomide and its sxd: effects, includi

and storage, and the expiry date.
The batch reference number, the number of
the s licence (preceded by

an . Also,
a written assurance should be obtained that the
drug will only be dispensed by the hospital
pharmacist to the ‘named patient’ in accordance

with the preseription,
rm#ﬁ—m_ 0 provide « stock 107 @ hospial ph

macy should not be accepted. However, an
amount to provide for 3 months prescription for
a‘named patient’ could be supplied to be held in
the pharmacy.
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Transitional Cases) Order 1971, HMSQ, Londen, 1971,
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Adequate records should be kept by the manu-
facturer/supplier. Records should include the
amount of thalidomide that has been made, the
form of the finished product, the ‘*named
patient’, the prescribing doctor and the person
to whom it has been supplied.

supplier should satisfy himself beyond
doubt that orders are from hospital-based con-
sultants who have knowledge of the use of
thalidomide and its side effects.
It i1s recommended that the supplier should
require that the order should be made in writing
with the name of the patient, the prescribing
doctor and the hospital address and telephone
number. The letter should include a statement
that the doctor is familiar with the use of
thalidomide and its side effects, including

peripheral neuropathy and teratogenicity. Also,

a written assurance should be obtained that ﬂr:
drug will only be dispensed by the hospital
pharmacist to the ‘named patient’ in accordance
with the prescription.

Source: Paper 1 (-01102), Petition, at 20, 46; Ex. 1006 (-01102) at 904.
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Patent Owner contends that the Clozaril system of Dishman, as a
whole, was a failure, and teaches away from the use of such a system.
Prelim. Resp. 12-13, 29. Patent Owner relies upon an article by Dr.
Honigfeld, which describes the effects of the National Clozapme Registry
System on the mcidence of deaths related to agranulocytosis. Id. (citing Ex.
2014). We note, however, that Homigfeld states that the actual number of
cases of agranulocytosis and related deaths was lower than expected for the
national registry maintained by the U.S. manufacturer of clozapine.

Ex. 2014, 52 (concluding the national registry “brought about lower than
expected rates of agranulocytosis and associated deaths™). We hold that
Patent Owner has failed to identify sufficient and credible evidence that the
specific computerized system described by Dishman, which was approved
by the U.S. manufacturer of clozapine, was considered by one of ordinary
skill in the art to be a failure.

According to Patent Owner. Powell fails to disclose assigning patients
to risk groups and entering the risk group assignment into a computer
database. Prelim. Resp. 32-33. We disagree. The challenged claims are
written in a Jepson format, where the adnutted prior art recites filling
prescriptions only after consulting a computer readable storage medium.
Powell identifies different risk groups. including patients that should be
excluded such as women who wish to become pregnant and women of

childbearing potential who have not practiced a reliable form of

contraception for 1 year. Ex. 1006, 901. Hence, we find that Powell

contraception for 1 year. Ex. 1006, 901. Hence, we find that Powell

discloses that the set of conditions for thalidomide treatment differs based on

> discloses that the set of conditions for thalidomude treatment differs based on

the risk group assigned. Dr. Fudin testifies that, at the time of the invention, |

records would be kept relating to risk groups and that electronic records,

18

the risk group assigned. Dr. Fudin testifies that. at the time of the invention,

Source: Paper 21 (-01102), Institution Decision, at 18.
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and other drug in combination, and that the diagnostic testing test for

evidence of the use and adverse effect of the other drug.

provides detailed claim charts identifving where the additional limitations

Patent 6,315,720 131 Fudin’s testimony and hold that one skilled in the art would have reason to
enter the informed consent and risk assignment into a computer database at

As Lo the dependent claims, claims 2-27 and 29-32, Pelitioner ﬂ.'l'f.‘ Same ﬁ.l]lf to ensure T]lf{t errors are avoidfd.

are taught in the prior art. Pet. 48-60. TFor example, as to claim 4, which
requires filling a preseription enly after informed consent, Petitioner
identifies how Powell teaches that thalidemide should only be preseribed
aller [ully informed consent has been cblained using a wrillen consent form
Pet. 49 Ex. 1006, 901. Additionally, Petitioner relies upon the Declaration
of Dr. Fudin to demonstrate that the once of ordinary skill in the art would
understand that the prior art teaches each and every requirement of the
challenged dependent claims, and that one would have had reason to employ
the additional requirements in combination with the subject matler of the
independent claims. Tix. 1027 97 107-202

Patent Owner contends that Petitioner has failed to meet its burden of
showing that dependent claim 5 would have been obvieus. Prelim. Resp.
38-39. Dependent claim 5 requires the prescriber verify risk group

verifying informed consent and nisk assignment. Jd. Dr. Fudin testifies that

one of ordinary skill in the art would have reason to have the prescriber
verify both risk group assignment and informed consent at the time of
computer entry as Powell teaches that a physician 1s responsible for the
patient’s welfare and also 1 view of Dishman’s teaching that candidates are
to be screened by reviewing the patient file and interviewing the patients.

Ex. 102799 116-118. Based upon the evidence of record, we credit Dr.

I

that the use of a telephone survey using an integrated voiee response system,
such as recited in claim 17, would have been obvious to one skilled in the
art. Prelim. Resp. 45—44. Petitioner contends that conducting telephone
surveys was well known in the art. Pel. 37. Petitioner relies upon the
teachings of Mundt, which states that use of interactive voice response
systems can strengthen clinical practice, extend rescarch methods. and
enhance administrative support of service quality and value. Ex. 1017, 612,
We hold that the evidence of record demonstrates that one skilled in the art
had reason Lo use mleractive volee response systems o conduet patient

surveys.

b. Secondary Considerations

Patent Owner contends that secondary consideration evidence
demonstrates that the challenged claims are nonobvious over the relied upon
prior art. Prelim. Resp. 48-54. We have reviewed the alleged secondary
consideration evidence, but are not persuaded that it is sufficient to show
that the claimed improvement is nonobvious over the prior art. For example,
Patent Owner contends that the challenged *720 patent claims provide
unexpected results. Specifically, Patent Owner states that the method of the
720 patent claims, as evidenced by the Tinhanced 8. T.TL.P.S. program, has
achieved a 100% prevention of birth defects of the type associated with
thalidomide. 7d. at 1. Yet, Patent Owner states that the admitted prior art

22

Source: Paper 21 (-01102), Institution Decision, at 21-22.
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Anm | Psychiatry. 1987: 1441148-53.

Cummings JL, Wirshing WC. Recognition and differential
diagnosis of tardive dyskinesia. fat | Psychiatry Med. 198%
19(2):133-44.

Rodnitsky RL, Keyser DL Neurologic complications of drugs
tazdive dyskinesias, neuroleptic malignant syndrome, and co-
caine-related syndromes. Psychiauric Clin North Am. 1992;

BENJAMIN R DISHMAN, GARY L. ELLENOR, JONATHAN P. LACRO,

Movement disorders Reports

15:491.510.
25 Bostram AC, Walker MK. Validation of tardive dyskinesia as
measured on the dyskinesia identification system-coldwater.
Nars Res. 1990; 39:274-9,

Milis Mj, Norquist G, Shelton RC et al. Consent and iability
with neuroleptics: the problem of tardive dyskinesia. fnt | Law
Piyciatry. 1986; 8:243-52

Pharmacists’ role in clozapine therapy
at a Veterans Affairs medical center

, AND JAMES B. LOtR

dispensing psychoactive
drugs is described

ogy arganized a clozapine
linic at one VA medical cen-
ans Affairs (VA) has estab- ter, in comjunction with the

lished a National Clozapine  psychiatry service. The phar-
Coordinating Center (NCCC)  macists screen potential can-
that must approve all cloza-  didates for clozapine therapy
pine therapy in VA medical  and forward the required in-
centers. Clinical and demo-  formation to the NCEC for

graphic Information is re- approval. During trcatment,
quired for all new patients,  they ensure that necessary
and weekly status reportsare  laboratory tests and clinical
required throughout cloza-  evaluations are performed for

Abstract: A program in pine therapy. To comply with  inpatients and recommend pine and help their institu
have an el L
active role in prescribing and __macists with specialized sychiatry residents. The ent therapy-monitorin|

o

TR ITEMEnts Of 1

e e
recelving clozapine weekly to
moniter and record vital Index ten
signs, laboratory results, and tion; Ambulatory care; Cloza-
response to therapy and pine; Depariment of Veterans
make dosage adjustments ac-  Affairs; Dosage; Pharmacists,
cordingly. For bath inpatients  hospital; Pharmacy, institu-
and outpatients, the pharma-  tional, hospital; Tests, labota-
cists send weekly patient tory; Toxicity: Tranquilizers
evaluations (0 the NCCC. Am J Hosp Pharm. 1995
Pharmacists at a VA medi-  51:899-901
cal center provide direct care
to patients receiving cloza-

dministra-

lozapine is a in the
treatment of schizophrenia.! It was released in

Europe in 1972, but a high frequency of agranu-

locytosis associated with the drug (2%) delayed approv-
‘ al for marketing in the United States until September

1989.2 This approval came with prescribing and dis-
pensing restrictions never before imposed by a manu-
facturer. The manufacturer, Sandoz, requires all pre-
seribers and patients to be registered with the Clozaril
National Registry, which requires weekly monitoring
of each patient’s white blood cell (WBC) count and
limits medication dispensing to a one-week supply.?
The registry permits community and hospital pharma-

cies to dispense clozapine only upon the pharmacist's
verification that the WBC count is within acceptable
limits. The Department of Veterans Affairs (VA) re-
quires that patients receiving clozapine through its

Abstract: A program in
which pharmacists have an
active role in prescribing and
dispensing psychoactive
drugs is described.

facilities have weekly monitoring of the WBC count
and differential, vital signs, and adverse effects.? This
complicated process requires the cooperation and co-
ordinated efforts of the patient, physician, laboratory,

and pharmacy. Some pharmacists in our institution
have specialized training in psychiatry and have ac-
quired clinical privileges that allow them to prescribe
psychatropic medications and order laboratery tests.*
We describe how these pharmacists provide the clinical
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lozapine is considered a breakthrough in the

treatment of schizophrenia.' It was released in

Europe in 1972, but a high frequency of agranu-
locytosis associated with the drug (2%) delayed approv-
al for marketing in the United States until September
1989.2 This approval came with prescribing and dis-
pensing restrictions never before imposed by a manu-
facturer. The manufacturer, Sandoz, requires all pre-
scribers and patients to be registered with the Clozaril
National Registry, which requires weekly monitoring
of each patient’s white blood cell (WBC) count and
limits medication dispensing to a one-week supply.*
The registry permits community and hospital pharma-

cies to dispense clozapine only upon the pharmacist's
verification that the WBC count is within acceptable
limits. The Department of Veterans Affairs (VA) re-
quires that patients receiving clozapine through its
facilities have weekly monitoring of the WBC count
and differential, vital signs, and adverse effects.* This
complicated process requires the cooperation and co-
ordinated efforts of the patient, physician, laboratory,
and pharmacy. Some pharmacists in our institution
have specialized training in psychiatry and have ac-
quired clinical privileges that allow them to prescribe
psychotropic medications and order laboratory tests.”
We describe how these pharmacists provide the clinical
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Reports Clorapine therapy

care necessary to meet all f clozapine
therapy

Practice site

The VA medical center in San Diego is a 450-bed
teaching hospital associated with the University of
California Medical School at San Diego. The pharmacy
department employs 21 inpatient and 11 outpatient
and ambulatory-clinic pharmacists.

The psychiatry service comprises 101 total beds: 15
intensive care, 44 acute care, 28 alcohol or drug treat-
ment, and 14 research beds. The mental health ambula-
tory-care clinic handles approximately 35,000 visits per
year. There are two full-time pharmacists and one half-
time pharmacist designated as psychiatry clinical phar-
macy specialists. The primary function of these specialists
is to provide comprehensive care to the psychiatric
inpatient and ambulatory-care areas. The specialists
also help educate psychiatry residents; medical, phar-

ptics and either failed to derive therapeutic
benefit or experienced a significant adverse reaction. A
complete physical examination, including laboratory
testing and electrocardiographic analysis, 1s required
According ta the NCCC, contraindications to clozapine
therapy include a seizure history, cardiac disease, preg-
nancy, p ia, a history of

ic reactions to drugs, or a lymphoproliferative disorder
The NCCC also recommends that clozapine not be used
in patients who, because of social situation, substance
abuse, or other factors, cannot be relied upon ta keep
follow-up appointments.

Pharmacists’ duties

Psychiatry residents at our facility rotate to other
hospitals monthly; this creates concerns about continu-
ity of patient care and follow-up. The psychiatry elinical
pharmacy specialists coordinate the education of resi-
dents on the screening and physical-examination re-

macy, and nursing students; and members for clozapi Asamemberof the
of the psychiatry staff. All three specialists have the  clozapine treatment team, the pharmacist screens poten-
doctor of pharmacy degree and have a one. they under, n

year general hospital pharmacy residency program (two
completed an ASHP-accredited program). Although
none has completed a specialized psychiatry residency,
all ists have clinical exp in psychi-
atry (2, 6, and 20 years)

VA program for clozapine monitoring
In 1991 the VA developed its own clozapine monitor-
ing program and received approval from Sandoz to dis-
pense clozapine. The VA Central Office established a
National Clozapine Coordinating Center (NCCC). Physi-
cians at the NCCC review each clozapine candidate’s file
8 pproval for use and y track-
ing sheets that report patient status. Each VA medical
center is required to establish a clozapine treatment
team, headed by the chief of the psychiatry service and
including representatives from the psychiatry, pharma-
<y, laboratory, medicine, and nursing services. The cloza-
pine treatment team reviews new applications for
clozapine use and provides clinical and demographic
information for all new patients to the NCCC.

The NCCC requires that each hospital have a comput-
erized clozapine prescription lockout system. The lock-
out system ties the hospital’s laboratory database to the
outpatient pharmacy dispensing software. The program
will allow clozapine prescriptions to be processed only
when WBC counts are within the defined limits. At our
institution, the lockout system preventsthe filling of any
clozapine prescription if the computer notices three
consecutive drops in the WBC count. Only the psychia-
try clinical pharmacy specialists and the chief of psychi-
atry are authorized to override the lockout,

The NCCC guidelines require extensive patient eval-
uation and documentation. To receive clozapine, a
patient must have undergone trials with twa different

900 Am ) Hosp Pharm Vol 51 Apr 15 1994

The screening involves reviewing the patient’s case with
the requesting practitioner, reviewing the patient’s file,
and interviewing the patient to ensure that the patient
and family members are committed toweekly blood tests
and follow-up. This screening ensures that the physician
does not waste time evaluating patients who are ineligi-
ble for clozapine therapy. After the physician completes
the evaluation, the pharmacist reviews the documenta-
tion with the rest of the clozapine treatment team. After
a patient has been determined eligible for clozapine
therapy, the pharmacist forwards all pertinent informa-
tion 1o the NCCC. After NCCC approval, the pharmacist
enrolls the patient into the hospital’s clozapine tracking
system, and clozapine therapy is begun.

Role in inpatient care. Because of the severity of
their iliness, most patients are hospitalized when their
‘Current neuraleptic 15 witharawn ang clozapine 15 ada-
ed. During the patient's hospitalization, the pharmacist
ensures that the psychiatry resident orders the neces-
sary laboratory tests, performs the required clinical
evaluation, and documents the results in a weekly
tracking sheet, which the pharmacist forwards 10 the
NCCC. The pharmacist meets with the patient many
times during the hospitalization to assess adverse ef-

consultant o t
osage adjustments

In addition, the pharmacist act:
psychiatry resident by sugge
and treatment of any advers: 3

Role in outpatient clinic. At our facility, the care
of outpatients receiving clozapine therapy is provided
directly by pharmacists, under the supervision of a phy-
sician. All outpatients in the clozapine prescription pro-
gram are seen by a psychiatry clinical pharmacy specialist
weekly, as required by the NCCC. Patients are monitored
for agranulocytosis, sedation, hypotension, tachycardia,

CFAD VI 1008-0002

VA program for clozapine monitoring

In 1991 the VA developed its own clozapine monitor-
ing program and received approval from 5andoz to dis-
pense clozapine. The VA Central Office established a
National Clozapine Coordinating Center (NCCC). Physi-
cians at the NCCC review each clozapine candidate’s file
before granting approval for use and review weekly track-
ing sheets that report patient status. Each VA medical
center is required to establish a clozapine treatment
team, headed by the chief of the psychiatry service and
including representatives from the psychiatry, pharma-
cy, laboratory, medicine, and nursing services. The cloza-
pine treatment team reviews new applications for
clozapine use and provides clinical and demaographic
information for all new patients to the NCCC.

The NCCC reguires that each hospital have a comput-
erized clozapine prescription lockout system. The lock-
out system ties the hospital's laboratory database to the
outpatient pharmacy dispensing software. The program
will allow clozapine prescriptions to be processed only
when WBC counts are within the defined lirnits. At our
institution, the lockout system prevents the filling of any
clozapine prescription if the computer notices three
consecutive drops in the WBC count. Only the psychia-
try clinical pharmacy specialists and the chief of psychi-
atry are authorized to override the lockout.

The MCCC guidelines require extensive patient eval-
uation and documentation. To receive clozapine, a
patient must have undergone trials with two different
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Practice site

The VA medical center in San Diego is a 450-bed
teaching hospital associated with the University of
California Medical School at San Diego. The pharmacy
department employs 21 inpatient and 11 outpatient
and ambulatory-clinic pharmacists.

The psychiatry service comprises 101 total beds: 15
intensive care, 44 acute care, 28 alcohol or drug treat-
ment, and 14 research beds. The mental health ambula-
tory-care clinic handles approximately 35,000 visits per
year. There are two full-time pharmacists and one half-
time pharmacist designated as psychiatry clinical phar-
macy specialists. The primary function of these specialists
is to provide comprehensive care to the psychiatric
inpatient and ambulatory-care areas. The specialists
also help educate psychiatry residents; medical, phar-

ptics and either failed to derive therapeutic
benefit or experienced a significant adverse reaction. A
complete physical examination, including laboratory
testing and electrocardiographic analysis, 1s required

According to the NCCC, contraindications to clozapine
therapy include a seizure history, cardlac disease, preg-
nancy, p ia, a history of

i reactions to drugs, ora disorder

The NCCC also recommends that clezapine not be used
in patients who, because of social situation, substance
abuse, or other factors, cannot be relied upon to keep
follow-up appointments.

Pharmacists’ duties

Psychiatry residents at our facility rotate to other
hospitals monthly; this creates concerns about continu-
ity of patient care and follow.up. The psychiatry clinical
pharmacy specialists coordinate the education of resi-
dents on the screening and physical-examination re-

macy, and nursing students; and members for clozapi Asamemberof the
of the psychiatry staff. All three specialists have the  clozapine treatment team, the pharmacist screens poten-
doctor of pharmacy degree and have a one- they under, n

year general hospital pharmacy residency program (two
completed an ASHP-accredited program). Although
none has completed a specialized psychiatry residency,
all ists have clinical exp in psychi-
atry (2, 6, and 20 years)

VA program for clozapine monitoring

In 1991 the VA developed its own clozapine monitor-
ing program and received approval from Sandoz to dis-
pense clozapine. The VA Central Office established a
National Clozapine Coordinating Center (NCCC). Physi-
cians at the NCCC review each clozapine candidate’s file

8 p val for use and y track-
ing sheets that report patient status. Each VA medical
center is required to establish a clozapine treatment
team, headed by the chief of the psychiatry service and
including representatives from the psychiatry, pharma-
<y, laboratory, medicine, and nursing services. The cloza-
pine treatment team reviews new applications for
clozapine use and provides clinical and demographic
information for all new patients to the NCCC.

The NCCC requires that each hospital have a comput-
erized clozapine prescription lockout system. The lock-
out system ties the hospital’s laboratory database to the
outpatient pharmacy dispensing software. The program
will allow clozapine prescriptions to be processed only
when WBC counts are within the defined limits. At our
institution, the lockout system preventsthe filling of any
clozapine prescription if the computer notices three
consecutive drops in the WBC count. Only the psychia-
try clinical pharmacy specialists and the chief of psychi-
atry are authorized to override the lockout,

The NCCC guidelines require extensive patient eval-
uation and documentation. To receive clozapine, a
patient must have undergone trials with twa different
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The screening involves reviewing the patient’s case with
the requesting practitioner, reviewing the patient’s file,
and interviewing the patient to ensure that the patient
and family members are committed toweekly blood tests
and follow-up. This screening ensures that the physician
does not waste time evaluating patients who are ineligi-
ble for clozapine therapy. After the physician completes
the evaluation, the pharmacist reviews the documenta-
tion with the rest of the clozapine treatment team. After
a patient has been determined eligible for clozapine
therapy, the pharmacist forwards all pertinent informa-
tion 1o the NCCC. After NCCC approval, the pharmacist
enrolls the patient into the hospital’s clozapine tracking
system, and clozapine therapy is begun.

2 T T
their iliness, most patients are hospitalized when their
current neuroleptic is withdrawn and clozapine is add-
ed. During the patient's hospitalization, the pharmacist
ensures that the psychiatry resident orders the neces-
sary laboratory tests, performs the required clinical
evaluation, and documents the results in a weekly
tracking sheet, which the pharmacist forwards 10 the
NCCC. The pharmacist meets with the patient many
times during the hospitalization to assess adverse ef-
fects and monitor target symptoms to gauge response.
In addition, the pharmacist acts as a consultant to the
psychiatry resident by suggesting dosage adjustments
and treatment of any acverse effects.

Role in outpatient clinic. At our facility, the care
of outpatients receiving clozapine therapy is provided
directly by pharmacists, under the supervision of a phy-
sician. All outpatients in the clozapine prescription pro-
gram are seen by a psychiatry clinical pharmacy specialist
weekly, as required by the NCCC. Patients are monitored
for agranulocytosis, sedation, hypotension, tachycardia,

neurcleptics and either failed to derive therapeutic
benefit or experienced a significant adverse reaction. A
complete physical examination, including laboratory
testing and electrocardiographic analysis, is required.
According to the NCCC, contraindications to clozapine
therapy include a seizure history, cardiac disease, preg-
nancy, pre-existing leukopenia, a history of hematolog-
ic reactions to drugs, or a lymphoproliferative disorder.
The NCCC also recommends that clozapine not be used
in patients who, because of social situation, substance
abuse, or other factors, cannot be relied upon to keep
follow-up appointments.
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[ Role in inpatient care. Becausc of the severity of
their illness, most patients are hospitalized when their
current neuroleptic is withdrawn and clozapine is add-
ed. During the patient's hospitalization, the pharmacist
ensures that the psychiatry resident orders the neces-
sary laboratory tests, performs the required clinical
evaluation, and documents the results in a weekly
tracking sheet, which the pharmacist forwards to the
WCCC. The pharmacist meets with the patient many
times during the hospitalization to assess adverse ef-
fects and monitor target symptoms to gauge response.
In addition, the pharmacist acts as a consultant to the
psychiatry resident by suggesting dosage adjustments
and treatment of any adverse effects.

Role in outpatient climic. At our facility, the care
of outpatients receiving clozapine therapy is provided
directly by pharmacists, under the supervision of a phy-
sician. All outpatients in the clozapine prescription pro-
gram are seen by a psychiatry clinical pharmacy specialist
weekly, as required by the NCCC, Patients are monitored
for agranulocytosis, sedation, hypotension, tachycardia,
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Practice site

The VA medical center in San Diego is a 450-bed
teaching hospital associated with the University of
California Medical School at San Diego. The pharmacy
department employs 21 inpatient and 11 outpatient
and ambulatory-clinic pharmacists.

The psychiatry service comprises 101 total beds: 15
intensive care, 44 acute care, 28 alcohol or drug treat-
ment, and 14 research beds. The mental health ambula-
tory-care clinic handles approximately 35,000 visits per
year. There are two full-time pharmacists and one half-
time pharmacist designated as psychiatry clinical phar-
macy specialists. The primary function of these specialists
is to provide comprehensive care to the psychiatric
inpatient and ambulatory-care areas. The specialists
also help educate psychiatry residents; medical, phar-

and either failed to derive therapeutic
benefit or experienced a significant adverse reaction. A
complete physical examination, including laboratory
testing and electrocardiographic analysis, 1s required
According to the NCCC, contraindications to clozapine
therapy include a seizure history, cardiac disease, preg-
nancy, p ia, a history of

ic reactions to drugs, or a lymphoproliferative disorder
The NCCC also recommends that clozapine not be used
in patients who, because of social situation, substance
abuse, or other factors, cannot be relied upon ta keep
follow-up appointments.

Pharmacists’ duties

Psychiatry residents at our facility rotate to other
hospitals monthly; this creates concerns about continu-
ity of patient care and follow-up. The psychiatry elinical
pharmacy specialists coordinate the education of resi-
sdenis on the sceenine aad physical . s

macy, and nursing students; and members
of the psychiatry staff. All three specialists have the
doctor of pharmacy degree and have a one-

for cl Asamemberof the
clozapine treatment team, the pharmacist screens poten-

year general hospital pharmacy residency program (two
completed an ASHP-accredited program). Although
none has completed a specialized psychiatry residency,
all ists have clinical exp in psychi-
atry (2, 6, and 20 years)

VA program for clozapine monitoring

In 1991 the VA developed its own clozapine monitor-
ing program and received approval from Sandoz to dis-
pense clozapine. The VA Central Office established a
National Clozapine Coordinating Center (NCCC). Physi-
cians at the NCCC review each clozapine candidate’s file

g pproval for use and
ing sheets that report patient status. Each VA medical
center is required to establish a clozapine treatment
team, headed by the chief of the psychiatry service and
including representatives from the psychiatry, pharma-
<y, laboratory, medicine, and nursing services. The cloza-
pine treatment team reviews new applications for
clozapine use and provides clinical and demographic
information for all new patients to the NCCC.

The NCCC requires that each hospital have a comput-
erized clozapine prescription lockout system. The lock-
out system ties the hospital’s laboratory database to the
outpatient pharmacy dispensing software. The program
will allow clozapine prescriptions to be processed only
when WBC counts are within the defined limits. At our
institution, the lockout system preventsthe filling of any
clozapine prescription if the computer notices three
consecutive drops in the WBC count. Only the psychia-
try clinical pharmacy specialists and the chief of psychi-
atry are authorized to override the lockout,

The NCCC guidelines require extensive patient eval-
uation and documentation. To receive clozapine, a
patient must have undergone trials with twa different

track-
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they under, n
The screening involves reviewing the patient’s case with
the requesting practitioner, reviewing the patient’s file,
and interviewing the patient to ensure that the patient
and family members are committed toweekly blood tests
and follow-up. This screening ensures that the physician
does not waste time evaluating patients who are ineligi-
ble for clozapine therapy. After the physician completes
the evaluation, the pharmacist reviews the documenta-
tion with the rest of the clozapine treatment team. After
a patient has been determined eligible for clozapine
therapy, the pharmacist forwards all pertinent informa-
tion 1o the NCCC. After NCCC approval, the pharmacist
enrolls the patient into the hospital’s clozapine tracking
system, and clozapine therapy is begun.

2 T T
their iliness, most patients are hospitalized when their
current neuroleptic is withdrawn and clozapine is add-
ed. During the patient's hospitalization, the pharmacist
ensures that the psychiatry resident orders the neces-
sary laboratory tests, performs the required clinical
evaluation, and documents the results in a weekly
tracking sheet, which the pharmacist forwards 10 the
NCCC. The pharmacist meets with the patient many
times during the hospitalization to assess adverse ef-
fects and monitor target symptoms to gauge response.
In addition, the pharmacist acts as a consultant to the
psychiatry resident by suggesting dosage adjustments
and treatment of any acverse effects.

Role in outpatient clinic. At our facility, the care
of outpatients receiving clozapine therapy is provided
directly by pharmacists, under the supervision of a phy-
sician. All outpatients in the clozapine prescription pro-
gram are seen by a psychiatry clinical pharmacy specialist
weekly, as required by the NCCC. Patients are monitored
for agranulocytosis, sedation, hypotension, tachycardia,

CFAD VI 1008-0002

quirements for clozapine evaluation. Asa member of the
clozapine treatment team, the pharmacist screens poten-
tial candidates before they undergo extensive evaluation.
The screening involves reviewing the patient’s case with
the requesting practitioner, reviewing the patient’s file,
and interviewing the patient to ensure that the patient
and family members are committed to weekly blood tests
and follow-up, This screening ensures that the physician
does not waste time evaluating patients who are ineligi-

ble for clozapine therapy. After the physician completes

the evaluation, the pharmacist reviews the documenta.
tion with the rest of the clozapine treatment team. After

a patient has been determined eligible for clozapine
therapy, the pharmacist forwards all pertinent informa-
tion to the NCCC. After NCCC approval, the pharmacist
enrolls the patient into the hospital's clozapine tracking
system, and clozapine therapy is begun.
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sialorrhea, seizures, constipation, hyperthermia, weight
gain, and other adverse effects. In addition, the pharma-
cist monitors and records vital signs, psychiatric target
symptoms, laboratory results, and response to therapy.
The pharmacist adjusts the clozapine dosage as necessary

T TS eI TV TS T PITeCTS SrTeer o
psychiatrist. Once the pharmacist and psychlatrist have
selected a drug regimen for treating the adverse effects,

pine at a VA medical center provide direct patient care
and help the institution comply with the stringent ther-
apy-monitoring requirements of the NCCC.
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Stability of aztreonam and ampicillin sodium~
sulbactam sodium in 0.9% sodium chloride injection

PAUL P. BELUVEAU, CHARLES H. NIGHTINGALE, AND RICHARD QUINTILIANI

Abstract: The stability of
aztreonam, ampicillin $odi-
um, and sulbactam sodium
admixed in 0.9% sodium
chloride injection and stored
at room temperature and un-
der refrigeration was studied.
Each of the following ad-
mixlures was prepared in
0.9% sodium chloride injec
tion: (1) aztreonam 10 mg/
mL; (2) ampicillin 20 mg/mL
{as the sodium salt) and sul
bactam 10 mg/mL (as the so-
dium salt); and (3) aztreonam
10 mg/enL. ampicillin 20 mg/

mL, and sulbactam 10 mg/
mL. Theee minibags of each
admixture were stored at
room temperature and three
were refrigerated. Every 12
hours, up to 96 houss, the ad
mixtures were visually in-
spected and 5-mL samples
were withdrawn for high-per
formance liquid chromatog-
raphy and pH testing,

No color change or precipi-
tation was observed in any
sample. In admixtures con.
taining ampicillin, ampicillin
was the first or only drug to

lose more than 10% of initial jection were stable in combi-
concentration. [n the ampi-  nation for up (o 30 hours at
cillin-sulbactam admixture,  room temperature and 94
ampicillin was stable for 32 hours under refrigeration
hours al r00m temperature
and 68 hours refrigerated. In
the aztreonam-ampicillin-
sulbactam admixture, ampi-
cillin was stable for 30 hours
at room temperature and 94
hours refrigerated
Aztreonam 10 mg/mL, am

Index terms: Additives;
Ampicillin sodium; Antibiot.
ics; Azireonam; Dosage
forms; Incompatibilities; Pen
icillins; Sodium chloride; Sta-

sodium; Temperature;

picillin 20 mg/mL (as the so-  Vehicles
dium szlt), and sulbactam 10 J HWosp Pharm. 1954;
ma/el (as the sodiumsalt)  $1:901-4

in 0.9% sadium chloride in-

(enteric gram-negative rods) and aztreanam-resistant

ztreonam, a monocyclic B-lactam antibiotic, is
active against aerobic organisms
but inactive against anaerobic and gram-positive

organisms." It is not appropriate monatherapy for intra-
abdaminal infections, because both aztreonam-sensitive

fragilis) organisms are encountered.? In such
situations, an antimicrobial (such as ampicillin-sulbac-
tam) must be added to provide coverage against anaero-
bic organisms.®

PAUL P. BELLIVEAU, PHAWM.D., 15 Clinical Specialist, Antimicrobial
Therapy, Department of Pharmacy and Clinical Phammacy, Uni-
versity of Massachusetts Medical Center, Worcester, MA; at the
time of this study, he was Clinical Pharmacy Fellow in Antibiotic
Management ent of Pharmacy Services, Hartford Hospi-
tal, Hartford, CT, CHARLES H. NIGHTINGALE, PH.D,, 15 Vice President
for Research, Office for Research, Hartford Hospital. RICHAKD
QuiniLiani, M.D., is Director, Division of Infectious Diseases and
Allergy-Immunology, Hartford 1 |

Address reprint requests 1o Dr. Belliveau at the Depatment of

g

Pharmacy and Clinical Pharmacy, University of Massachusetts
Medical Center, 35 Lake Avenue North, Worcester, MA 01655,

Supported by a grant from E. R. Squibb & Sons, Inc., Princeton,
N

The technical assistance of Qiang Fu is acknowledged
Presented at the 28th Annual Midyear Clinical Meeting, Atlan-
ta, GA, December 9, 1993,

Copyright © 1994, American Society of Hospital Pharmacists,
in, All sights reserved. 0002 9289/94/0401-0901 501.00.

Vol S1 Apr 11994 Am ] Hosp Pharm 801

CFAD VI 1008-0003

each weekly follow-up appointment, the pharmacist
faxes a tracking sheet containing an evaluation of the
patient to the NCCC and places the original document in
the patient's medical record.
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such as patient risk group assignments, would be useful and easy to achieve
through entry on a computer, and that a computerized system. such as that
taught by Dishman, would help determine which prescriptions should be
“locked out.” Ex. 1027, 89-94. We credit Dr. Fudin’s testimony, as it 1s
consistent with the admitted prior art and prior art of record. Based on the
record presented, we conclude that one of ordinary skill in the art would
have assigned risk groups, and entered that information into a computer
database, to ensure that physicians and pharmacists had access to the
information when prescribing thalidomide and filling such prescriptions to
avoid the risk of harmful birth defects.

Patent Owner states that Dishman does not describe risk group
assignments or determining whether the risk that an adverse effect 1s likely
to occur is acceptable. According to Patent Owner, locking out a

prescription when a patient has three consecutive drops in the white blood

count has “nothing to do with nisk group assignments.” Prelim Resp. 34.

We disagree. Dishman teaches that clozapine prescriptions are only to be
We disagree. Dishman teaches that clozapine prescriptions are only to be

dispensed upon a pharmacist’s verification that the white blood cell count is dispensed upon a pharmacist’s venfication that the white blood cell count 1s

within acceptable limits. Ex. 1007, 899. In other words, Dishman discloses

within acceptable limits. Ex. 1007, 899. In other words, Dishman discloses

that patients having three consecutive drops in the white blood count are
assigned to such a isk group. that patients having three consecutive drops in the white blood count are

Patent Owner takes the position that Dishman does not describe

assigned to such a risk group.

generating an approval code. Prelim Resp. 35-37. Patent Owner further

contends that Petitioner has failed to provide a rationale to combine
Dishman and Cunmngham to arrive at the claimed mvention. Id. We
disagree. On this record, we are persuaded that, as recognized by Dr. Fudin,

one skilled in the art seeking to control the distribution of thalidomide would

19
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Source: Paper 21 (-01102), Institution Decision, at 19; Paper 22 (-01103), Institution Decision, at 20. CFAD DX - 157
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1
cdia is read 10 the phanuacist’s rmisal, 1he terninl
tchesds or complete autbenticity of e presented prod-
irial moct 18. ke with the presertber, the dentification

check slgitianalo y
st f oS (2 5 PATIE IS PRAAERACY e
ispense correspanding pharmaceunical proc
Havwever, if authoutieity 15 ostablished then the pharmaci
torauaal dials the central compuliag siation anel dara and
informatiem from 1he wiation mecha ancl
pursanal kotifcation is upladsed 0 the database of th
ceniral compuling station 12 The central computing slslion
cstabBstes tht. the uplacied information & valid and then
informatian from the pharmacies” terminal relaied w he
prevented product irial media 18 is uploaded to the central
computing sialion. Asuming full valisaion, the ceniril
camputing, sttion fsuss a phasmacy approval code arsd the
pharmmacy records that approval cods on the sedul preseoted
poiduct il media 18, Tn addition, Dot the plaarmacy and
The patiert sign the ow validated peoduct trial media 18
One validation is established the pharmacy then dispeascs

12

participating pharnaey, The pliacmaey st establish autlia-
rizstion to participate i the system and thewcafier the
pressated setivated produer teial media is anibenricated by
¢ ceuteal computing station aed is deeined valid, Next, the
plimmacy dispensos the pharmacevtical trial produet iden-
tifled by that media ‘Iereatrer, an mdit and accounting
fuferion is porforme hased an the dalabase nssociated with
thif cenirsl computing station. Acenrdingly, parficipating
pHbmmacies can he compensated for the aclual dispense
pHbmaceutical product and for dispensing serviaes per-
[ "1

check digit/analop code fields. If authenticity is nol
established, it follows that the participating pharmacy can-
not dispense corresponding pharmaceutical product.
However, if authenticity is established then the pharmacies’
terminal dials the central computing station and data and

Ihe pr

it method \m| progrm has heen deseribed as
reing cauried out by vhiliziog magnetic cards and magnetic
lerminw rondrs. Haswover, L% Apprecisted thot e mertia
fiorms andt termunals eenld b wrlized 1o cany out the basic

information from the pharmacies’ authorization media and

T T
mikceutical trial products

e prosent ivention may, of eousse, be cartisd ovt in
atfler speeific. v herin ol farth withene
pefring frem the spirt and cssennal eharacteristics af the
infention. ‘Ihe proseor embodiments
:

sidered i all Mﬂm. s illusirative and ol resirictive.

wrial imedia and peomancatly stores tee validated media, At
the sane tine, the central eomputing station 12 econds the
Tull validation daw within its database by showing that =
pactisular procist trial media 18 bas been validated), the date
of such validation, aud the ideatity of the phasmacy vali-
daring: the same.

Obvicusly, the datsbase associsted with the cental com-
puting statien 12 will possess u ull recond of all transsction
of the program incloding sectivations aud “aliostings,
Impertandy, the cocorded transactions coveal the dispeusing
activitios of cach participating pharmacy Lhis serees a5 8
basis, for replowishing o the pariicipating phacmacy phar-
maosntical products dispoused @ the prescat program aud
for the pawment of dispensing thoss 10 the pacticipating
pharuacics. ypically, the pharmaceutical trial produet ta be
replenished eam be replemished through wholesalers that
serve e participating phsrmacies. "

A wealih of dta can be discrued from the ceatral
compiting database, For pactienlar pharmaceutical
members, dats eepresemting the identiry of pracher and the
quantity of & particular tnsl product preseribest and dis-
pensed aver 3 selected pened of nme 15 abvionsly readily
available. Mors detuled data and eenrds prosetng the

sarivities of purticular proseribers or pharmacies s
alsc availshls. n the s, 3 wie variety of reparts can b
wereratesl from the database. These reparts can e s exten-
sive and s debriledd thal the participiing phyrmaceation] ¢
members can sty and evaluate “cause and elleet” based an
the recemded data

In summary, the proscnt methed of fracking and managing
the dhispensing of pharmaceutioal trial produets eeners
amourst the wtilization of @ grsup af atharized preseribers 5
and pharmacies amsl a entralized somputing siation thal s
specifically livked 1o the participaling prescribens andd phar-
macice. Prusthuel irial media capable ol heing exchangeil m 2
pharmacy lor pharmazeutical trial produst is delivered in an
unaclivated stale 1y participating prescribers. Alier esiah-
Tishing, autborication, Le prescriber though a cemole ter-
rinal andl the central computing station “sctivates” certzin
product tial media. Qnoe activated, the produst rial media
i cpable ul Do preseribed v xcinagel for a plasma-

ceutital teial prudutt 4l a participating pharmacy site. The 65 while said cards are in th

activated pharmeccutical il media 18 is hen delivered o
a patient and the patient o turn presents the same 1o o

all changes the maamng and equivalency

range of he apy:mlal claims are intended 16 be embraced

herein

What is claimeal i

1. A methad of dispensing, Lracking aml managing phar-
mageutical (rial products ulilisng preserihers, plmwnma\

and a ventral compuling station, comprising, b sieps ol
#) Fming: u series aF procluet 1l cards by encodding sm

respective product irisl cards informarion tht ides
4 pantienlar pharmaceulical Irial prosuct;

I5) sssuing the. prachuc trisl cards 1o pacticipating proscrib-
s

©) activating 1he peoduet uisl eards sfier issnanes 1
preseribers by fhe preseribers communicatively linking
the product tral cards 1o the sentral computing station
aud whereid aetivation Is csablished by e cratal
eampunng station verifang the suthentaty of the
prouet trial cards, recerding seleeted nfermation
cuseded oa the procuct trial cards in 3 database sssa-
ciatedd with the ecniral enmpuling sialion, and fnally
approving activation:

d) transferring o respoctive. activated procuct trial eard
fram a prescnber (o 4 paticnt;

63 the patient fn turn prescoting the setivated product trial
ard to 3 pacticipatiog pharmacy;

D salidating the activated product il card af the phar-
macy by the pharmmacy cummunicatively linkioy the
presened peoduct teial card with the ceatésl computing
station anl veriCying that the presented product trial
acd Las . fact bocn activated and oot provieusly
walidated;

y) aller aliclating the presenlesl product (rial cand, the
Fhianmacy then dispeasing the approved phacmaceutical
il product W the patient

1) perincticully acecnniing 10 1he parficipaling pharmacice
for pharmaceutical wwial produet dispensed in accor-
slance with the reconds af Lhe slilahase associsted with

estern.

erein the product ria] cards

when delivered 10 a prescrilier are in an nsctivawd state aod

wherein the sctivativon of the product Lial cards tahes plave

s

he pussession ol & prescriber.
3. e wethod of claim 2 farher includiog e step of
issuing an aulhorization cand w e paicipating prescribers
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Source: Paper 1 (-01096), Petition, at 53, 59-60; Ex. 1009 (-01096) at 11:6-23.

personal 1dentification 1s uploaded to the database of the
ceniral computing station 12, The ceniral computing station
cstablishes that the uploaded mformation 1s vahd and then
mformation from the pharmacies’ terminal related (o the
presented product trial media 18 is uploaded to the central
compuling slation. Assuming [ull validaton, the central
compuling stalion issucs a pharmacy approval code and the
pharmacy records that approval code on the actual presented
product trial media 18. In addition, both the pharmacy and
the patient sign the now validated product trial media 18,
Once validation is established the pharmacy then dispenses
pharmaceutical trial product authorized by that valid produc
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tification code for au¥ reasan, 1he pivseribor o phasacy is
demicd agtess b the systan. On the wther hued, i e
persanal identfication cock is decmed 1o he valid then 1he
central compiing sttian indieatos oa the wuminal's disply
=dowlolineg application”. Al his e, the syateun s aplic
calion is then downloaded il the teminal's RAM sumage.
Theteatrer, the teaminel displays “downkad complets” and
this complores the wnmingl itialization process. The ini-
Ginlized terminal is then ready I hie usesl om  peridic b
in the pharmsceutical irial distribulion program of fh
peescat invention. Not that this sume initial ization proce:
carriesl ot for bty pastic pating preseribers amd phasa-
=

o
The product trial media 18 deliverad to e paticipatis
preseribers aimive in

an inctivateed siak. Thal. i, the produ
sl media 10 an wnaetivared siie cnnat be validated by a

) . pharmasratical
entifisd by that media cannit he dispensed. Tn

tho mothrd of distribuhug pharmacevtical trial produst of
the proscut Luveation, the paticipating posciibers actualy

activale the prishuel Irial media throngh a procedure where =

the product inal medis s commumeatively hnkod with the
central counpuling stativn of Tost 12 via 2 prescribecs
terminal. St 105, 6A8D which show a llow chart that
depicts the basic sieps fnvalved 10 the setivaon process
Hawever, before any noaetivated prodvet rrial media can be
acivaled by a prestriber, the prestriber must establish
authoeization. ‘This zan be carried out i@ varity ways. [n
e embudiment of e present invetion, activation of
product Uial wedia 18 i conditioned (sl upan the pre-
seclbee cvideocing a valid autherizaion media. This s
aczamplished by te prescrlbec's terminal reading the p
ssulbor’s autherization media 20, Lacaded iutarmation sssa-
cised weith 100 prosceler’s autharization media 20 is)
recardled within the 1AM of the pre
pactisnlar, the toramnal records the proscriber’s ideutification
aumbsr associatod with 1o proseriber’s avthorization wedia
200 A thar point, the terminal requests the. nrrwnh»n taonrer
the preseribers persoual Idearificatinn code
mminal requesis the prescriber 1 enier the guan
of pharmaceutical irisl media that the prosenber desires (0
activate. Therealler, the prescriber enters into the keyhoard
of the preseriber terminal the mumerie quantity af product
trial mestia 18 10 be activatod by the spstem. The prescriber
terminal then prompis the prescriber 1o communicalively
Fink the preslut 1rial mestia 1o he activaled wilh the pre-
sariher's ferminal. Jn caves where the product trial media 18
axsumes the farm of magnetic cards Tor example, the pre-
sariher simply swipes the product irial earchs 1o be activated
through a canl reader-type enmival. One by one. the pre-
sariher swipes the product Uial media 1 be authurised
through the presceibee’s terminal

Ax each product trial media i read hy the prescriber’s
terminal, un athenticity check i made by the terminal
Specilivally. the prescriber’s tenminal ulhentivates cach
prosluct Irial media read il the Lerminal. While various
Torms of authentication can be pecliemed, i e preseat
method, authenticity i esteblisbed by the prescriber’s

minal chocking the product wial wedia L1, and verify
hat & valid aswes sesults from te various check disit
il code fields stored i the teamival. U the product 1rial
media is decmed autentie, then the preseribor’s unit then
Qisplays “product trial media valid®, If the proscriber temi-
aal determunes that the produet irial media is oot valid, the
werminal indicates such and the produet tial media is oot
activated

Ouee the preseriber s completed the activation of @
wertai numbes of product uial media the prescribec tenninal

10

digls 4 venteal computi station 12, Al i poiar, the
uploak, storeal infurmation cnespun-
ibcr siherizaton media ane the preacroer
idennficating o to the cemral campucing station 12 The
5 central camputing, station 12 valiclates the prescriber autha-
rization media and the persanal ideniifcation wds. Onee
this validation has bora cstablished the svntral Sompytiny
station uploads all of the product trial media information
previously read i the preserifers termin ] during the
. prese activation procedure. T0is at bis tims that the coteal
* computing station 12 apprves the “activation” of the
enteresd product Iral media and issues @ specific approval
code 1o the prescedver, The proscribee then ceconds the
prescriber approval wis oniar the e of the respective
o individual predut trial media just activated. Oace cedain
product wial mediu 18 Tas Teen activated, the central come
putise starioa 12 desotes in its assaciared dasbase that
cortain product wisl media 1 has been activated, he acti-
atien date, aod the Weatity of the prescriber activatia
produet teisl media. "Tho prescriner then appropristely stows

e aetivared product uial medi 18,

T dispense the phanaceutiea teial peeduct eprescored
by the activated product tial media, the presceiber sigas the
protuct rial media aud elivens b same 10 @ paticipating,

~, paticat. 'The paticat in tum peesents the activated pooduct
tia] medi to o pactisipating, phannacy for the purpose of

Prior - soteally filliog, the pharmaceutical il
pressriplion, Ui parlicipatiog plannacy, like the peesceiber.
st cstablish surhorization. Vest, Tk the prescebir, the
plammacy wemival i subfecied w e iniidizaien test
discusscd above, ‘This basically establishes that the issver!
termingl 1o the palticipiting pharuacy is i fact tie coorect
torminal, is properly phsically loeared, and 15 assaciarcd
s with the sssipued phormocy. Again, this iitialization

procedhre, as discussed above, s not ceatomplated to be a

daily procodure but 15 onlv  basic initialization step for the

participant urilizing che rermin and 1he systen
oo, Beloce T pLamacy cab Bl (B Prescripiive
42 tcial produet of auy proscated prochuct wisl media 18, the
product trial wedia must b subjected 10 @ “validation’
precechire. “The validanon” procodure is basically ilins-
toated in FIGS. TA-TE Lssoutially, this validotion proce-
e esialishes thal the preseniesd product il media 18 is
45 suthenic, still within an sccoptable date rmge, hys been
activated by 3 preseribes, A hys aof previsusly heen
validatedd. Onee validation is esizhlished for any presenice
product inal media, then the partiipaiing pharmacy can
inste the preseriplive rial pharmaceutical product ) the

s palient
D».ml.ls Of the ¥

tica process will aot be dealt with
e dtail fx I “walictanon” af
product friad medis paralels presnber “setfvation” of he
preduct vl medis just deseribed. Than s, “alids fon® by
ihe ariicinsting phirmicy eniails steps and procedures that
are similar in function aod resull as the sueps and proverdures.
engaged in by the preseriber in aclivaling eerlain product,
irial meztia. Rt bricfly, the validation siep eniails ihe par-
litipating pharmacy establishing authorization. This can he
2 carriedd cu in a variety of ways. However, in the pocess
conternplated Tercin, U participatioy, phanmcy_ would
communicatively connset its authorization media 20 with
e pharmacy weminal aud atter establishing @ valid autha-
sization medie e participating plamacy would eer its
6% persooal ientification code. Therealter. the tenninal
promprs the pharmacy o wad the prescoted produet il
uedia 18 e the terminal, As an iodividual poduct trial

CFAD ¥1 1009-0020

filling the frial product preseription cf fhe prescribes,

Prior to actually filling the pharmaceutical trial
prescription, the participating pharmacy, like the prescriber,
must establish authorization. First, like the prescriber, the
pharmacy terminal 15 subjected to the imualization lest
discussed above, This basically estabhishes that the issued
terminal to the participating pharmacy 15 in fact the correct

terminal, i1s properly physically located, and is associated

Source: Paper 1 (-01096), Petition, at 53, 59-60; Ex. 1009 (-01096) at 10:28-38.

with the assigned pharmacy. Again, this inmtialization
procedure, as discussed above, 15 not contemplated to be a
daily procedure but 15 only a basic imitialization step tor the
participant uiilizing the terminal and the sysiem.
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Cunningham to arrive at the claimed invention. Id. at 43—47. We disagree.

On this record, we are persuaded that, as recognized by Dr. Fudin, one
skilled in the art seeking to control the distribution of thalidomide would
have looked to the approval code of Cunningham to limat dispensation of a
drug with known severe adverse side effects to certain risk groups, i.e..
further control distribution i order to avoid severe birth defects associated
with distributing thalidomide to pregnant women. Ex. 1021 9 215-216.
Dr. Fudin’s testimony 1is consistent with the prior art, e.g.. Cunningham’s
teaching that an approval code validation aids in the controlled distribution
of a pharmaceutical product. Ex. 1009, 11:6-23; Ex. 1015, 1.

provides detailed claim charts identifying where the additional limitations
are taught in the prior art. Pet. 41-51. For example, Petitioner identifies
how Keravich teaches that one using the S. TE P.S. program would
understand that patients can be registered via fax (claim 6) and how
Thalomid PI discloses that information obtained from a patient can include
results of a pregnancy test (claim 26). Additionally. Petitioner relies upon
the Declaration of Dr. Fudin to demonstrate that the one of ordinary skill in
the art would understand that the prior art teaches each and every
requirement of the challenged dependent claims, and that one would have
had a reason to employ the additional requirements in combmation with the
subject matter of the mndependent claims. Ex. 1021 97 107-212, 217-223.
Patent Owner contends that Petitioner has failed to meet its burden of
showing that dependent claim 5 would have been obwvious. Prelim. Resp.
47-49. Dependent claim 5 requires the prescriber to verify risk group

assignment and informed consent at the time the patient is registered in a

19

On this record, we are persuaded that, as recognized by Dr. Fudin, one
skilled 1 the art seeking to control the distrnbution of thalidonude would
have looked to the approval code of Cunningham to limit dispensation of a

drug with known severe adverse side effects to certain risk groups, ie.,

further control distribution m order to avoid severe birth defects associated

with distributing thalidomuide to pregnant women. Ex. 1021 99 215-216.
Dr. Fudin’s testimony 1s consistent with the prior art. e g . Cunningham’s
teaching that an approval code validation aids in the controlled distribution
of a pharmaceutical product. Ex. 1009, 11:6-23; Ex. 1015, 1.

s
Source: Paper 21 (-01096), Institution Decision, at 19; Paper 21 (-01102), Institution Decision, at 19-20; Paper 22 (-01103), Institution Decision, at 20. CFAD DX - 160
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such as patient risk group assignments, would be useful and easy to achieve
through entry on a computer, and that a computerized system. such as that
taught by Dishman, would help determine which prescriptions should be
“locked out.” Ex. 1027, 89-94. We credit Dr. Fudin’s testimony, as 1t 1s
consistent with the admitted prior art and prior art of record. Based on the
record presented, we conclude that one of ordinary skill m the art would
have assigned risk groups, and entered that information into a computer
database, to ensure that physicians and pharmacists had access to the
information when prescribing thalidomide and filling such prescriptions to
avoid the risk of harmful birth defects.

Patent Owner states that Dishman does not describe risk group
assignments or determining whether the risk that an adverse effect 1s likely
to occur is acceptable. According to Patent Owner, locking out a
prescription when a patient has three consecutive drops in the white blood
count has “nothing to do with risk group assignments.” Prelim. Resp. 34
We disagree. Dishman teaches that clozapine prescriptions are only to be
dispensed upon a pharmacist’s verification that the white blood cell count 1s
within acceptable limits. Ex 1007, 899. In other words, Dishman discloses
that patients having three consecutive drops in the white blood count are
assigned to such a risk group.

Patent Owner takes the position that Dishman does not describe

generating an approval code. Prelim Resp. 35-37. Patent Owner further

IPR2015-01102
Patent 6.315.720 B1

have looked to the approval code of Cunningham to limit dispensation of a
drug with known severe adverse side effects to certain risk groups, 1.,
further control distribution m order to avoid severe birth defects associated
with distributing thalidonude to pregnant women. Ex. 1027 7 102-105.
Dr. Fudin’s testimony 1s consistent with the prior art, e.g.. Cunmingham’s
teaching that an approval code validation aids in the controlled distnibution
of a pharmaceutical product. Ex. 1008, 11:6-23.

verified by the prescriber at the time the patient 1s registered in a computer,
and consent is transmitted via facsimile and interpreted by optical character
recognition software. Dependent claims 7-10 require information be
obtained from the patient prior to treatment, including the results of
diagnostic testing, which can comprise genetic testing. Dependent claims
11-14 and 20-25 further require additional features. such as a teratogenic
effect being otherwise likely to arise in the patient, arise in a fetus carried by
the patient, and that the drug is thalidomide. Dependent claims 15-19, 26,
and 27 require defining a second set of mformation to be collected from the

patient on a periodic basis. which can comprise a telephonic survey

regarding the results of pregnancy testing, and where the adverse side effect

disagree. On this record. we are persuaded that, as recogmized by Dr. Fudin,

one skilled in the art seeking to control the distribution of thalidomide would [@epend from independent claim 25. and further require that the information

f the drug can be a teratogenic effect. Dependent claims 29-32 each

ollected be probative of the likelihood that the patient may take the drug

LoV L=y T (T art B0 CULITOT I UGS TL oL IO WOEIOE
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Source: Paper 21 (-01096), Institution Decision, at 19; Paper 21 (-01102), Institution Decision, at 19-20; Paper 22 (-01103), Institution Decision, at 20. CFAD DX - 161
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5

16

L7

18

i 2

20

Q. So the record is clear, my question is
you agree that Claim 13 mentions a pharmacy
approval code on the presented product trial card
as a part of the validation procedure; right?

i It states -- those are the words on

this page, yes.

Source: Ex. 1075 (-01096) at 319:15-20.
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3 0. Looking further down column 10
around line 28, in Cunningham it says, "Prior
to actually filling the pharmaceutical trial
g prescription, the participating pharmacy,

7 like the prescriber, must establish
authorization."

s Do you see that?

1o A, I do.

11 Q. And the next paragraph in the same
1z column says, "However, before the pharmacy

13 can fill the prescriptive trial product of

14 any presented product trial media, the

1= product trial media must be subjected to a
18 wyalidation procedure."

17 Do you see that?

Le A. I do.

Source: Ex. 1074 (-01096) at 268:3-18. CFAD DX - 163
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Clinical Computing

Interactive Voice Response Systems
in Clinical Research and Treatment

James C. Mundt, Ph.D.

rom Bell’s first cry to Watson for
assistance to the many crisis
help-lines currently availuble, tele-
phomes have been serving people in
need. Interactive voice response
(IVR) systems, a rapidly expanding
technology for antomated acqisition
and dispersal of information, repre-
Y 1
I

Marc detailed discussions of IVR ap-
plications in resvarch have appeared
elsewhere {1.2).

An IVR program for abtaining dai-
ly selireparts of sleahal consump-
tion has heen demonstrated to pro-
vide valid data, permitting analyses
of aleohel use patterns that differen-
tiate d dent from d

(kappa=.67, p<.001). These data
contribute to other findings support-
ing the use of computers to assess
psychiatric symptoms. Such compnt-
crized diagnostic inkorvicws arc now

gvailable_for_touch-tone_telephorie
administration

IVR i for

sent th
tomated interviewing with touch-
tone telephone service, VR applica-
tions for routing telephone calls or
accessing banking services are now
eommonplace.

Potential benefits of IVIi systems
for clinical research and treatment
have recently hegun to he exphed
and realized. As budgets for rescarch
and treatment delivery continue to
require greater efficiency without
sacrificing quality, nse of IVR applica-
tions will eontinue to expand. This
column describes the use of IVR
technolagy in research and treatment
of psvehiatrie and substanee use dis-
urders,

Use of IVR systems
for data collection
VR systems for obtaining and man-
aging data are a major advanee over

drinkers otherwise matched on quan-
tity-frequency measures of use (3,4).
Data collection using IVR systems is
beginning to be wsed for investigat-
ing other conditions, such us eating
disorders and impuired psychomator

Accessible uround the clack, IVA pro-
'ETams can provide patient-speciic -
formation, self-help treatment, cn-
couragement, reinforcement, and
support on request. With confiden-
tiality protected by unigue personal

identification numbers and pass-

and cognitive perform: (5).
Assessment and diagnosis
using IVR applications

Computers cn reliably assess clinical
symptoms and provide vahid ding-
noses (6], Several computerized as-
sessments, including the Hamilten
Anziety Scale, the Hamilton Depres-
sion Seale, the Yale-Brown Olsessive
Compulsive Scale, and the Liebowitz
Social Anxety Scale. have been re-
viewed recently {7} and are being in-
eorporated into clinical drug trials (3).
IVR implementations of these instru-
ments are being used to monitor pa-
Eents nd praside dini,

words, patients interacting with IVR
systems provide infornwtion that is
used to taifer current and future in-
teractions, As goals are achieved ar
sethacks encounteved, oontext-rele-
vant messages are provided. This
type of interaction may be most ben-
clicial in treating frequently oceur-
ring behaviors that intrude o daily
lite, such as smoking, drinking, obses-
sive-compulsive behaviors, or de-
pression

A voluntary smoking cessation pro-
gram using an IVR system advertised
through work site health promotions,

int, iideratio f 1 ihat of,

More detailed discussions of IVR ap-
plications in research have appeared
elsewhere (1,2).

An IVR program for obtaining dai-
Iy self-reports of alcohol consump-
tion has heen demonstrated to pro-
vide valid data, permilting analyses
of aleohol use patterns that differen-
tiate dependent from nondependent
drinkers otherwize matched on quan-
tity-frequency measures of wse (3,40,
Data collection wsing IVR systems is
beginning to he used for investigat-
ing other conditions, such as eating
disorders and impaired psychomotor

and copnitive pedformence (5.

previous methods. ‘Touch-tone tele-
phones permit 24-hour data collec-

cians (3).

tion, removing previous ki

related to distance or temporal avail-
ability of stwdy staff. Autornatic data
collection by computers climinates
errars due to transeription or inter-
viewer mistakes and facilitates opli-
mal data managcment procedircs.

C; ized . such as
PRIME-MD {10) and Symptom-Dri-

371 smokers, 35 percent quit smoking
while using the program. and 14 per-
cent remained abstinent six months

4
Care (11}, have been develuped to di-
agnose DSM-TV axis [ disorders com-
monly found in primary care patients
and have been implemented as IVR

lications. A study of 200 patients

Dr. Munde is o vesearch seienlst ot the
Dean Foundation for Health, Besearch.
and Education, 2711 Allm Boulevard.
Midilleton, Wisconsia 83562 (e-mail,
Mundt_famex_C@vumbes.com). John H.
Greist, M., b oditor of this colwaan.

uging PRIME-MD, implemented via
IVR technology, found a high corre-
spondence hetween the PRIME-MD
diagnoses made with the TVR system
and those obtained using the Struc-
tured Clinical Tuterview for DSM-1V

PSYGHIATRIC SERVICES 4 May 1997 Vol 48 No. § CFAD VT 1024-0001

who called the system five or more
times, these percemtages inereased
substantially (68 percent and 22 per-
cent, respectively), suggesting that
patients’ willingness to use such sys-
tens is a strong predictor of IVR
treatment effeetiveness.

An TVR application for treating pa-
tients with ohsessive-compulsive dis-
order allows paticnts to develop and
implement a treatment plan by guid-

&1

Use of IVR systems

for data collection

IVH systems for obtaining and man-
aging dats are a major advanee over
previcus methods, Touch-tome tele-
phones permit 24-hour data collec-
tion, removing previous limitations
related to distance or temporal avail-
ahility of study staff. Automatic data
collection by computers eliminates
ermors due to transcription or inter-
viewer mistakes and facilitates opti-
mal data management procedures,

Source: Paper 1 (-01096), Petition, at 59; Ex. 1024 (-01096) at 611.
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ing them through exposure and ritu-
al-prevention procedures {13). Mea-
sures of obsessive-compulsive symp-
toms, wark and soeial functioning,
and svmptoms of depression indicat-
ed improvement during 4 12-week
study of 40 patients. Patients maling
preater use of the systemn experienced
the most improvement; 77 percent of
those who completed two or more ex-

plication and made available 24 hours
a day. Such programs can reduce de-
mands on staff time and facilitate
more efficient use of limited re-
Sources.

Although the treatment examples
ghove illustrate the potential for
stand-alone IVR-administered thera-
P the preatest potential for this tech-
nology may be as an adjunct to clini-

posure and ritval-p fon sessions
reported that their condition was
“much” or “very much” improved at
the end of the study.

Similar success has been ohtained
with an IVR program for treating
mild to mederate depression (14).
Again, a positive relationship was
found between program use and
treatment outcome. Of individuals
voluntarily making ten or mere calls
to the IVR system over the 12-week
study period, 72 percent showed a 50
percent reduction in their Hamilton
Depression Scale svores, whereas
anly 30 percent of those making few-
er than ten calls showed such im-
provement.

The Fure of [VR
Widespread access to touch-tone
telephone service and prowing famil-
iarity with IVR systems in the popula-
tion at large will conteibute to contin-
ved and expanded use of IVR appli-
cations in research and treatment
Bringing subjects and study person-
nel together often constrains the se-
lection of study sites to densely popu-
lated locations, which can limit the
lizability of results,
relisbility is a persistent concern for
data obtained by human raters, par-
ticularly for multsite studies in which
consistent training and feedback are
difficult. Administration of validated
research instruments using [VR pro-
grams addresses both of these issues.
Automated assessment and ding-
noste information, snch as that ob-
tained hy the IVR PRIME-MD,
could be obtained routinely from pa-
tients hefore their scheduled appoint-
ments and used for directing farther
inquiry and assessment when patients
are seen face to face. Computerized
instructions for medication use,
which have been shown to be as ef-
fective ns personal instruction (15),
could be implemented as an IVA ap-

612

cal ion. The process of recov-
ery and health maintenance requires
daily efforts by patients. IVE apphica-
tions allow patents to self-repont
progress and establish computerized
records of achievement. Repons of
setbacks could be used for fe

programs will he the primery deter-
ke biliad

IVR technology can provide clini-
ciuns, researchers, and administrators
with 2 new method of gathering data
and presenting information to pa-
tients any time and any place a touch-
tone telephone is availahle. This in-
teraction allows outcome assessments
and development of therapeutic ap-
proaches that have not previously
been feasible. The technology can
strengthen clinical practice, extend
research methods, and enhance ad-
ministrative support of service guali-
ty and value, which shculd begm]; of

all health care i

patient-practitioner discussion dur-
ing face-to-fuce sessions, Applications
are eurrently heing developed to per-
mit practitioners to design cus-
tomized scripts, recorded in their
own voice, addressing the individual
needs and therapeutic goals of specif-

Many individuals will disclose sen-
sitive information to a computer that
lhev would he reluctant to discuss

I¥VR program perml!s such imterac-
tion from the safety of one’s own
home, some of the most socially stig-
matizing issues, such as sexual abuse,
HIV risk-related behaviors, and alco-
hol and drug abuse, might be most
amenable to IVR-mediated screen-
ing, assessment, and therapy. Permit-
ting anonymous ascoess to [VR apphi-
vations addressing highly sensitive is-
sues might bridge cument barriers
that prevent patients from seeking
help. Callers could he reassured, edu-
cated about sources of support in the
community, and helped tv make ini-
tial steps toward recovery.

Conclusions

What does all this mean? This column
does not advocate replacing current
patient services with IVR applica-
tions. Rather, services cauld be en-
‘hanced—cost-effectively—hby appro-
priate use of this technalogy. Consis-
lent information and feedback pro-
vided by computers to patients via
telephone affords an efficient means
of extending staff rescurces. Experi-
ences with IVR research and treat-
ment programs indicate that the will-
ingmess of individuals to use thess

References

1. Mundt JC:, Perring MW, Searlss J5, et al:
Anapplieation of intersctive vaice response
(TVA) technalogy to longitudined studies of
daily behavior. Behavior Research Meth-

ods, Tnstruments, and Computers 27,351

B35

3

Muidt JC, Searles ]S, Perrine MW, ct al:
Guntdueting lungitudingl studics of bohav-

ationul Journa] of Speech Technolngy, in

IVR technology can provide clini-
cians, researchers, and administrators
with a new method of gathering data
and presenting information to pa-
tients any time and any place a touch-
tone telephone is available. This in-
teraction allows outcome assessments
and development of therapeutic ap-
proaches that have not previously
been feasible. The technology can
strengthen clinical practice, extend
research methods, and enhance ad-
ministrative support of service quali-
ty and value, which should be goals of
all health care innovations. #

!)

TrET

. Permine MW, Mundt JC, Searles )5, et al:
Validation of daily self-reported alechol
consumption nsing Inteructlve voice re-
spomse (IVR) technology. Journal of Studics
o abooho! 36387490, 115

Mundt JC, Searles 5, Perine MW, et al:
Ciyeles of aloohal dependenve: Frequency-
domuin unalyses of daily drinking Togs o
matched alcahol-dependent and aonde-
pendent subjects. Jounal of Studies nu Al-
cohol 56:491-484, 1905

I

-

o

Mundt JC, Kelleher FK. Perrine MW, et al:
Psychological parformance assessment via
interactive voice reapanse systems. Behav-
ior Researeh Methads, [nstruments, and
Computers, in press

Greist JH, Klein MH, Erdmsn HE ct a:
Comparison of computer- and interview-
adinitered versions of the Dignostic lo-
terview Schedule. Hospital and Communl-
4y Prychistry 3813041311, 1967

. Kobak KA, Greist JH, Jefferson JW, et
Computer-administered  clinical
soales. Peychophurmecology 127
1606

L]

*

Kobak K&, Creist JH, Jofferson W, et al:
Computerized assessment in clinical

trils (New Clinical Dmg Eviduation Unit
abste). Psychopharmecobogy Bullekin 32

Creist JH, Jeffeeson JW, Wenzel K, et ol
Telephone assessment program: patient
munitoring and clinivien feedback (New
Clinical Drug Evaluation Unit ahstri. ey~
chopharmacology Hulletin 32:455, 1936

©

Continnes an page 633

CFAD VI 1024-0002  pSycHiaThIC SERVICES + may 1957 Yol 48 Mo, 5

Many individuals will disclose sen-
sitive information to a computer that
they would be reluctant to discuss
with another person (6). Because an

Source: Ex. 1024 (-01096) at 612; Paper 52 (-01096), Petitioner’s Reply, at 26-27.
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233. DBecause one method of conducting SULVEYS well known to POSASs at the

time of the 720 Patent was wvia the telephone, using an integrated voice response

system—which was well known to POSAs at the ime—as required by Claim 17,

would have been obvious to a POSA. (See, eg, Ex. 1024 at 611-12, 623.)

R
Source: Ex. 1021 (-01096) § 233; Paper 52 (-01096), Petitioner's Reply, at 27. CFAD DX - 166
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computer. According to Patent Owner, the cited prior art fails to disclose
how, when, or by whom the informed consent and risk assignment would be
verified. Id. at 48—49. Dr. Fudin testifies that one of ordinary skill in the art
would have reason to have the prescriber verify both risk group assignment
and mformed consent at the time of computer entry to elininate error and
delay. Ex 10219 220. Based upon the evidence of record, we credit Dr.
Fudin’s testimony and hold that one skilled in the art seeking to reduce
errors would have reason to enter the informed consent and risk assignment
into a computer database at the same time.

Patent Owner also contends that Petitioner has failed to demonstrate
that the use of a telephone survey using an integrated voice response system,
such as recited in claim 17, would have been obvious to one skilled in the
art. Prelim. Resp. 49-50. Petitioner contends that conducting telephone
surveys was well known in the art. Pet. 59. Petitioner relies upon the
teachings of Mundt, which states that use of interactive voice response
systems can strengthen clinical practice, extend research methods, and
enhance administrative support of service quality and value. Id. (citing Ex.
1024, 612). We hold that the evidence of record demonstrates that one 1024, 612). We hold that the evidence of record demonstrates that one

skilled i the art had reason to use interactive voice response systems to

_ skilled 1 the art had reason to use interactive voice response systems to
conduct patient surveys.

conduct patient surveys.

a. Secondary Considerations
Patent Owner contends that secondary consideration evidence
demonstrates that the challenged claims are nonobvious over the relied upon
prior art. Prelim. Resp. 49-55. We have reviewed the alleged secondary

consideration evidence, but are not persuaded that 1t is sufficient to show

20

S
Source: Paper 21 (-01096), Institution Decision, at 20; Paper 21 (-01102), Institution Decision, at 22; Paper 22 (-01103), Institution Decision, at 23. CFAD DX - 167
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137
1 days and see if we come cleose. We’ll try.
2 Is Dr. Holmes present?
3 Dr. Holmes is representing the American College
4 of Medical Genetics and the Teratology Society.
5 DR. HOLMES: Mr. Chairman, could I just sort of
6 make the point that each wants to make separately, back to
7 back, because each submitted a separated statement?
B DR. McGUIRE: oOkay. He is representing them
] sequentially. It took me a while to catch on to that.
10 Thank you.
11 DR. HOLMES: oOkay. First, my comments are
12 reflected in a one-page memo that was just handed out to
13 all the members of the committee after lunch, the American
14 College of Medical Genetics. 15 It may seem strange to you that a genetics
15 It may seem strange to you that a genetics 16 society would be standing here, commenting on potential
16 society would be standing here, commenting on potential
17 environmental exposures with awful fetal effects, but many
17 environmental exposures with awful fetal effects, but many
18 clinical geneticists around the country are expected to = 18 clinical geneticists arcund the country are expected to
19 | [provide counseling to pregnant vomen about exposures in [ 19 provide counseling to pregnant women about exposures in
20 pregnancies, so the geneticists, in fact, are often the
21 clinical teratologists. And I am speaking myself as an 20 pregnancies, so the geneticists, in fact, are often the
22 active clinical teratologist in the Boston area. 21 clinical teratologists. And I am speaking myself as an
» We have several recommendations that are 22 active clinical teratologist in the Boston area.
24 listed, and we are particularly concerned that the
25 committee hear from us what they have cbviously heard now
ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809

R
Source: Ex. 1013 (-01096) at 137; Paper 52 (-01096), Petitioner’s Reply, at 25. CFAD DX - 168
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141. Thalemnid PI does not explicitly disclose genetic testing. However, a
POSA would have recognized the need for genetic testing, given the history of a
teratogenic dmg, particularly thalidomide, which was known to halt a pregnancy or
produce a congenital malformation (a birth defect). Also, it was common practice at

the time of the invention to conduct genetic testing at the same as the pregnancy

testing taught in Thalomid PI.

R
Source: Ex. 1021 (-01096) § 141; Paper 52 (-01096), Petitioner's Reply, at 25. CFAD DX - 169
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taken off of most markets by 1962. (Ex. 1001 at 1:44-45.) Due to thalidomide’s
therapeutic effects, the drag was reintroduced in the United States in the 1990s with
the nndesstanding that it could be marketed only with strict controls, and gained FDA

approval for treatment of ENL in 1998, (See Ex. 1007 at 901; Ex. 1012 at 320.)

Doctors and pharmacists interested in bringing thalidomide to the market with
restrictions to protect from its teratogenic effects considered the Accutane PPP, with
its focus on counseling, as a starting point. (Ex. 1013 at 110-11; see Ex. 1015 at 1)
They also considered modeling a thalidonude program on experiences with other

hazardous drugs, inclnding clozapine (trade name Clozanl®). (Ex. 1013 at 111-12))

As eady as 1997, medical professionals observed that the prescription control
methods for clozapine, an anti-depressant with potential advesse effects indicated by
white blood cell conats (“WBCs”), conld be copied for thalidomide. (Ex. 1013 at

112)) In particular, these prescoption control methods inchided keeping records of

patients taking the dmg, as well as physicians and pharmacists pre-approved to
prescribe and dispense the dmg. (Ex. 1008 at 899-900; see Ex. 1013 at 115-19;

Ex. 1015 at 9, 24.) The clozapine patients weze also required to submit to weekly
WBC testing and could oaly have a prescuption for clozapine filled if the test results

fell within a pre-designated range. (Ex. 1008 at 899; see Ex. 1013 at 112; Ex. 1015 at 8

“It was also well known in the art prior to 2000 to keep prescription records in
a computenized system.” (See, e, Ex. 1016 at 174; Ex. 1017 at 56, 60—63, 68; Ex. 1021

¥ 56.) Such records would include information such as the patient’s sex, allergies,
13

Doctors and pharmacists interested m bonging thalidomide to the market with
restrictions to protect from its teratogenic effects considered the Accutane PPP, with
its focus on counseling, as a starting point. (Ex. 1013 at 110-11; s Ex. 1015 at 1.)
They also considered modeling a thalidomide program on experiences with other
hazardeus dmgs, including clozapine (trade name Clozanl®). (Ex. 1013 at 111-12))
As eady as 1997, medical professionals observed that the prescription contrel
methods for clozapine, an anti-depressant with potential adverse effects indicated by
white bloed cell conats ("“WECs™), could be copied for thalidemude. (Ex. 1013 at
112)) In particular, these prescription contrel methods included keeping records of
patients taking the dmg, as well as physicians and pharmacists pre-approved to
prescribe and dispense the dmg. (Ex. 1008 at 899-900; ree Ex. 1013 at 113-19;

Ex. 1015 at 9, 24.) The clozapine patients were also required to submit to weekly
WEBC testing and could only have a prescoption for clozapme filled if the test results

fell within a pre-designated range. (Ex. 1008 at 899; ree Ex. 1013 at 112; Ex. 1015 at 8)
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height, weight, and other health-related measures. (Se Ex. 1017 at 59; Ex. 1021 56.)
Physician: and pharmacists had used computenized systems to track their patients
since at beast 1975, (S, ep, Ex 1017 at 53; Ex. 1016 at 174, 182-83.) Practiticners

then used this data to detenmine (1) whether to prescobe a drop to a patient, and (Z)

the duration of the preseription. (52 Ex 1017 at 33, 63—67.)

Thus, in the case of thalidomide or any other teratogenic dmg, those of

Thus, in the case of thalidomide or any other teratogenic dmg, those of

ordinary skill in the art wonld have been—and indeed were—motivated to combine
ordinary skill in the art would have been—and indeed were—motivated to combine i

the method for avoiding prepnaney with a computerized tracking system that only the method for avoiding pregnancy with a computerized tracking system that only
permits filling prescrptions for the dmg when certain conditions (£g, non-pregnancy)
are met. (fee Ex 1013 at 111-12; Ex 1021, ] 59) An exangple of this combination,

permits filling prescrptions for the drug when certain conditions (e.g, non-pregnancy)

discussed in detad below, is the System for Tralidomide Education and Prescrbing are met. (fee Ex 1013 at 111-12; Ex. 1021, 4 59.) An ezample of this combimnation,

Safety (3.T.EF.5—"a comprehensive program to control preserbing, dispensing,
and use of” thalidomide to ensure that fetal exposure to thalidomide does not occor.
(BEx. 1006 at 1, 2, ¥ Ex. 1012 at Abstact, s Ex. 1021 ] 59.)

VI. DETAILED EXPLANATION OF THE CHALLENGE

A Ground 1 THALOMID™ (thalidomide) Capsules Revized Package
Insert anticipates Claims 1-32 of UL5. Patent No. 6,315,720 under 35
UE.C. g 102(b).

The 720 Patent’s method for delivering a dmg to a patient while avoiding the
ocourence of an adverse side effect was knowm before Oetober 23, 2000—the earliest
possible priodty date for the *720 Patent—as evidenced by the THATOMID™
(thalidomide) Capsules Revised Package Insert (15 July 1998) (“Thabwid PI™). (See

13
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perform and yields no more than one would expect from such an arrangement, the

combination is obvious.”) (internal quotations and citations omitted).

“In view of the gnidelines for the avoidance of treating pregnant patients with

“In view of the gnidelines for the avoidance of treating pregnant patients with

- - - - . - ]
halidomide taught by Thalomid PL it wonld have been obvious to " pesson of thalidomide tanght by Thalemid PI, it would have been obwious to a” person of

ordinary skill in the art “to implement the methods disclosed in Cammingham to limit ordinary skill in the art “to implement the methods disclosed in Cunminghanm to lmit

dispensation of a drig associated with adverse effects to certain nisk groups.” (BEx. B i . B . B
dispensation of a dmg associated with adverse effects to certain risk groups.” (Ex.
1021 9§ 215.) See Abbott Labs v. .Andrx Pharms., Inc., 432 F.3d 1331, 1345 (Fed. Cir.

2006) (fnding substantial question of invalidity because the combination of references 1021 1[ 21 5} See Abbott Labs v. Andrc P"&am‘r'-' Im'-': 452F3d 1331: 1345 I:FBd Cir.

for “the reduction of systemic side effects would not be surprsing and would not be

nnexpected.”). Therefore, an ordinasily skilled artisan “treating a patient with a

unexpected.”). Therefore, an ordinanly skilled artisan “treating a patient with a
teratogenic or other nsk-laden dmg in accordance with Thalmid PT'r giudehnes would

teratogenic or other psk-laden diug in accordance with Thalomid PI's gnadelines would

look to the approval code system taught by Cumningham—and would view Claims 1 lock to the approval code system tanght by Cunningbam—and would view Claims 1
and 28 of the "720 Patent obvious i view of these references.” (Ex. 1021 4 216.) See

and 28 of the "720 Patent obwvious in wiew of these references ™ (Ex 1021 § 216) See

Dystar Texctilfarben GmbH ». C.H. Patrick Co., 464 F.3d 1356, 1361 (Fed. Cic. 2006)

(“The motivation need not be found in the references sought to be combined, but
may be found in any number of sources, including commeon knowledge, the prior art
as a whole, or the nature of the problem itself.”).

2. Claimis 5 and 6 are obvious over Thalomsd Plin view of the
knowledge of one of ordinary skill in the art.

Claim 5 requires that “said risk group assignment and informed consent is

vesified by said prescrber at the time that said patient is registered in said computer

34
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Dyjsbmean system “to farther implement a computerized registry for ‘deliverng a drog
to a patient in need of the dong, while avoiding the cerumence of an adverse side
effect known or suspected of being cansed by said drog.™ (BEx. 1001 at 13:16-18; Ex.
1027 9 91} See Ty Hasfthozre Grp. LP 3. Exbiron Endo-Sarpery, Inc, 774 F.3d 068, 977

(Ped. Cir. 2014) (*"When a claimed irvention involves a combination of elements,

however, iy need or problem Enowm i the relevant fiedd of endeavor at the time of

invention can provide a reason to combine.”). Indeed, those of ordinary skill in the art

invention can provide a reason to combine.”). Indeed, those of ordinary skill in the ar

i look 5o the clozapise systen described s sy when developing 2 thalidonide > did look to the clozapine system described in Dishman when developing a thalidomide
ystem like that disclosed in Pesell (BEx 1012 at 111-12.) See Ropers 3. Disa Intl Inc., . . . ) )

g = - == — system like that disclosed in Ponell. (Ex. 1012 at 111-12.) See Rogers v. Desa Int'l, Ine.,

198 Fed Apps 918, 923 (Fed. Cir. 2006) (“Evidence that those of ordinary skill in the

art in £t combined the prior ar teachings as claimed is cerminly evidence that they
were motivated to do s0. 3uch evidence shows the knowledpe of the skilled artisan at
the time of the invention, which can provide the basis for 2 motivation to combine ™).

With respect to the second portion of Claim 1{e)— " entering said fsk group in
said medmm™—Didewan discloses the storape of the patient’s “clinical and
demographic information™ on a compater readable storage mediomn. (Ex. 1007 at
E99.) For example, Dishman teaches that the “INCCC requires that each hospital have a
compaterized clozapine prescoption lockout system ... [thaf] ties the hospital's
laboratory database to the outpatient pharmaey dispensing software.” (Ex. 1007 at
900.) “A POSA would have understood from the Lysbeas reference that dhis

compuaterized system nmst inchade the patient’s osk group assipnment dat in order to
21
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Dr. Fudin’s Testimony (-01096)

52, As a result, doctors, pharmacists, and regulators interested 1n brnging
thalidemide back to the market with restrictions to protect fetuses from its teratogenic

effects were aware of both the Accutane® PPP as well as the clozapine restricted

distnbution program_ (Ex. 1013 at 110-11; see Ex. 1015 at 1)

39.  Thmus, in the case of thahdonude or any other teratogenic dmg, a POSA
would have been motivated to combine well-known poor art restnicted dmg
distnbution methods, including counseling-based avoidance of pregnancy, and a

computerized tracking system that allows only registered access to prescoptions when

certamn condition (e.g, non-pregnancy) are met.

Source: Ex. 1002 (-01096) 11 52, 59. CFAD DX - 175
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59.  Thus, in the case of thalidomide or any other teratogenic drug, a POSA
would have been motivated to combine well-known prior art restricted drug
distribution methods, including counseling—based avoidance of pregnancy, and a
computerized tracking system that allows only registered access to prescriptions when

certain condition (e.g., non—pregnancy) are met.

91. A POSA would have been motivated to look to the system disclosed in
Dishman to further implement a computerized registry for “delivering a drug to a

patient in need of the drug, while avoiding the occurrence of an adverse side effect

known or suspected of being caused by said drug.” (Ex. 1001 at col. 18:34-36.)

S
Source: Ex. 1027 (-01102) 11 59, 91. CFAD DX - 176



MOTIVATION TO COMBINE

Dr. Fudin’s Testimony (-01103)

60.  Indeed, those of ordinary skill in the art were motivated to combine the
method for avoiding pregnancy with a computerized tracking system that only permits
lilling prescriptions for the drug when certain conditions (e.g., non-pregnancy) are met.
(See Ex. 1033 at 1136 (“Celgene has drafted a plan that it hopes will prevent fetal
exposure to the drug. ... The plan is built on experience with restrictions on such
other drugs with severe adverse effects as Accutane ... , used to treat severe acne, and

Clozaril ...  used to treat schizophrenia ... [and] a tracking system would be in place

to ensure compliance.”); Ex.1012 at 111-12.)

Source: Ex. 1027 (-01103) 1 60. CFAD DX - 177
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require that patients, prescribers, and
pharmacists be re-educated if they do not
demonstrate an understanding of their re-
sponsibilities in the S T.EPS.™ program.
The committee also reserves the right, in
cases of serious or repeated noncompli-
ance, to revoke a prescriber’s, pharma-
cist’s, or patient’s registration. Without
registration, the individual cannot pre-
scribe, distribute, or receive thalidomide.
As necessary, the committee may recom-
mend changes in the STE.PS™ program
to the FDA, These recommendations may
be part of or in addition to the guarterly
menitoring reports submitted to the
agency as part of the normal drug-licens-
ing process. Any possible fetal exposure
is reported to the FDA as a serious ad-
verse event.

Despite all the checks and balances in
the S.T.E.P.S.™ program, the system will
work only if it makes intuitive sense to
its participants and they adhere to pro-
gram requirements. Before finalizing the
design of the program, Celgene con-
ducted market research in groups of
physicians who were likely to prescribe
thalidomide, patients who were likely to
use the drug, and pharmacists. Discus-
sion groups were conducted in several
regions of the United States. When given
a description of thalidomide’s properties
without being told the name of the drug,
every group stated that the drug being
described was similar to thalidomide.
When asked to take 10 minutes to dis-
cuss and design a system for safe distri-
bution of the drug to those who would
benefit from it, every group outlined a
plan similar to the S.T.E.P.S." program.
Finally, after being presented the rudi-
ments of the S T.EPS.™ program, every
group agreed that the program was ac-
ceptable as presented.

On the basis of this experience and
cc ts received subsequently from
various patient advocacy groups, public
health officials, and professional groups,
we believe that the S TEPS™ program
makes sense and thus participants will ac-
cept and follow it. Every person who
comes in contact with a lawfully pre-
seribed formulation of thalidomide will
understand the drug’s risks and should be-
have in a manner that will ensure preven-
tion of fetal exposure.

CONCLUSIONS

Thalidomide carries a unique risk along
with its important benefits, and a unique
approach to managing this risk is neces-
sary. Successful programs previously de-
veloped for isotretinoin and clozapine pro-
vided guides. However, the STE.PS.™
program has a greater scope, combining
intensive, continuing patient and profes-
sional education with restricted distribu-
tion and pregnancy testing. It also pro-
vides mechanisms for close, constant
monitoring to quickly identify noncom-
pliance or other problems. Celgene is
committed to making the 5. T.EP.S.™ pro-
gram succeed and will make any modifi-
cations to the program that are necessary

Future cases are certain to arise in
which a drug offers compelling clinical
benefits, but unrestricted distribution
poses profound risks to patients or soci-
ety. It is hoped that the ST.EPS.™ pro-
gram will provide a model for resolving
this recurring dilemma.

Address correspondence to: Jerome B.

Zeldis, MD, PhD, Celgene Corporation, 7
Powder Horn Drive, Warren, NJ 07059,
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Future cases are certain to arise in
which a drug offers compelling clinical
benefits, but unrestricted distribution
poses profound risks to patients or soci-
ety. It is hoped that the S.T.E.P.S.™ pro-
gram will provide a model for resolving
this recurring dilemma.

Source: Ex. 1012 (-01096) at 329; Ex. 2061 (-01096) at 565:10-567:16.
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111
contraception, birth contreol, counseling, and a voluntary
registry to track compliance with the program and outcomes
to the program.

The program also included a repackaging of
Roche’s product, from available in bottles to available in
a carded blister, where the card provided a lot of
opportunity for reminders of the relevant warnings and
instructions teo patients to be intimately associated with
the product.

211 of this seemed good, but there were several

elements that we guestioned whether they were sufficient

for the challenge that we saw with thalidomide. Firstly,
the surveillance registry was not mandatory, and therefore
it’s not really clear what the effectiveness of the

Accutane program is in the real werld. It's not even clear

what proportion of patients who take Accutane in fact are

participating in the registry survey, although estimates of

that have been made.

Secondly, there is no mechanism to ensure that
when a prescription shows up in a pharmacy, that the
patient has in fact participated in all of the support

programs that have been provided by Roche to the

Ldermatology community

That caused us to look at other programs.

Novartis, previously Sandoz, introduced

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809

for the challenge that we saw with thalidemide. Firstly,
the surveillance registry was not mandatory, and therefore
it's not really clear what the effectiveness of the
Accutane program is in the real werld. It's not even clear
what proportion of patients who take Accutane in fact are
participating in the registry survey, although estimates of
that have been made.

Secondly, there is no mechanism to ensure that
when a prescription shows up in a pharmacy, that the
patient has in fact participated in all of the support
programs that have been provided by Roche to the

dermatology community.

Source: Ex. 1013 (-01096) at 111.
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11z
1 Clozaril, an anti-schizephrenic drug, scome years ago as a
2 significant improvement, from an efficacy perspective, over
3 available therapies for mary patients. However, it had a
4 life-threatening side effect of agranulocytesis that
5 occurred in a small proportion of the patients.
[ Sandoz developed a program that, from a
7 practical perspective, ensures that patients have had their
8 white blood counts taken prier to the dispsnsing of their
2] next prescription, and that those white blood count numbers n ll:il:lkil'lg at how Sandeoz structured this
10 are in the appropriate range.
1 In looking at how Sandoz structured this system, we began to see that by taking elements from the
12 || system, we began to see that by taking elements from the Roche program, elements from the Clozaril program and other
13 Roche program, elements from the Clozaril program and other
14 unigue elements, we could create a system that really would unique EIEmentsf we could create a system that really would
15 be state-of-the-art, represent a significant step, we be Etﬂtﬁ-ﬂf'th'&'ar‘t, represant a siqnificant StED, we
16 believe, forward in the ability to make drugs like
17 thalidomide available to patients who need it, while at the bEIiEVE' forward in the abillt}' to make drugs like
18 | | same time providing a very high margin for protectiecn. thalidomide available to patients whe need it, while at the
19 Components of the program would include i . . i
20 education -- not only patient education, but alse education same time prDVldlI‘iq a very hlgh marglin for prntectinn,
21 aimed at health care professionals from a CE and CME
22 perspective included.
23 Counseling, with a referral option. If a
24 prescribing physician does not feel capable, competent or
25 willing to provide adequate contraceptive counseling,

ASSOUIATED REPORTERS OF WASIHINGTON
(202) 543-4509
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Institution Decision — 01096 (- 1102, - 1103)

IPR2015-01096
Patent 6.315.720 B1

women of childbearing potential and sexually mature males. Ex. 1006, 3—4.
The set of conditions for thalidomide treatment differs based on the risk
group assigned. Dr. Fudin testifies that, at the time of the invention,
computers were used by physicians and pharmacists to enter and track
patient information for harmful and teratogenic drug prescriptions. Ex. 1021
991, Dr. Fudin also testifies that one of ordinary skill in the art would have
understood that patient risk group assignment would have been entered into
a computer database before prescribing and filling prescriptions for

thalidonude. We credit Dr. Fudin’s testimony, as it 1s consistent with the

admitted prior art and prior art of record. Based on the record presented, we
conclude that one of ordinary skill i the art would have assigned risk
groups, and entered that information mnto a computer database, to ensure that
physicians and pharmacists had access to the information when prescribing
thalidonude and filling such prescriptions to avoid the risk of harmful birth
defects.
Wher contends tha [T Oes not disclose

determining whether the risk that an adverse side effect 1s likely to occur 15
acceptable. Prelim Resp. 28. We disagree. Thalonud PI states that a
prescription for thalidomide for a woman of childbearing potential must not
be issued until a written report of a negative pregnancy test has been
obtained by the prescriber. Ex. 1006, 2. Accordingly. we find that
Thalomid PI discloses determining that the risk 1s unacceptable for a positive
pregnancy test.

Patent Owner contends that Thalomid PI does not describe generating
an approval code. Prelim. Resp. 28-29. Patent Owner further contends that
Petitioner has failed to provide a rationale to combine Thalomid PT and

18

admutted prior art and prior art of record. Based on the record presented, we
conclude that one of ordinary skill in the art would have assigned risk
groups, and entered that information into a computer database, to ensure that
physicians and pharmacists had access to the mformation when prescribing
thalidomide and filling such prescriptions to avoid the risk of harmful birth

defects.

e
Source: Paper 21 (-01096), Institution Decision, at 18; Paper 21 (-01102), Institution Decision, at 19; Paper 22 (-01103), Institution Decision, at 19. CFAD DX - 181
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IPR2015-01102
Patent 6.315.720 B1

required different management, than distribution to a small group of
individuals at the Department of Veterans Affairs. Jd Dr. Fudin testifies
that Powell seeks to promote the safest possible clinical use and dispensing
of thalidomide, due to the adverse side effect of teratogenicity, and that

Dishman describes a computerized program for tightly controlling the 5 5 - - -

dispensing of an anfipsychotic drug, known o cause agranulocyfosis. Ex 1027 99 78. 92-94_ Dr. Fudin concludes that one skilled m the art would

Ex. 1027 1 78. 92-54. Dr. Fudn concludes that one skalled m the art would have been guided to use the computer system of Dishman with the written

have been guided to use the computer system of Dishman with the written i ]

records of Powell. as both references seek to provide a means to monitor and records of Powell, as both references seek to provide a means to monitor and

authorize distribution of contramdicated drugs. Jd. Y104, 108. We credit authorize distribution of contraindicated drugs. Jd. 99 104, 108. We credit

Dr. Fudin’s testimony, as it 1s consistent with the teachings of the prior art,

and hold that Powell and Dishman are directed towards similar endeavors. Dr. Fudm 5 tESt]I'ﬂDﬂ}’. as it 15 consistent Wlﬂl T.hE tE‘.ﬂ.l'_‘]]lllg'E Df thf.‘. prior 1"111',
trolling the distributi f a drug having known adverse side effects. : : .

controfmg fe Qistribution ofa drug having known adverse sicle eltects and hold that Powell and Dishman are directed towards similar endeavors,

Patent Owner argues that Cunnmgham 1s directed to a different
endeavor than Powell and Dishman, and that one skilled in the art would not L‘Oﬂh'ﬂﬂmg the distribution of a dl'l.lg hat’lllg known adverse side effects.

have looked to the teachings of Cunmingham for a method of restricting
distribution of pharmaceutical drugs. Prelim. Resp. 30. Cunningham
describes a system where a pharmacy cannot dispense a pharmaceutical

1ssues a pharmacy approval code. Ex. 1008, 11:6-8. 17-23. Dr. Fudmn

product until authenticity is established and a central computing station

ssues a pharmacy approval code. Ex. 1008, 1165 17723, Dr-Fudm testifies that one skilled in the art would have implemented the methods

testifies that one skilled in the art would have implemented the methods
disclosed in Dishman and Cunningham to limit the distribution of a drug. disclosed 1n Dishman and Cunningham to limat the distribution of a drug.

Ex. 1027 7 104. Based upon the record presented, we conclude that
Ex. 1027 9 104. Based upon the record presented, we conclude that

Cunningham 15 directed to the same general endeavor as Powell and

Dishman, controlling the distribution of pharmaceutical products.

Cunningham is directed to the same general endeavor as Powell and

Dishman, controlling the distribution of pharmaceutical products.

17

e
Source: Paper 21 (-01102), Institution Decision, at 17; Paper 22 (-01103), Institution Decision, at 17-18. CFAD DX - 182
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Patent Owner contends that the Clozaril system of Dishman, as a
whole, was a failure, and teaches away from the use of such a system.
Prelim. Resp. 12-13, 29. Patent Owner relies upon an article by Dr.
Honigfeld, which describes the effects of the National Clozapme Registry
System on the mcidence of deaths related to agranulocytosis. Id. (citing Ex.
2014). We note, however, that Homigfeld states that the actual number of
cases of agranulocytosis and related deaths was lower than expected for the

national registry maintained by the U.S. manufacturer of clozapine.

Ex. 2014, 52 (concluding the national registry “brought about lower than
expected rates of agranulocytosis and associated deaths™). We hold that Patent Owner has failed to identify sufficient and credible evidence that the
Patent Owner has failed to identify sufficient and credible evidence that the

expected rates of agranulocytosis and associated deaths™). We hold that

specific computerized system described by Dishman, which was approved

specific computerized system described by Dishman, which was approved
by the U S. manufacturer of clozapine, was considered by one of ordinary by the U.S_ manufacturer of clozapine, was considered by one of ordinary

skill in the art to be a failure. e - .
skill in the art to be a failure.

According to Patent Owner. Powell fails to disclose assigning patients

to risk groups and entering the risk group assignment into a computer
database. Prelim. Resp. 32-33. We disagree. The challenged claims are
written in a Jepson format, where the adnutted prior art recites filling
prescriptions only after consulting a computer readable storage medium.
Powell identifies different risk groups. including patients that should be
excluded such as women who wish to become pregnant and women of
childbearing potential who have not practiced a reliable form of
contraception for 1 year. Ex. 1006, 901. Hence, we find that Powell
discloses that the set of conditions for thalidomide treatment differs based on
the risk group assigned. Dr. Fudin testifies that, at the time of the invention,
records would be kept relating to risk groups and that electronic records,

18

e
Source: Paper 21 (-01102), Institution Decision, at 18; Paper 22 (-01103), Institution Decision, at 18. CFAD DX - 183
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achieve a predictable result (avoid giving patients drugs that have an
unacceptable risk of side effects).

Patent Owner contends that one skilled in the art would not have
combined Mitchell and Dishman as they are not directed towards the same
endeavor. Prelim. Resp. 29. According to Patent Owner, the commercial
pharmacy distribution of a teratogenic drug 1s far more complex, and

required different management. than Dishman’s distribution to a small group

of individuals at the Department of Veterans Affairs. Jd. We disagree. Dr.
Fudin testifies that Mitchell seeks to avoid treating pregnant patients with
1sotretinoin, due to the adverse side effect of teratogenicity, and that
Dishman describes a computerized program for tightly controlling the
dispensing of an antipsychotic drug, known to cause agranulocytosis.

Ex. 1027 Y 61, 63, 66, 99. Dr. Fudin concludes that one skilled in the art
would have been guided to use the computer system of Dishman with the
written records of Mitchell, as both references seek to provide a means to
limit distribution of drugs associated with adverse effects to certain risk
groups. Id 79 99-100. We credit Dr. Fudin’s testimony, as it 15 consistent
with the teachings of the prior art. and hold that Mitchell and Dishman are
directed towards similar endeavors, controlling the distribution of a drug

having known adverse side effects.

Patent Owner argues that Cunningham 1s directed to a different
endeavor than Mitchell and Dishman. and that one skilled n the art would
not have looked to the teachings of Cunningham for a method of restricting
distribution of pharmaceutical drugs. Prelim. Resp. 30. We disagree.
Cunningham describes a system where a pharmacy cannot dispense a

pharmaceutical product until authenticity is established and a central

17

of individuals at the Department of Veterans Affairs. [d. We disagree. Dr.
Fudin testifies that Mitchell seeks to avoid treating pregnant patients with
isotretinoin, due to the adverse side effect of teratogenicity, and that
Dishman describes a computerized program for tightly controlling the
dispensing of an antipsychotic drug, known to cause agranulocytosis.

Ex. 1027994 61, 63, 66, 99. Dr. Fudin concludes that one skilled in the art
would have been guided to use the computer system of Dishman with the
written records of Mitchell, as both references seek to provide a means to
limit distribution of drugs associated with adverse effects to certain risk
groups. Id. 4§ 99-100. We credit Dr. Fudin’s testimony, as it is consistent
with the teachings of the prior art, and hold that Mitchell and Dishman are
directed towards similar endeavors, controlling the distribution of a drug

having known adverse side effects.

Source: Paper 22 (-01103), Institution Decision, at 17. CFAD DX - 184
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2060 919), was launched with Thalomid® in July 1998. Ex. 1025 at 0002-3; Ex.

2061 at 70:20-71:1. Enhanced S.T.E.P.S.®, which was not launched until
September of 2001, is claimed in the *720 patent. Ex. 2008; Ex. 2009; Ex. 2061 at
377:19-378:1; Ex. 2059 922; Ex. 2060 921. CFAD’s description of the "720
patent’s conception is therefore incorrect.

Dr. Fudin could not think of any reason why, other than the *720 patent
itself, a change was needed from S.T.E.P.S.® to Enhanced S.T.E.P.S.® Ex. 2061 at
71:21-72:5. That is because there was no problem to be solved. Dr. Fudin's lack
of support for any motivation to arrive at the claimed methods, especially those

directed to teratogens and, in particular, thalidomide, is consistent with the prior

art. Tndeed, S.T.E.P.S.% was 100% successful in preventing the predicted second thalidomide tragedy. Thus, nothing in the prior art that would have motivated a

thalidomide tragedy. Thus, nothing in the prior art that would have motivated a POSA to arrive at the 720 pate nt's inventions. Ex. 2050 :"2 1-22: Ex. 2060 120_-)1
POSA to arrive at the "720 patent’s inventions. Ex. 2059 §21-22; Ex. 2060 J20-21

oy e . 7y - I
Instead, the inventors of the *720 patent—both Celgene employees— Instead, the inventors of the "720 patent both Celgene employee:y—

conceived of the claimed improved methods using their confidential, nonpublic conceived of the claimed improved methods using their confidential, nonpublic

knowledge regarding Celgene’s experience with S.T.E.P.S.%, including

knowledge regarding Celgene’s experience with S.T.E.P.5.%, including

confidential feedback from Celgene’s vendors pertaining to how S.T.E.P.S.” had
functioned behind the scenes. See generally, e.g., Ex. 2007 (discussing Celgene’s confidential feedback from Celgene’s vendors pertaining to how S.T.E.P.S.” had

proposal for Enhanced §.T.E.P.5.%). While S.T.E.P.5.® was 100% successful in

functioned behind the scenes. See generally, e.g., Ex. 2007 (discussing Celgene’s

preventing fetal exposure to thalidomide, the inventors saw room for significant

proposal for Enhanced S.T.E.P.S.*). While 5.T.E.P.5." was 100% successful in

Source: Paper 40 (-01096), Patent Owner Response, at 6. CFAD DX - 185
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require that patients, prescribers, and
pharmacists be re-educated if they do not
demonstrate an understanding of their re-
sponsibilities in the S T.E.PS.™ program.
The committee also reserves the right, in
cases of serious or repeated noncompli-
ance, to revoke a prescriber’s, pharma-
cist’s, or patient’s registration. Without
registration, the individual cannot pre-
scribe, distribute, or receive thalidomide.
As necessary, the committee may recom-
mend changes in the ST.EPS.™ program
to the FDA. These recommendations may
be part of or in addition to the guarterly
monitoring reports submitted to the
agency as part of the normal drug-licens-
ing process. Any possible fetal exposure
is reported to the FDA as a serious ad-
VErse event.

Despite all the checks and balances in
the S.T.E.P.S.™ program, the system will
work only if it makes intuitive sense to
its participants and they adhere to pro-
gram requirements. Before finalizing the
design of the program, Celgene con-
ducted market research in groups of
physicians who were likely to prescribe
thalidomide, patients who were likely to
use the drug, and pharmacists. Discus-
sion groups were conducted in several
regions of the United States. When given
a description of thalidomide’s properties
without being told the name of the drug,
every group stated that the drug being
described was similar to thalidomide.
When asked to take 10 minutes to dis-
cuss and design a system for safe distri-
bution of the drug to those who would
benefit from it, every group outlined a
plan similar to the S.T.E.P.S." program.
Finally, after being presented the rudi-
ments of the $ TEPS.™ program, every
group agreed that the program was ac-
ceptable as presented.

On the basis of this experience and
comments received subsequently from
various patient advocacy groups, public
health officials, and professional groups,
we believe that the STEPS™ program
makes sense and thus participants will ac-
cept and follow it. Every person who
comes in contact with a lawfully pre-
scribed formulation of thalidomide will
understand the drug’s risks and should be-
have in a manner that will ensure preven-
tion of fetal exposure.

CONCLUSIONS

Thalidomide carries a unique risk along
with its important benefits, and a unique
approach to managing this risk is neces-
sary. Successful programs previously de-
veloped for isotretinoin and clozapine pro-
vided guides. However, the S.T.EP.S.™
program has a greater scope, combining
intensive, continuing patient and profes-
sional education with restricted distribu-
tion and pregnancy testing. It also pro-
vides mechanisms for close, constant

pliance or other problems. Celgene is
committed to making the S.T.EPS.™ pro-
gram succeed and will make any modifi-
cations to the program that are necessary
to ensure its effectiveness.

Future cases are certain to arise in
which a drug offers compelling clinical
benefits, but unrestricted distribution
poses profound risks to patients or soci-
ety. It is hoped that the ST.EPS.™ pro-
gram will provide a model for resolving
this recurring dilemma.

Address correspondence to: Jerome B.

Zeldis, MD, PhD, Celgene Corporation, 7
Powder Hom Drive, Warren, NI 07059.
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pliance or other problems. Celgene is
committed to making the S.TE.PS."™ pro-
gram succeed and will make any modifi-
cations to the program that are necessary
to ensure its effectiveness.

Source: Ex. 1012 (-01096) at 329.
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FDA Meeting

1ls 2 physician office. The objectives of the registry are
1 freguently than ever 3 months and at any visit to the
— 3 twofold and I think, very importantly, to track compliance

2 physician office. The objectives of the registry are

3 twofold and I think, very importantly, to track compliance 4 with the program because it provides us with a continuous
4 with the program because it provides us with a continuous 5 feadback lDl:I'p in understanding how effective the wvarious
5 feedback loop in understanding how effective the various . .

] . [ elements of the programming are working, what level of

& elepments of the programming are working, what level of

7 compliance we are getting, whether there are pockets or 7 compliance we are getting, whether there are pockets or
8 || imdividuals who may ba complying less well than all of us 8 individuals whe may be complying less well than all of us
9 would expect, and provides us the opportunity to go back i X

_ ) 9 would expect, and provides us the opportunity to go back

10 and take corrective action.

11 It also, of course, would provide as an 10 and take corrective action.

12 objective the ability to identify and track any reported
13 fetal exposures.

14 In summary, We believe that we have created a

15 unigue program, a program that can provide a very high

16 level of confidence that we are tracking all of the patient

17 exposures to this drug, that we have provided every

18 patient, prior te receiving the drug, with an opportunity

19 for good education and informed consent, that the drug is
20 being prescribed and dispensed by clinicians and
21 pharmacists who understand what they are taking on in
22 prescribing and dispensing this drug, and will in fact
23 provide an opportunity to make this drug available to those
24 patients who need it, while at the same time providing a
25 high level of protection of the public health.

ASSOCIATED REPORTERS OF WASHINGTON
(202} 543-4809
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Dr. DIPIro’s Admission

20 Is it your testimony that these

21 programs are then relevant to thalidomide?

22 MS. SHIH: Objection.

23 A. I believe that my prior discussion
24 about that -- and we noted in some of the

25 literature where isotretinoin and Clozapine

1 systems were discussed by Celgene employees,

that the results from these systems could
3 guide an individual in either direction, as a
4 way to do it or as a way not to do it. So in

3 that sense they are relevant.
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Petitioner’s Reply

PROTECTIVE ORDER MATERIAL

time 5. T.E.P.S. was launched 1s of no consequence — Celgene does not dispute that
the program had been designed by the time of the FDA meeting, since much of the
presentation at the meeting related to the details of the program. See generally id.

Celgene and its experts claim that “Celgene conceived of Enhanced

S.T.EP.S. based on confidential, nonpublic information ” (POR at 5.) But the POR
does not specify what this purported confidential information was, except to call it
“confidential feedback from Celgene’s vendors.” (See POR at 5-7.) Nor were
Celgene’s experts able to testify as to any confidential information that would have
‘prompted a POSA to explore improvements to S T.E.P.S. in a manner distinct from
the actions such a POSA would take without the alleged confidential information.
[While Celgene’s experts claim that Exhibit 2007 contains the confidential
information that supposedly motivated the mventors. they are unable to (1) identify
'what that nformation is. (2) explain how any of 1t would not be known to
participants of the S TE P.S. program, or (3) explain how it related to the methods

of the "720 patent. For instance, Dr. Frau testified that the confidential information

in Exhibit 2007 would be in the “attachments,” but she admitted that she had only
reviewed Attachment 7. and was unable to point to any specific confidential
information in that attachment:

Q.  And what in these documents informed the inventors focused

on implementing changes based on confidential information?

12

S.T.E.P.S. based on confidential. nonpublic information.” (POR at 5.) But the POR
does not specify what this purported confidential information was, except to call it
“confidential feedback from Celgene’s vendors.” (See POR at 5—7.) Nor were
Celgene’s experts able to testify as to any confidential information that would have
prompted a POSA to explore improvements to S.T.E.P.S. in a manner distinct from
the actions such a POSA would take without the alleged confidential information.
While Celgene’s experts claim that Exhibit 2007 contains the confidential
information that supposedly motivated the inventors. they are unable to (1) identify
what that information is. (2) explain how any of it would not be known to
participants of the S.T.E.P.S. program. or (3) explain how it related to the methods

of the "720 patent. For instance. Dr. Frau testitied that the confidential information

Source: Paper 52 (-01096), Petitioner’s Reply, at 14-15; Paper 24 (-01102), Petitioner's Reply, at 12; Paper 55 (-01103), Petitioner’s Reply, at 12.
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Dr. Frau’s Admissions

18 Q. So what specific information were you
19 referring to in your paragraph 227
20 A. All the attachments -- all the
24 Q. What is the confidential information to
21 attachments mentioned: The S.T.E.P.S. update
25 which you refer in this paragraph?
22 report immediately follows this cover letter. The
2 n. The information between Celgene and the 23 attachments to the report contain the following
3 FDA. 24 information, and the list of attachments are
e £ - : ; 25 given.
4 Q. And what was that information, in the
2 Q. And what in these documents informed
e context of this paragraph? 3 the inventors focused on implementing changes
[ A. Confidential information that was 4 | based on confidential information?
= obtained by C&lgeﬂﬂ and discussed with the FDA. 5 R, All the information that they had
6 submitted to the agency concerning Attachments 1
g & I And what was that information? What
7 through 6 plus Attachment 7.
Q were the contents of that information? . e
8 Q. Can you point me to specific
10 L. Can I have Exhibit 20077 a information within those documents that they used?
10 A. I don't have those attachments.
11 Q. So you never reviewed those?
12 A, I didn't review the contents of those
13 attachments, neo.




Dr. DIPIro’s Admissions

MOTIVATION TO COMBINE

S0 what does this particular
confidential information have to do with the
methods claimed in the '720 patent?

A. It's not possible for me to sav.
Clearly -- well, I assume they found some
advantage in having historical data now being
loaded into their database and analyzed.

Q. Is that part of what's claimed in
the '720 patent?

k. My understanding of the patent
claims, that that would not lay out the whole

PIOCESSE.

Source: Ex. 1074 (-01096) at 216:22-217:8; 218:18-219:11.

first page. Could you please explain how the
historical data being loaded inte the
database and analyzed relates to the claims
of the '720 patent?

A, I mean in the sense that in my
statement that these are methods relating to

the '720 patent that are based on

confidential information as part of the
development of enhanced STEPS.

Q. Which specific method does that
relate to?

k. I can't be sure about what specific
method. I think it's the claimed methods
overall, the claims overall and how they are
implemented.

Q. So you can't peint to any specific
method or claim element of the '720 patent

that this particular statement relates to?

A, No.

CFAD DX - 191
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Cunningham

5,832,449
1 2

METHOD AND SYSTEM FOR DISPENSING, samples are typically elaborately and expensively packaged
ACKING AND MANAGING und ar: extremely bulky compared W normally puckaged
PHARMACLELUTICAL TRIAL PROIUCTS drug products, Pharmaceutical imann facturers oust ilize
separate produet sample pa ng lines to specially pack-
e doug produet siuples, Distribution of product »
‘e presens inventiou relares generally to the distibution  fequires delivery via separate carriers and
of pharmaceutical product samples and more particnlarly to OWles In addfiton, drug produc somples are ypically
an improved method of dispeusing. iracking, aud managing  ¥Aarehoused separately from normally packaged drug prod-

FIELD OF THE INVENTTION

pharmacentieal product samples by communieatively | usts.
ing preseribers sod pharmecies 1w oa ceniral compuling 'Y Becanse the current climate in the pharmaceutical indus-
station. iry prohibits the unrestrained shilting of costs Lo final

consumers, pharmacentical manufactirers. have taken sev-
cral new approaches lo reducing costs associated with
prameting produel semples, Nevertheless, phurmaceutical
manufacturers are attempting to maintain the marketing
advantages ol using sales Topresentatives 1o distibule prod-

BACKGROUND OF TIHE INVENTION

Tn the pharmacentical incustry, the primary methad for
product promotion of ethical products s the use of outside
sales representatives. Company sales representatives target
specific physicians and detail the features and bencfits of  USt samples.
particular pharmaceutical products, Pharmacentical mami- One costi-reducing approsch that pharmaceutical manu-
facturers have do that the mest effective method of facturers have atrempted is the distabution of sample vouch-

The present invention entails a svstem and method for
managing and tracking the distribution of pharmaceutical
irial or sample products by uiilizing medical prescribers and
pharmacies. Instead of the medical prescriber directly deliv-
cring pharmaceutical tnal products to paticnts, the present
system and method contemplates the prescriber prescribing
a pharmaceutical irial product to a patient and ihe filling of
that prescrption by a participating pharmacy. This method
and program 1s managed through a central computing station
that is communicatively linked to terminals located at par-
ticipating prescriber and pharmacy sites. This sysiem, as will
be discussed m greater detail below, manages, tracks and
records selected transactions involving the participating
prescribers, pharmacies and patient

5,832,

3

utilizing a preseriber terminal 1o comnmunicatively Link the
seleeled produel trisl medis wilh the ocnlesl vompuling
station or host. Once ihe product trial media bas been
activated, the preseriber then transfers the activated procuct
trial wedia 1o patients. The paticats 1hen present the acti- 5
~vated product frial media to participating pharmaies. Priar

w lilling the prescriptive pharmaceutical trial product iden-
tified by the media, the pharmacy engages in a procedure
dusigned 1o validale 1he palienl-presenied pharmaceutival
trial media_"lo validare 1he presentedt procuct trial media, the 17
pharmacy communicativel nks the presented media to the
central compuling stativn via the pharmacy tenniual, After
making, selected verifications, the central compmting station
vilidales 1he presented produet trial med Lt don
results in the pharmacy dispensing the pharmacentical trial 1%
product idemilied by the presented media.

Prior io activation and validation, ihe systemn and method
af the present invention requires that the participating phar-
macies and prescribers establish “aulborization™, that s that
they are in fact antharized participans in the pharmacentical ™
trial product distribution program.

After validation and dispensing, a datibase associated
with the central computing station will have recorded the
activalion and validation transselions and other data related
thereta. Tased on the r led dlata, audit and accomnting
procedures can follow. Particularly, dispensed pharmaceu-
tical trial products can now be réplaced ar the pharmacy
level, via wholesalers, by simply replenishing quantitics of
phanmaceutical produets dispensed by the paricipatiog
pharmacics. Replenishment of the pharmacentical trial prod- >
wel ean be earried oul and mangged in secordance wilh the
recards of the database. Marcover, it is contemplated that
parlicipaling pharmacics will be remuncrated wilh 4 dis-
pansing fee that can he determined hased an the recards af
the database associated with the central compting station

Tt is therefoee an abject of the present inveation to provide
a more effective and efficient process for managiog the
distribution of pharmaccutical trial products.

Another objeet of the prescal invention is to provide a
system and progess [or the distribution ol pharmaceutival
trial products that inherently includes ~checks and balances™
and which in the end is designed lo ensure infegrily and
accountability througheut the entire process,

It is alsa an ohjeet of the present invention tw provide a
system and process Tor distributing pharmacoutical ial
products lhat is more cost elleciive than eooventional
processes, especially processes that require special trial or
sample packaging,

IUis also an object of the present invention lo provide a o

5

43

449
4
deseription and the accompanying drawings, which are
merely illustrative of such invention,
BRIE DESCRIPTION OF T DRAWINGS

IIG. 1 is a schematic illustration of the syst=m of the
present invention Lor mansging the distribution ol pharms-
centical trial products,

FIG. 2A is a front side view of the pharmaceutical trial
prochuet media that forms a part of the present invention.

FIG. 2B is a back side view ol the pharmacculical tral
tmedia,

FIG. 3A s u [romt side view of the authorization media
that forws a part of the preseut invention,

F1G. 3R is 2 hack side view of the authorization media

LIGE, 4441 depicts a Jow chart that shows the basic
steps entadled in distributing, racking and man; phar-
maveutical triul produst distributed in accordance with the
present invention.

LIG, 5 is a flow chart that depicts the basic steps entailed
in terminal initialization, whether it be at the preseriber or
pharmucy leve

VIGS, 6A-61) depiets a flow ehart that shows the basic
steps invelved in the prescribers activating pharmaccutical
trial mudia,

VIGS. TA-7L depicts a fiow chart that shews the basic
steps invalved in validating setivated product trial media
and dispensing pharmaceutival sl products in Tesponse Lo
the validation of produet trial media

DETATLED DESCRIPTION OF THE
INVENTION

With [uriber relerence bo ihe drawings and partivularly e
FIG. 1, the system utilized for carrying o the present
invention is shown therein and indicaled generally by the
numeral W System 1 includes a central computing station
12 that has sssocialed therewith a dalubase Tor sloring dala
and information communicated to the central computing,
station 12 during various sleps or phases of the pharmacou-
ticul trinl produet distribution process. As will be appreci-
ated from subscquent portions of this diselosure, the prese
invention contemplates the lilizalion ol parlicipaling me
cal doctoes or preseribers and pharmacies to cffectuate the
disiribution ol pharmaceutical Lal pwdlm In order Lo
commuuicate with the central computing, station 12, each
participating prescriber and pharmacy is provided with a
terminal communivatively Lnked with ihe cenieal compuling
station 12, Therelote, it is appreciated that lhe sysiem 10 of
the present invention will include prescriber lerminals 14

T
produet sumples place an increasingly grealer burden on the
pharmaceutical mamfacrers. Pharmaceutical manufacrur-
wrs are therelore atempting © reduce vxpenses and maintain
acceplable profis while incorporating the PDMA’s new
requitements into established promotional practices,

Although product samples are an exteemely elfective
premotional loel, the manolacturing of drug product
samples in addition to normally packaged drug products has
proven 1o be invreasingly cosily, Pharmaceutical product

EE

presvribers, pharmacies snd patients,

To idenlily various pharmaceuticsl risl products, the
system utilizes a medium, such as a magnetic card, which is
cteaded wilh specilic inlormation thal particularly identilics
a eormain pharmacenrical trial pracuct Iineoded media is
then distribwied 1o participating medical doctors ot preserib-
ers, Oove the enceded produel teial medis is received by the
preseribers, the preseribers then activate the seleeted product
irial medis, Activation is accomplished, in purt at least, by

CTAD VI 1009-0016

Another

object of the present invention is to provide a
system and process for the distribution of pharmaceutical

trial products that inherently includes *checks and balances™

and which in the end 1

countability throughout the entire

designed to ensure mtegrity and

PrOCEsS.

Other objects and advantages of the present invention will
become appstrent and ubvious from a study ol the following

pharmaccutical praduct trial media that in FI63. 1 is indicated
by the numersl 18, As will be apprecisted from subscquent

CFAD VI 1009-0017

Source: Ex. 1009 (-01096) 2:44-59, 3:39-43. CFAD DX - 192
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Dr. DIPIro’s Admissions

3 Q. Looking further down column 10

il

around line 28, in Cunningham it says, "Prior

in

to actually filling the pharmaceutical trial
g prescription, the participating pharmacy,
like the prescriber, must establish
authorization."

= Do you see that?

10 A. T de:

11 Q. And the next paragraph in the same
12 column says, "However, before the pharmacy

13 can fill the prescriptive trial product of

14 any presented product trial media, the

1= product trial media must be subjected to a

16 wyalidation procedure."

17 Do you see that?

18 A. I do.

Source: Ex. 1074 (-01096) 268:3-18. CFAD DX - 193
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Dr. Frau’s Admissions

8 5 Going to now Column 3, which is on page
9 17, loocking down at line 39, here Cunningham
10 states, Another object of the present invention is
131 to provide a system and process for the
12 distribution of pharmaceutical trial products that
13 inherently includes checks and balances and which
14 in the end is designed to ensure integrity and
15 accountability throughout the entire process.
16 Do you see that?
17 A. That's what it says in that paragraph.
18 Q. And that's what Cunningham is
19 describing as one of the objects of the present
20 invention; correct?
21 A That is what is stated on the page.

Source: Ex. 1075 (-01096) at 320:8-21. CFAD DX - 194
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Bwire Publication

therdore, important o define and identify who is an FCBD
and wha & 2 femake not of chiklbearing potential in order
ta tailar messaging arowund the thalidomide and lenalidomide
teramgenic risk In addition, information on what constinutes
adequate contraception must be provided for each category of
reproductive potential in accondance to what & avalible in 2
country. As part of the PIT of the thalidomide and lenalido

mide risk management, FCBP must underge monthly preg:

nancy testing and the drug only dispensed if the pregnancy
test is negative A Blue positive pragnancy test resck in the
pragram, where the majority of female patients receiving tha

lidomide or lenalidomide are alder and have hematological
malignandes, i not uncommon. A study in aging women
examining factors affecting [i O testing performance stand

ards showed that serum i hCG inaesses with age in non

pregnant women (1], There has been ar least ane case repont
af elevated B hOG in 2 nongravid, premenopausal patient
with MM, where immunochemicd investigations demon

stated  that mydoma elb apesed immunoreactive
[ ROG, which may explin the positive pregnancy test resules
in a nangravid woman 121, In a US study of the talidomide
S.TEP.5 program, positve pregnancy tests were registered in
72 out of the— G000 FCBDs, with 69 (25.8%) of thess tests
found to be false positives 141,

23 Controlled distribution
A component of the PPT involves the description of the pro
cess of drug distnbution from the point of iption T

Bwire, Freeman & Houn

objective. Through Celgene’s pharmacovigilinee activities
and 2 progmm requirement for healtheare profesionals
and patients to report all suspected and confirmed pregnan
cies in female patients or female partners of male patients,
the company is shle to directly 2mess the effectivenss: of
the pregnancy prevention progmm. In some of the pro
grams, forexample, RevAstist and £ TE 25 in the US, per
adic surveys of patients and prescribers are performed a5 an
integral part of the program. Through these surveys, infor
mation on patient and prescriber unders tanding of the pro
gam can be asessed. An analysis of the results of the
lenalidomide surveys from December 2005 to December
2046 showed that > 95% of FCBP and males on the drug
demonstrated understanding of the teratogenic risks poten
tially associzted with kenalidemide and the behaviors neces
smry to minimize the risk (9. Where the survey remles
suggest poor understanding of the program goals, there &
active follow up with the patient and prescriber. Follow-up
in most of these cases revealed an error in response rather
than lack of understanding around the teratogenic risk of
lenalidomide and messures necessary to mitigate thar risk.
Ad.dmnm] surveys to measure progmm eﬁecnwm and

FCBI: constinste about 3 - 5
Ldomide or lenalidomide. By A]-rﬂ 2000, shout 3,0
patients workiwide had been expased to the Cdgene thalida
mide, with four confirmed feral xpomsres in female patients.

final dispense of the product to the ]'.\mem Thalidemide
and lmdidomide are availible with 2 prescription from a2
healthcare profesional, and in most cases this & an oncole
gist/hematologist with an undertanding of the pregnancy
[PrEVENTin program.

The drugs are made available through a restricted distribu
tign pragram, which range from vaniows degrees of restrictian
of drzg use leg. to hamaokgstloncologists with demon
strated evidence of having trained on the pregnancy preven
tion program) and fulfillment of imponant inbuilk steps
that asoere s e, sudlasaneg;mpnegm.nq-mm

ing in orngemu] ma]fnnn;nan asa md(wFa]wmremCd
gene thalidomide. By June 2010, there were = 140,000
patients worklwide who had been exposed © lenalidomide.
Dwuring this periad, there were two confirmed #tal o posures
0 lenalidomide in pregnant female patients within the post
markating serting, Similurly, there has not been a report of
in utera exposure resulting in congenital malformation s 2
result of exposure to lenalidomide,

3. Operating the pregnancy prevention
program: lessons learned

FCHP, before the drug is dispensed. The locally impl
country-specific mntrolled distribution program is arived at
after consultations with the rdevant stabeholders, for cxam
ple, regulztors, healtheare profesionals and thalidomide vic
tims’ groups whers these exist, In addition, Cdgene has over
the years come to recognize the positive impact of the Named
Patient Program, operating prior to post-marketing Lunch
where this iz possible within the narional regulidons, as 2
means of working with stabeholders to rest the practicability
aof implementing the post-marketing RMI.

2.4 Evaluation of the pregnancy prevention program
effectiveness

Once risk management plans/ programs are in place, it is
imperative, through a proces of continuous evahation, to
mezsure whether the program is achieving i primary

Celgene operates pregnancy prevention progams acrass mul
tiple countries and regions with diverse regulatory emviron
ment, rnging from well-developed regulation or national
guidelines (eg., in North America and the EU nasi) w2
complete absenee of national pharmacutical regulation on
risk management programs that go beyond routine pharma.
covigilance 25 2 means of ensuring 2 product’s benefits out
weigh its ks, Cdgene mandates all its territories to adopt 2
PPT for lenalidomide and thalidomide even if there iz no lacal
regul atary expecation, and a5 2 matter of policy discusses the
propased FIT with nadonal regulstory agendes. Currenty,
thalidomide and lenalidomide PPTs are under development
or have been implemented in > 50 @untries, and they ke
inm account the stdblshal locl malical practicss and
regusl ztions and even cultural considerations.

Expart Ol Dvug Saf (2011) 16(1) 5

FCBPs constitute about 3 - 5% of the population on tha-
lidomide or lenalidomide. By April 2010, about 300,000
padents worldwide had been exposed to the Celgene thalido-
mide, with four confirmed fetal exposures in female patients.




