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MEMORANDUM
Drug Utilization Review Board Mambers

Ron Graham, D.Ph.

SUBJECT; Packet Contents for Board Meeting — October 12, 2004

DATE:

NOTE:

October 6, 2004

THE DUR BOARD WILL MEET AT 6:00 P.M.

Enclosed are the following items related to the October meeting. Material is arranged in order of the Agenda.

Call to Order

FPublic Comment Forum

Action Item — Approval of DUR Board Meeting Minutes — See Appendix A.

Lipdate on DUR/MCAU Program - See Appendix B,

Epccrates Rx® Drug Reference Guide Demaonstration - See Appendix C.

Review and Discuss Anti-Dementia Drug Utilization - See Appendix D.

Review and Discuss Guidelines for Treating Nausea and Vomiting in Pregnancy (NVP) - See Appendix E.
Review and Discuss Narcotic Analgesic Drug Utilization — See Appendix F,

Review and Discuss Rheumatoid Arthritis Drug (DMARDs) Utilization — See Appendix G.
FDA and DEA Updates — See Appendix H.

Future Business

Adjournment



Drug Utilization Review Board
(DUR Board)
Meeting — October 12, 2004 @ 6:00p.m.

COklahoma Health Care Authority
4545 N. Lincoln Suite 124
Oklahoma City, Oklahoma 73105
Oklahoma Health Care Authority Board Room

AGENDA
Discussion and Action On the following ltems:

ltems to be presented by Dr. Whitsett, Chairman:
1. Call To Order
A, Roll Call — Dr. Graham

ltems to be presented by Dr. Whitsett, Chairman:
2. Public Comment Forum
A, Acknowledgment of Speakers and Agenda ltem

ltems to be presented by Dr. Whitsett, Chairman:

3. Action ltem - Approval of DUR Board Meeting Minutes — See Appendix A.
A. September 14, 2004 DUR Minutes - Vote
B. Memorandum of September 28, 2004

ltems to be presented by Dr. Flannigan, Dr. Whitsett, Chairman:
4, Update on DUR/MCAU Program - See Appendix B.
A. Therapy Management Quarterly Update
B. Retrospective DUR Report for July 2004
C. Medication Coverage Activity Audit for September 2004
D. Help Desk Activity Audit for September 2004

5. Epocrates Rx® Drug Reference Guide Demonstration - See Appendix C.
A. Overview
B. Demonstration

Items io be presented by Dr. Gorman, Dr. Whitsett, Chairman:

6. Review and Discuss Anti-Dementia Drug Utilization — See Appendix D.
A Utilization Review
B, COP Recommendations

ltems to be presentad by Dr. Flannigan, Dr. Whitsett, Chairman:

7. Review and Discuss Guidelines for Treating Nausea and Vomiting in
Pregnancy (NVP) — See Appendix E.
A. Overview of Treatment Options
B. Review of Guidelines for Anti-emetics Use




ltems to be presented by Dr. Mcllvain, Dr. Whitsett, Chairman:

8. Review and Discuss Narcotic Analgesic Drug Utilization — See Appendix F.
A, Utilization Review
B. COP Recommendations

ltems to be presented by Dr. Patel, Dr. Whitsett, Chairman:

9. Review and Discuss Rheumatoid Arthritis Drug (DMARDs) Utilization — See
Appendix G.
A. Utilization Review
B. COP Recommendations

10. FDA and DEA Updates — See Appendix H.

11. Future Business

FPEPA Annual Reviews
Neurontin™ Follow-Up Review
MS Copolymers Review
Supplemental Rebate Update
SMAC Update

Bladder Control Medications
New Product Reviews

@IMOO®m>

12, Adjournment
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BOARD MEMBERS:

Rick G. Crenshaw, D03,
Dorothy Gourley, D.Ph,

Cathy Hollen, [ Ph.

Dan MeMeill, Ph.D. PA-C
Clift Meece, [1.Ph,

Dick Robinson, D.Ph., Viee-Chair
Tames M, Swaim, D Ph.
Thomas Whitsett, MDD, Chair
{VACANT)

(VACANT)

OKLAHOMA HEALTH CARE AUTHORITY
DRUG UTILIZATION REVIEW BOARD MEETING
MINUTES of MEETING of SEPTEMBER 14, 2004

COLLEGE of PHARMACY STAFF;

Leslie Browning, D Ph/Clinical Pharmacist

Metha Chonlahan, Pharm. D/ Clinical Pharmacist
Karen Egesdal, D Ph/Chnical Pharmacist/OHCA Liaison
Kelly Flannigan, Pharm. D _./Clinical Pharmacist
Shellie Gorman, Pharm. D/ Clinical Pharmacist
Ronald Graham, [ Ph., Manager, Operations/ DUR
Chris Kim Le. Pharm.D_; Clinical Pharmacist

Ann Mellvain, Pharm. D Clinical Pharmacist
Carol Moore, Pharm. D, Clinical Pharmacist
MNeera) Patel, Pharm.[3,; Clinical Pharmacist
Visiting Pharmacy Student: David Yanchick

OKLAHOMA HEALTH CARE AUTHORITY STAFF:
Kristall Bright; Pharmacy Financial Analyst
Alex Easton, M B A Pharmacy Operations Manager

Mike Fogarty, CE.O

Lynn Mitchell, M.D., M.P H, Medical Director
Mancy Nesser, D.P'h., J.D.; Pharmacy Director

Howard Pallotta, 1.0, Legal
Lynn Rambo-lones, 1.0, Legal

Redney Ramsey; Pharmacy Claims Specialist

OTHERS PRESENT:

Tuanita Green, Sepracor Inc.
Greg Novirre, Sepracor Inc.
JoAnne Hargrave, Scherning-Plough
Aliza Tomlinson, lanssen

Pat Evans, Bristol-Myers Squibhb
Iene Hynek, Organon

Rhonda Clark, Purdue

Jelf West, Chiran

Wayne Maass, Organon

Mlark Mikkel, Roche

labm Rolls, OMP

Bill Corley, Bayer

Ren Schnare, Abbott

Barbara Boner, Novartis

Bryan Charlton, Sepracor [ne.
Teff Koester, Sepracor Inc.,
Tirm Myers, Schering-Plough
Feff Newton, Janssen

Karen Hanna, Johnson & Johnsan
Tay Amold, Roche

Teff Konappen, Alleroan
Colby Schwartz, Sepracor Ine
Lee Blevins, Chrganon

Garold Richardson. Roche
T Maller, TAP

Tracy Copeland, Fores
Angela Menchaca, Ampen
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Mike Wilt, State of Qkla,

Jonathan Klock, GlaxoSmithKline
Matt Johnson, Takeda NA

Jeft Tallent, NAMI

[raci Miller, Sepracor [ne

Carter McBride, Bristol-Myers Squibb
Richard Ponder, Johnson & Johnson
Mike Avery, Sepracor Inc

Michelle Gaulding, Ortho-MoNeil
David Barton, Organon

Ciree Hoke, Wyeth

Charlens Kaiser, Wyeth

Brian Leugs, PhEMA

Christi Davis O Brien, Astra Zeneca
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PRESENT FOR PUBLIC COMMENT:

Jeff Koester, Sepracor Inc. Item No. &

Greg Novarro, Sepracor Inc. Item No. 6

Michael Wright, Roche Item MNos, 5 and 7 (time waived by Mr, Wright)
Deb Lsrael, Roche Item No. 5

Jim Turley, Roche Item Mo, 7

Wayne Barber, consumer [tem MNa, 5

AGENDA ITEM NO. 1: CALL TO ORDER

Lz Rodl Call
Dr. Whitsert called the meeting o order,  Roll call by Dr. Graham established the presence of a quorsm.
ACTION: MONE REQUIRED,

AGENDA ITEM NO. 2: PUBLIC COMMENT FORUM
2A: Acknowledgement of Speakers and Agenda [tem

Dy, Whitsert acknowledged Public Comment speakers as noted above,
ACTION: NONE REQUIRELD,

AGENDA ITEM NO. 3: APPROVAL OF DUR BOARD MINUTES
JA: July 13, 2004 DUR Minutes

Dir, MeMeill moved to approve minutes as submitted; motion seconded by Dr. Meece,
ACTION: MOTION CARRIED, with two abstentions (Hollen, Whitsctt).

AGENDA ITEM NO. 4: UPDATE ON DURDMCAU PROGRAM

4A: Therapy Management Quarterly Update

From January through June 2004, 628 waiver client profiles have been reviewed. Approval/denial/incomplete torals
were noted in report submitted to the Board.  Materials included in agenda packet: presented by Dr. Flannigan, Dr,
Whitsett asked “How well do people out in the field koow that this service is available?” Dr. McNeill asked for
estimate of how many waiver clients there are?

48: Retrospective DUR Report: May/June 2004

Marcotics/Females 30-40 years was selected for retrospective review for May 2004, Pharmacy and physician
response was 70% and 61% respectively, NarcoticsMales 30-40 years was selected for relrospective teview for
June 2004, Pharmacy and physician response was 71% and 37% respectively, Materials included i agenda packet;
presented by Dr. Flannigan,

4C: Medication Coverage Activity Report: July/August 2004

The July 2004 activity audit noted total number of petitions submitted was 13,813 including super-PA's and special
circumstance PA's, The August 2004 activity audit noted total number of petitions submitted was 16,132 including
super-PA's and special circumstance PA's. Approval/denial/duplicate percentages were indicated on the reports
included in the agenda packet for this meeting. Monthly reports included in agenda packet; presented by Dr,
Browning.

40 Help Desk Activity Report: July/Auguast 2004

Total calls tor JTuly 2004 numbered 16,662 (87,7% pharmacics, 7.4% clients, 1.5% physicians, 3.1% other), Total
calls for August 2004 numbered 17,563 (86.9% pharmacics, 7.6% clients, | 5% physicians, 3.6% other). Monthly
reports included in agenda packer; presented by Dr. Browning.

ACTEHON: NONE RECGLITRED,
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AGENDA ITEM NO. 5: DISCUSS & VOTE ON PRIOR AUTHORIZATION OF FUZEONT®

For Public Comment, Deb Israel: {'m Ded Iseael D'moa Pharm D and laison with Boche and personally thank
vou for the opportunity to get up and address the committee. And also 1'd like to commend the committee for putting
together some evidence based criteria for Fuzeon™, [ would like to address the passibility of a few changes based
an some tewer date that vow might not have had access to. The first ane is the CO4 cell count of less than 200 as
need for a prior anthorization. As von might be aware, our pivotal data which was from owr TORO trial had no
O cell cutoff. The actual range in that trial was guite wide, [t was about zero to 90, And what we have found out
from our latest data that was presented at the World AIDS Conference in Bangkok way that there are consequences
for delaving therapy with Fuzeon™ dAnd so theve's a concern about allowing the CD4 cell count to drop too low
hefire vou start the drug. And what the data did show was that for patients who, who did delay receiving Fuzeon™
those wher recefved Fuzeon™ remained on it, and then those who fust got optimized background, failed their
aptimized backgronnd and then recefved Fuzeon™ Though they had response o Fuzeon™ {t was not as robust
either vicologically or immunologically than if they had received Fuzeon™ earlier, S0 as we evolved the data, there
does apprear to be ot feast an ssue if we delay therapy, And so the concern would be is that i you allow the CD4 cell
caunt te get fo 26 and rot Start therapy eavlier, that vou might not get as pood a response as vonr might atherwise.
Sa based on sort of tepical information that's o there from consensus recommendiations, we would recommend
mavhe going toa CO4 cell count of 330, That does tend to be o trigger for changing treatment in these patients. And
so that woudd be one recommendation we wonld offer as consideration,

Dr. Whitsett: Ler me interrupt heve. And is thar data published?

Deb Israel:  Fes [ ve data that ean send vou . ves . from the World AIDS Conference. So as { satd [ will
cctially make all this date available to the committee. The next thing would be the need for two active agents, [
ik those of ws whe trear HIV, have involvement with HIV, wnderstand the challenges interpreting resistance
festing, T ihink (v can be a very grav area. And some of owr carly data did show that the bigeest step in activity was
gathg from po active agents fo one getive agent. And actually based on the consensus recommendations that came
ont from ATENS in Janwary, i aoteally said that the availabiline of ondy having a single active agent should not be a
conrtraindication to starting Fuzeon™. So thongh we would prefer that patients have at least two active dmgs before
starting Fuzeon™ it is clear that even with one active agent, when vor add Fuzean™ on von can get o response, So
the recommendation would be o actially have the ability te have at least one active agent on the checkbox for that
issne. And the final thing Ud ke the commiiee (o consider and though §didn 't see it on the statement, this was the
disne about concern over reevaluation at six months. And I don’t know how the committee is poing fo actually do
that, but [ did see or note that it was really based on at least « one fog drop having virological improvement. And
dgain, from a clinician's point of view, the other parts that take (nto acconnt the CD4 cell count, and that vou might
have an immunologic respanse and mayvbe not o good virological response, bt even (f vou can maintain CO4 cel!
cownts, or even improve CIM cell counts, even wlone as o factor, the clinciar may be inclined to wane fo keep the
poatient an the drig because they've stable fmmunologically. And if vou can avoid all the consequences of
immunoiogical faifure, then vou've helping the patient, Soowhay | weould ask the committee 1o do, is o evaluate when
the six months (s up and theve s an evaluation of that therapy. to ned fust wse bological endpoints | to alse look at
fmmunologival endpoints as a separate entity, And fust o finish up auain, [ appreciate the apportupine (o talk
and as I seid, | oan certainly provide all the references needed to folfow up on this data. And if there are any
guestions ., 7

Dr. Whitsett: What percent of patients do you think would af some point would be o candidate for this medication?
Deb lsrael:  WWell vou fnow that what we have found ow, as patients aove thraugh the treatment paradigm with
HIV, the bigwest bang for the buck s that first line therapy. So the average length is about 18 to 24 momths. And
each subsequent, and then throughout that patients fail therapy at some point in time, so then they go to their second
fine, which is shorter, and then third line therapy which is even shorter. So the eventuality is that, that patients will
at some paint probably need Fuzeon™ Now with it avadlalble, it allows finawdible) (o be stratesic about where they
uxe it o what we're seeing now with anr data Is instead of that fadluee at thivd line being shorter, we 're prolonging
that time where putients don’t fiil that therapy with Fuzeon™ So to answer your guestion, many patients
eventuallly need salvage terapy and Fruzeon ™ though not necessardy salvage, they way end wp on i, but mow that
thevcan use it a livdle bit earlicr on, we can probably avoid some of the end stage things at this point in time.

Dr. Whitsett: And how early do vor imagine it might be nved?

Deb Lsrael:  Wall, vou forow we, we 've still Jeoking at that dava, We have studies now and we 've lookineg at it in the
flevweedible) paticns that mavbe are naive to non (inaudible) or another class, ity certainfy not going to be frst fine
thevape. But we wre starting to see patieats that orce they fail a second line drmg, second line therany, the clinicians
are starting fo lse Fuzeon™ Becauye the whole idea then, Is that vondre not waiting wneid they have only ane detive
drug. You're not waiting until their immunologic system is so far depressed and they can't respond, So it's
becoming more of @ thivd line drug, and that s again, that's the data, Thar s what the data s evalving fo,

Dre. MeNeill: What do ather states do with Fuzeon™ gy foegs A7
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Dr. Mcllvain: There are other states that P.A. iv, { know of at least two. | have their P.A. forms, but there are
probably athers, And most A0S drug assistance programs prior authorize it bur they juse can 't afford to cover this
drug (inaudible).

Dr. Whitsett: 7t is expensive?

Dr. Mcllvain: ft's abowr 520,000 a year, plus their other HIV diug that goes on top of their other drugs that are
already being paid for,

Deb Israel:  Yeah, it is added ono other drug therapy. Nothing is monotherapy.

Dr. Whitsett: No discounis ar that poini,

Dr, McNeill: Why in a vear and g half have only 38 claims been made on this drug?

Dr, Mcllvain: Partly it's gor avallability problems, partly it hasa 't been marketed as heavily in the pase and now
they re starting to pick wp the marketing, and partdy becanse it's just new to the doctor whe has been prescribing
these patients.

For Public Comment, Wavne Barber: First af all [wani to sav [ am a consumer and a geatleman who is lving
with AIDS. It is my understanding that the committee is wanting o limit the monber of individuals who are going to
he able to be on Fuzeon™ T am here tonight to try to convinee vou otherwise, Fuzeon ™ right now is knowa in the
ALDS population as being a medicine of last resort due o ite” high cost. A lot of people that are put on it, because of
its " cost, is the last drug that they have. It's medication right now thar we, that all we | | that these of us know of
that does show a big improvement, i does work, and extends the life of thase of us who are pasitive. And the fear of
hearing the doctor saving that vou're going to g0 on Fuzeon™ and then to find out that the State's saving vou're
going to have fo be put on a waiting st now, And not bnowing how mony vears s that waiting list going to be. Are
v going to fave o wait wntid someone wha an that lise dies of AIDE Before vou're eligible to be even put on it? So
Dm here to beg all of oo on the commitiee to . not to cap it for those of us who are going to be depending on i,
and .. L had a whole list of things I was going to say wntid Tgotup heve . U'm Eind of nervons. Bight now we 've
heen hit hard as far as drgs, of being able to get the drugs, Those of s who are on disability and having to pav for
onr medications, it {imits ws big time. And the thought of even frving, vou know, it's like the State is now saving we
don 't care about you, We prefer that yon just crawl under the rug and fust die. You've not going to get the last
medication that even stands a chance to keep vou alive. And nobody needs to even go through that, It's bad enough
living with HIV and A0S and iving with the stigma that goes along with i, withows having o find ot that yvou're
rat able to get the medication that vou need 1o beep vou alive becanse that the Swate don't care ro more, That's all
Pve ot to sav, Thank vou,

Dr, Whitsett: Are there guestions of My, Barber? The point of clarification, vou had mentioned that the State was
putting a cap on the mumber of individuals who woudd be eligible. Now that's noe, Tdon 't think that's so, There are
an infinite number of people who couwld beon that. There is no cap. There's certain criterin ar thiv poing that the
Chilahoma Health Care Awtharicy, the DUR Board is looking at and see if it's used appropriately, hecause ay an
exeremely expensive medication, vou can imagine i it were nsed inappropriaiely what would happen . [ don't
think the Stare Ras any vendetta against people who gualify for this medication and wane o make I available 1o the
appropriate people, aud that's what we 've frving fo work through i identify and discern those who are genuinely
appropriate and make it available for them and not pull the reins in. Now at a time when things are evolving, as far
ay frdications and, Ms. [srael gave us some new information that we haven't had, those things we take tnto
considerarion amd vou don 't alwavs have that when vou start out on vonr jowrney to make decisions, so T think it's
an evolving understanding of what's the appropriate wse of this medication and we sure don't want vou and others
et vene know fo go away thinking that we intentionally want o withhold something from people who need it. That s
ned what we're here for. Any other questions or comments? ot thark vou very much Mr. Barber,

Materials included in agenda packet; presented by Dr. Mellvain, Ms, lsrael provided additional information and
respanded o questions from Board members.

Dr. MeNeill moved not w prior authorize Fuzeon™ and carefully monitor it and bring the issue back o the DUR
Board in six months; motion seconded by Dr, Swaim.  Dr. Hollen suggesied provider education starting now
throweh letiers 1o specific prescribers reminding them of monitaring guidelines,

ACTION: MOTION CARRIED.

AGENDA ITEM NO. 6: REVIEW & DISCUSS XOPENEX™ UTILIZATION

For Public Comument, Jeff Koester: My name i Jeff Koester, ['m the medical liaison with Sepracor. | just had
cowgde of comments fo make, Momber one, regarding differentinls benveen Xopenex ™ and racemic alburerol, There
wers recently o sty that was published or presented at the American Thoracie Socien looking ar pver 500 padicns
with acute astfma presenting fo the emergency room, They were randvmized with either Xoponex™ [ 25 meg, or
cicemic albierol ar 2.5 mg, and Xopenex V™ pravided superior bronchodifaration, hoth at fivst dose and theowgiont
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the cotrse of the studv. So there (s differential and this agrees with other data that have been developed within this
particular data set, that (s acute asthma, Secondly, [ noticed within the recommendations there is . _ there were
some recommendations about age restrictions with Xopenex™ | fust wanted to make the Board aware that there
are data that document it down below the age of siv. New [ realize our package insert says age six, but [ just want to
make sure the data are oue there for vonr

Dr. Whitsert: HPublished data?

Mr. Koester: Published data. Shouwld [ go ahead, or .7 OK There were two studies. One in the management of
chronic oulpatient asthme. They looked at Xopenex™. 31 mg and 63 mg. Patients were included down to the age
af four. The second study was a stwdv conducted at Rainbow Babies & Children's Hospital in Cleveland looking at
Xopenex™ 125 mg in the treatment of acute usthma presenting to the emergency room. That included putients
dinvn to the age of one. Now the mean in that particalar study was age seven, bt the authors in either study
declined, or [ should say, they saw, did not see fit to differeniiate because there appear to be no data that showed
respanses in patients below the age of six were different than at any other age of patients. And that's all [ have to
e,

For Public Comment, Greg Novarro: Thank yvou, If I'm redundant because Dr. Flannigan hasn't gone vet, I'm
sory. AU just difficult doing this when [ haven't heard what vou're going to sayv vet, but {'ve read your report,
Good evening, and | wani to thank the Oblahoma Health Care Authority and the DUR Board far allowing me the
ppportinity o speak with you regarding Xopenex™. My name is Greg Novarre, ['m the accomi divector for
Sepracor Pharmacenticals and 1 first want to acknowledge that § am as proponent of preferved drug lists amd
Believe that i states und pharmaceutical manuficturers work together, that gecess to medications can be made
readily available 1o phvsicians and patients and overall health care costs can be reduced. And [ have to commernd
Nancy Nesser and Dr. Flannigan and her seaff at the University of Oklahoma pharmacy department for their efforts
in working together to meet these goals. { ravel all aver the United States and believe me, my wifee iv et real happy
with me because [ eravel all over the place and neither are my three children, But this is without o daubt, the most
fair, balanced review that [ have ever seen . . one that is based on clinical guidelines actually wsed, and promotes
apen dccess to rescie medications. And 1 just want to thank vou for that. What veu 're congidering tonight is not just
another PLA. on a medication. You are considering the lives of asthmatic childven, [ don't sav this to make a fear
point or anvthing like thae, but fifteen children do die every day in the United States from asthme, and there ts no
correlation berween asthma severity and death, which means even mild asthmiatics can die frem their disease, [
citnnot make the claim that Xopenex™ saves more lives than albuterol, because that study would be unethical to
perform. However, we have demonsirated that Xopenex™ is a more potent bronchodilator in both the in-patient and
out-patient seiting. We've shown that if patients ave on racemic albuterol und go to the E R, they are 30% more
fikely to be admitted than if they re on nothing at all.  We have shown that Xopenex™ i lower doses reduces side
effects bt does not compromise efficacy, We 've alsa shown both in animal and human aivway cell models thee
S-albuterol may be waorsening the effects of asthma and making it havder to control and you will hear those,
hopefully those things from the pharmacy presentation. [ also want to point out that the increase in utilization theat
has, that you 've seen b, I think, mainly due in the increase of available patients shifted from the managed Medicaid
enviromment now over ta fee-for-service Medicald, And thiv &5 also emphasized in onr market share, und it has
staved consistent but our units have grown, The point is that there is not this huge shift in use of Xopenex ™ as it
presented to the total marker. Many of these patients mav have heen on Noperex™ alveady in their managed
Medicard environment. Another point [ want (o make is Xopenex™ s not used every month. The averaee refill for
Xopenex™ is only two times per vear, nationally, and that s right i ling what is in the state af (idlafoma, So, vou
don't get it where patients . . and those that are usimg it every month will be helped owt with | think
recommendation number one and number two that they made, So that they 've averutifizing cither Xopenex™ oy
racemic albwterol, that should not happen . it's not within the guidelines. P'm in full agreement that access must
remain apen for this product and the guidelines showld be adhered to sivingently, And that s why [ agree that the
recommendation point mumber one and number two are the most logical sense and can help achieve open aceess
promote proper utilization for Xopenex™, allow fur rescue utilization and promote national guidelines. No other
state fras put an age restriction on Xopenex™ wtilization under the age of 18 This wonld be o Sirst. The main point
ts i you choose o restrics wge wtifization on Xopenex™ then the onlv alternative to these puticnis iy racemic
afbuterol. Your own utilization shows that most patients taking this drug are in one to five vear olds. The main
reason they are probably on Xopenex ™ (s becawse of the lower incidence of side effects and many doctors ey five
had these patients on albuterol in the past and they may have already failed. If vou put an age restriction on
Xopenex ™t then the only alternurive will be 2.5 mg of albuterol. Even though althuternl comes in lover doses,
doctors don 't use oo, because lower doses do reduce the side effects from albuterol, put the efficacy is compromised,
And this has heen in shown clinically in our Milgrom study, so the only way to reduce side effects and not
compromise efficacy with short acting beta agonises is for doctors to wse Xopeiex ™ Fortv-three other states oo not
herve a resiviction on this medication, and fust vesterday the Minnesota DUR Board also chose not to have a 4. on
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this medication.  encowrage vou not to put any age restrictions on this medication and please choose potnt number
one ar twe which we wonld be in fill agresment on. Any questions?

Dr. Whitsett: Cuesrions? You seem very pasitive with this medication and the data looks good. We're going to
hear more about it 3§ vour suggestion that we forget abowt racemic albuterol,

Mr. Novarro: Notfarall. No.

Dr. Whitsett: Adnd go only with this compound?

Mr, Novarro: Mo, if that's how [ was coming across, no, not at all. Wonld I like that to happen? Sure. But no,
that s not what I'm recommending, { really balieve that, vou know, there's . |

Dr. Whitsett: A ot of people do vespond to racemic albuterol and they get a good response and they 're happy with
thar.

Mr. Novarro: Suwre. dnd moy thing &5, let the doctors decide, That's whae ['d Tike to see would happen, is the doctors
decide. A PA fn that sitiation, you're talking abowt minutes when it's asthma, so someone doesn't respond to
racemic wlbuterol and they can't get a hold of thelr doctor and they can't get . . and it's late at night when
nectirnal svmptoms wseally occnr with asthma, they've going rieht to the R, and if thev're on albuteral, they 're
5% maore (thely to get admitted, our studies are showing. 8o the doctors lave the access to the medication and they,
doctor had decided that Xopenex™ was better for that patient than . 'm ., we 're fust sayving, to keep that access
opent for what the doctor decide, | e have @ more potent diug on hand when they have the arack, But veah, ['m not
advacating for Xopenex ™ instead of racemic albuteral.

D, Whitsett: Fecuuse a lof of people still respond to racemic albweral Generally people who are resistant are
o steddendy resistant at this moment in time unless theve's some precipating factor, and that needs to be addressed,
Mot fust another bronchodilator - | theres  infection ar some other fuctor | deteriorate. So if a person
chronically developing a resistance to wlbuterol then they showdd repare that to their doctor gnd they have g time to
deal with that,

Mr. Novarro: That's true, but the data shows thar S-albuterol takes 12 to 24 hours o get ont of somebody's
svstem, Let's sav they come into contact with thar frigeer when they ve aur in the home, And vou don 't know when
that's going to happen, Asthma attecks can ocour gt any moment. Sa i they start waking their afbuterol and they ve
been taking i for awhile and all of a sudden, they wake move and more and move, and they 're puffing away on their
either nehulizer infaler, they 're paing to get o lot of S-albwierol in theiv body, And that's going o be harder 1o hon
that patient around, So it cowld happen all of o sudden thar they start negatively reacting to S-albuwerol, dependent
upon the amount of alferiens they gel in their body, We don 't krnow. And the point is . vou don 't wane S-albuterol
tn their body, so if Xopenex™ was available for that patient, for the doctor fo decide that he would rather have them
on there then, that s we would suy,

Dr. MeNeill: fn fooking at the chavts here, [euess vou've had access to these?

Mr. Novarro: Yes,

Dr. MeNeill:  Pwendy-five percent of the wiifization is in children less than one. Why? Iy thiv during BSV season, (s
this in the finaudible), oris theve | thiv Iy not asthia, soowhat, what is, why are they using

Mr. Novarro: The data is consisient with racemic albuterol too. T ihink it weas 28% actually, of people under one,
finaditle) as well, and i vouve asking me why doactors put people on bronchodilators that are under ane vears old,
Fdon’t know,

Dr. MceNeill: fmeant, there s no specific Fknow that there 's no {ingudible) reason for i, but . . .

Mr. Movarro: Could be patient reason, could be for any reason, Pediatric ptimonologists wse it for braonchiolitis,
Hrey use dt for RSV It's, like vour . . some think It's asthma at duan point in time . Fdon't know. It's indicated for
branchoconstriction, or bronchospasm, so if a patient, o little baby &5 having bronchospasm, they 're going to give
either racemic albuterol orlopenex ™

Dr. Whitsett: dnd vour current indications, is there an age cutoff now on that? The recommendution

Mr. Novarro: The recommendations start af age six

Dr. Whitsett: Adge xix, QK dnd there may be data forthcoming that condd change that, bt richt now, that s vour
package | ?

Mr. Novarro: That s what owr package insere says,

D, Whitsett: Alright. And the cost of this compared 1o racemic iy similar?

Mr. Novarro: No, i it was, [ wowldn't be raliing to vou right now. And [de wanr o poing o, and Nancy and [
disagree on this point, s that the eqlenlutions of the math of the per diem is correct. The wav the math is dane i
corrdct, but o let you know thet one prescription often lasts o paticnt $ix months, and 5o it's nog intentionally
misteading, Its just . {0 would seem like 1f somebody was an Xopenex™ for more than this period of time that
doctors weite i, wsually dn 48 wnits, would fast for twe weeks. Yeah, it wonld cost vou 3800 a day, fue they aren't
tsing & that fong. They aren 't using it for o full month s period of time, becanse $5.00 a day times a month wonld e
B240.00 e menth, and nobodv's doing that So six months is wsnally the time period that one prescripion lases and. |
D Graham: Feow o von bnow theae?

LR Bl Mliteites - (V- 1004
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Mr. Novarre: Becuuse your data shows that, Of the average claim per patient is two per Vear . ., two prescriptions
per year, So [ ealoulated it out and [ averaged about 37¢ a day. So and that happens and | can answer that question
Jor you, why that happens s, when somebody has an attack, a docior will give them either racemic albuteral or
KXopenex ™ and tell them to take it a ot in the first couple of days and then after a week, says taper off and then stop,
Serwhat happens &5 that wsuallv needed in the Fall and in the Spring, vou onlv need it for all week or two weeks i o
time. And hopefully, vowr main goal get that patient berter faster, and keep them ot of the hospital, Reduce
heospitalizations. And Xopenex™ in our studies has shown to that beiter than racemic albuierol,

Dr. Hollen: So o clarification based on what vou just said, i we do number ove recommendation, which is allow
for M davs of therapy, Is that consecntive 90 davs so that if the patient only needed twva prescrigtions for the vear,
windd that then requive that second prescription, i it fell ontside the 90 davs, would requive a P.A7

Dr. Flannigan: [ had in mind it was how we had the benzo thevapy . | | forthose that

D, Nesser: Yeaki, ifvon send in o soript for Xopenex™0wich 30 days, that’s 30 davs on vour tab, And then {t conld
he the next month or it coufd be in six months, and vou'd et another script with a 3-day supply, so then

Dr. Hollen: So there s a way ta sav, pervear? O

Mr. Novarro: dnd that's a good adherence to the guideline, oo,

Materials included in agenda packet; presented by Dr. Flannigan,

ACTION: NONE REQUIRED.

AGENDA ITEM No. 7: REVIEW & DISCUSS HEPATITIS C AGENTS UTILIZATION

For Public Comment, Jim Turley: Thank vou Dy, Whitsete ['moa clinical specialist for Roche in hepatolomy and |
reviewed fre document that was preparved by Dro Moore and 1 found it owell written. Ar this time, Td juse like to
inform the Committee that Twould be glad to be wsed ax o vesource for this for future discussions. Thank you
daterials included in agenda packer; presented by Dir. Moore,

ACTION: MNONE REQUIRED.

AGENDA ITEM NO. 8: REVIEW & DISCUSS RESTASIS™ UTILIZATION
Materials included in agenda packet; presented by Dr.Le,
ACTION: NONE REQUIRED,

AGENDA ITEM NO. 9: REVIEW & DISCUSS ANTEEMETIC UTILIZATION

Marerials included in agenda packet; presented by Dr, Le, Dr. Whitsett requested that more data and information be
brought back to the DUR Board describing number of scripts and how long the use is for these clients,

ACTION: NONE REQUIRED.

AGENDA ITEM NO. 10: REVIEW & DISCUSS REGRANEX™ UTILIZATION
Materials included in agenda packer; presented by Dr. Gorman,
ACTION: NONE REQUIRED,

AGENDA ITEM NO. 11: REVIEW & DISCUSS COLONY STIMULATING FACTOR
UTILIZATION

Materials included in agenda packet; presented by Dr. Browning,

ACTION: NONE REQUIRED.

AGENDA ITEM NO, 12: FDA & DEA UPDATES
Matermals included in agenda packel; presented by Dr. Graham.  Dro Whitsett requested more review of
antidepressants use in children along with the FDA reviews,

AR Beardd Minwees 0w Faaid

11



ACTION: NONE REQUIRED,

AGENDA ITEM No. 1.3 FUTURE BUSINESS
13A:  RA Medications Review

13B:  Antidementias Review

13C:  Benzo/Ambien™ Follow-Up Review

130 Growth Hormones Review

13E:  Neurontin™ Follow-Up Review

13F: M5 Copolymers Review

13G: Supplemental Rebate Update

13H:"  Narcotic Analgesic Review

Materials included in agenda packet; submitted by Dr, Graham,
ACTION: NONE REQUIRED.

AGENDA ITEM No. 14: ADJOURNMENT
The meeting was declared adjourned.
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The University of Oklahoma

College of Pharmacy
Pharmacy Management Consultants
ORI W-4403; PO Box 26901
Oklahoma City, OK 73190
(405)-271-9039

Memorandum
Date: September 28, 2004
To: Nancy Nesser, DPh, JD

Pharmacy Director
Oklahoma Health Care Authority

From: Ron Graham, DPh
Operations Coordinator / DUR Manager
FPharmacy Management Consultants

Subject: DUR Board Recommendations from Meeting of September 14,
2004.

Recommendation 1; Discuss and Vote on Prior Authorization of
Fuzeon™,

The DUR Board moved not to prior authorize Fuzeon™ and carefully monitor it

and bring the issue back to the DUR Board in six months for follow up review.
MOTION CARRIED.

Phammacy Managemant Conguliants Pagsa 1 SN0
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Pharmacotherapy Management Program

Quarterly Report

July — September 2004

Oklahoma Medicaid

CLIENT PROFILES REVIEWED

15

PRIOR AUTHORIZATIONS

COMMUMICATIONS

New Established | Incomplete

Month Clients | Clients Information | Total Approved | Denied | Incomplete | Lettars | Calls
July 2004 &0 £1 26 478 280 18 170 256 32
Aug 2004 102 i 27 681 381 24 278 3448 100
Sept 2004 114 45 23 714 401 44 269 234 104
Oct 2004 0 0 0 a 0 { 0 a 0
Moy 2004 0 0 0 a 0 0 0 { 0
Dec 2004 0 0 0 0 0 0 0 0 0|
Jan 2005 0 0 0 i 0 0 a a 0|
Feb 2005 0 5] 0 ] 0 0 4] a 0
March 2005 0 0 0 0 0 0 0 0 0l
April 2005 0 2 ] 0 1] 0 0 Q] 0
May 2005 0 O 0 0 0 0 4] 0 0
June 2005 0 0 0 0 0 0 0 0 0 |
Totals 205 184 76 1,673 1.072 86 715 618 236 |
st Quarter 296 184 76 1.573 1,072 86 715 518 236
2nd Cuarter 0 0 8] 0 0 0 Q 4] Q-]
3rd Clarter 0 1] ] 0 0 0 0 0 0

| 4th Quarter ] 0 0 0 0 0 0 a 0

-[ Tolals 296 184 [s] 1.873 1.072 86 715 818 236




PHARMACOTHERAPY QUARTERLY REPORT
July - September 2004

—i— CLIEMT PROFILES
REVIEWED

=== PRIOR
AUTHORIZATIONS

=8— COMMUNICATIONS
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Oklahoma Medicaid RetroDUR Activity Report
July 2004 Drug-Disease Level - Contraindicated
Nursing Home Females over 65 years of age

= All Level of
Precaution

= Contraindicated-
NH &5+

118,246

Oklahoma Medicaid RetroDUR Activity Report
Follow Up

July 2004 Drug-Disease Level - Contraindicated
Nursing Home Females over 65 years of age

Total Clients Reviewed = 207

M Follow-Up
7 Mo Action Meeded

Total Responses
Pharmacy = 10/82 12%
Physician = 11/76 14%
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PRIOR AUTHORIZATION ACTIVITY REPORT
September 2004

H Approved
W Denied
B Duplicate/Incomplete

PRIOR AUTHORIZATION REPORT
September 2003 - September 2004

B TOTAL PA s
=Trend




Monthly PA Activity
Calendar Years 2000-2004
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Monthly Call Volume
Calendar Years 2000-2004
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Oklahoma Health Care Authority and Epocrates References

Leading the way to reduce physician hassles

and improve quality of care

Epocrates Rx® reviewed in JAMA
“Indispensable,” “state of the art”
and “the one to have and keep.”

ePocrates Rx Pro - fll
| (EIFEE (At Meds | (Tables | &G | |
w Dklahoma Medicaid '
Avalide ST. T 1
Avandarnat |

ST :5tep Therapy opplies

=tap) |Prior therapy with ACE inhibitor
= required. Quantity limit of 1 par day,

Call 800-555-1234

Tap here for Alternatives

o] Avandia N1 3
o flfvopro 1

: Aveeno e

fooe Avelox Qll
Aventyl HCl GP
Aviane Y

Avinza

_" f
................... |
r—
e
e = @ =
o H\j | |

y
Customized pop-up wind{m' deliver drug-
specific informs mnn, such as benefit design
ar treatment quidelines.

Epocrates references enable point-of-care

access to drug list information

- Verify status and copayment tiers

+ View alternatives and generic substitutions

- Look up prior autharization reguirermnents
Check quantity limits

- Receive drug specific messages directly
from Oklahoma Health Care Authority

Epocrates features benefit physicians

and members
- Reduce madication errors

+ Minimize time dealing with pharmacy
call backs

- Improve patient satisfaction

- Maoniter drug list updates and
changes easily

Over 340,000 healthcare professionals use

the Epocrates drug reference guide
Determing adult and pediatric dosing

« Check for drug interactions

+ Guard against adverse r2actions and
cantraindications

- Check pncing information

Access this powerful database easily from
your handheld or desktop
- Meet the technical requirements
+ Palm 05 or Pocket PC handheld with
3.0 M8 of free memory, and/or
- Personal computer with Internel access
+ Download Epocrates handheld software o
access Epocrates Bx Online™ from
MWL EDOCraTes. Com
: .L:.ul-_.n_l the Oklahoma Medicaid drug list
< AulnUpdate to download the drug list 1o
your handheld
Autolpdate frequently to receive updates

www.epocrates.com
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Pharmacoeconomic Review of Anti-Dementia Medications
Oklahoma Medicaid
September 2004

Dementia and Alzheimer’s Disease (AD)

Introduction

As our society continues to age, the number of new cases of dementia continues
to rise. The prevalence may range from 3 % of those 65 years of age and over
to 47 % of those 85 years of age and over'. Currently 4.5 million Americans
have Alzheimer's disease with a projected 11.3 to 16 million by 2050%,

Dementia is a group of symptoms characterized by the gradual loss of mental
functions including the ability to reason, think, remember, and plan. It may be a
primary brain disease or a secondary manifestation of a different disorder. Often
considered normal signs of aging, true dementia symptoms are often overlooked.
Eventually a person with dementia will lose the ability to perform daily tasks.
Changes in behavior and personality may also occur’,

Several ilinesses that cause dementia are: Alzheimer's Disease, Vascular
Dementia, Lewy Body Disease, Parkinson's Disease, Pick’'s Disease,
Creutzfeldt-Jakob Disease, and Huntington's Disease.

The most common form of dementia is Alzheimer’s Disease which occurs in
approximately 1 out of every 10 people over the age of 65. Roughly 51to 10
percent of all AD is genetic in nature and these people may begin to show
symptoms of the disease at an earlier ags.

The second most common form of dementia is vascular in nature and is due to
lack of blood or oxygen to the brain. This type of dementia occurs more
commonly in men and has a rapid onset and progression.

Lewy Body Disease is most similar to AD and can include symptoms related to
movement such as those in Parkinson's Disease.

Parkinson's Disease is caused by loss of neurons which result in dementia.
Movements become stiff and shake particularly in the arms and hands. This
disease occurs between 50 and 65 years of age in approximately 1 in 1,000
people. Dementia is prevalent in about 20 to 60 % of the people with Parkinson's
Disease.

Pick’'s Disease is caused by cell death in the frontal lobe. This disease occurs
maost often in 40 to 60 year olds, with initial symptoms of behavior changes,
followed by speech loss and ending with dementia.
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Creutzfeldt-Jakob Disease is a rare disease caused by an infection of the brain
which leads to degeneration. This disease is similar to "mad cow" disease with
the infection being caused by prions, a special protein particle. Occurring most
often in people over 65, it tends to run in families, and usually follows a quick
course leading to death within one year.

Huntington's Disease is caused by cell death and occurs in people 30 to 50
years of age. Itis an inherited disease and people usually live for 15 to 20 years
after cell death begins. Dementia and movement problems are symptoms of this
disease.

Pathophysiology of AD

There are two basic microscopic changes which occur in the brain of an
Alzheimer's patient, these changes are thought to be related to the cause,
course, and development of the disease.

+ Formation of senile plagues composed of ff-amyloid polypeptides.

+ Neurofibrillary tangles within the neurons composed partly of a protein called
tau, which links together forming filaments. Severity of dementia is directly
related to the density of these filaments.

The involvement of cholinergic neurons causes the levels of acetylcholine to
decline within the synapse along with levels of acetylcholinesterase.
Butyrylcholinesterase (another cholinesterase enzyme) increases and also
causes a drop in the levels of acetylcholine.

Treatment

There is no drug currently available that will completely protect the neurons from
cell death. Acetylcholinesterase inhibitors have been the mainstay of AD
treatment and until recently have been the only agents FDA approved for the
treatment of the disease. These agents are thought to increase the
concentration of acetylcholine through inhibition of its hydrolysis.

In October 2003, memantine (Namenda®) was approved for the treatment of
moderate to severe AD. This agent is an N-methyl-D-aspartate (NMDA) receptor
agonist. The mechanism of action of memantine is thought to be blockage of
pathogenic glutamate activity, while allowing for normal physiological activation
of the NMDA receptors (this process is necessary for learning and memory)®.
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+ Acetylchelinesterase Inhibitors
Donepezil hydrochloride (Aricept™)
Rivastigmine tartrate (Exelon®)
Galantamine hydrobromide (Reminy!®)
Tacrine (Cognex®™)

+  Memantine hydrochloride (Namenda‘%}}

Other drugs which have been studied, but their use remains controversial,
include vitamin E, selegiline, estrogen, anti-inflammatory drugs, and ginkgo
biloba.

Cost of Alzheimer's Disease

The average lifetime cost of care for an Alzheimer's patient is $170,000.
Approximately 7 out of 10 people with the disease live at home and are cared for
by family and friends. The remainder reside in nursing facilities where the
average cost for care can range from $42,000 to $70,000 per year. The National
direct and indirect costs of caring for an Alzheimer's patient is $100 billion.
Medicare costs for AD is expected to rise to $49.3 billion by 2010 and Medicaid
costs to $33 billion. Finally, the cost of AD to American businesses is
approximately $61 billion a year ($24.6 billion for health care and $36.5 billion for
lost productivity, absenteeism, and worker replacement) ?.



Utilization in Oklahoma Medicaid

For the period of July 2003 through June 2004 a total of 5,422 clients had claims
for an Anti-Dementia drug paid for through the Medicaid Fee-for-Service
Program.

Drugname Total Claims | Total Units | Total Days | Clients Total Paid
Aricept 5 mg Tab 5,182 | 181,788 171,071 | 1479 $  823,192.18
Aricept 10 mg Tab 14,459 462,467 457,046 | 2485| $ 2,100,303.23
Reminyl 4 mg Tab 2,378 146,631 69,342 542 5 34567395
Reminyl 8 mg Tab 3,448 201,634 101,508 508 | 3 478,966.77
Reminyl 12 mg Tab 426 27,035 13,694 80| 5 64,532.85
Reminyl 4 mg/ml Sol 9 1,400 195 4| s 2,221.02
Exelon 1.5 mg Cap 1,639 98,464 47,327 443 | 8 23501335
Exelon 3 mg Cap 2,966 174,373 87,327 585 5 41544188
Exelon 4.5 mg Cap 1,142 68,803 34,749 223| 5 164,918.86
Exelon 5 mg Cap 1,668 97,338 48,796 260 | $  233506.25
Exelon 2 mg/m| Sol 41 3,960 1,067 £ ] 8,690.28
Namenda 5 mg Tab 488 21,042 11,946 250 | §  43903.73
Namenda 10 mg Tab 1,373 74,027 38,776 500 | §  153,990.38
‘Namenda Titration Pak 212 12,701 5,636 191 $ 2142011
TOTAL 35,432 1,571,663 | 1,088,480 $ 5,001,774.84
Age and Gender FY04 Cost & Claims by Age FY04
Age Female Male Total Age Total Paid | Total Claims
Oto 9 0 E 2 0to9 3 1,751.22 13
10 to 19 1 2 3 10 to 19 g 1,548.44 8
20 to 34 8 8 16 20 to 34 3 5,177.45 36
3510 49 40 33 73 35 to 49 $  57,184.35 346
30 to 64 179 141 320 50 to 64 $  278.064.45 1,833
B3 to 73 1,358 A7 1,867 65 to 79 § 1,729,240.35 11,828
80 to 94 2,380 560 2,940 80 to 94 $ 2.822,544.08 19,970
= 173 22 201 > 95 5 195,364.50 1,398
Total 4,137 1,285 5,422 Total $ 5,091,774.84 35,432




Prescriber Specialties

Other, 738,
Psychiatrist, 14%
198, 4%
Family
-Practitioner,
Geriatric 2,380, 43%
Practitioner,-
6, 0%
Intﬁfﬂisf: 1200, | Geﬁural
22% Practitioner,
901, 17%

Changes to Anti-Dementia Utilization

FY04 Compared to FY03

Fiscal Year 2003 Fiscal Year 2004 Percent Change
Total Claims 29,325 35,432 17.24%
Aricept 17,168 19,641 12.59%
Reminyl 4,490 6,262 28.30%
Exelon 7,632 7,456 -2.36%
Cognex 35 0 MIA
Namenda 0 2.073 100.00%
Total Cost 5 3,771,453.17 ] 5,091,774.84 25.93%
Aricept $ 2,388, 148.95 3 2,923.485.41 18.31%
Reaminyl B 586,001.44 b 891,394 .59 33.14%
Exelon B 782,488 81 5 1,057,570.62 26.01%
Cognex 5 4,802.97 5 0.00 N/A
Mamenda g 0.00 5 219,314.22 100.00%
Cost Per Claim $ 128.61 5 143.71 10.51%
Aricept 3 139.10 B 148.85 6.54%
Reminyl 5 132.74 b 142.35 6.75%
Exelon 3 102.53 B 141:84 27.72%
Cognex 5 137.23 5 0.00 N/A
MNamenda 5 0.00 B 105.80 100.00%
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Comparison of Utilization Pre and Post Inclusion of All Clients in Fee-for-
Service Pharmacy Program
Jan thru Jun 2003

Jan thru Jun 2004

Percent Change

Total Claims 14,619 19,552 25.23%
Aricept 8,528 10,493 18.73%
Reminyl 2,432 3,371 27.86%
Exalon 3,652 3,615 =1.02%
Cognex 7 0 -100.00%
MNamenda 1] 2,073 100.00%
Total Cost 5 2,078,169.23 5 2,818,089.17 26.26%
Aricept 3 1,244,085.61 B 1,590,504.74 21.78%
Reminyl 3 334,891.06 B 484 127.21 30.83%
Exelon 3 488,093,37 3 524,143.00 4.97%
Cognex 3 1,088.18 5 0.00 -100.00%
Mamenda 5 0.00 b 219,314 22 100.00%
Cost Per Claim 3 142,16 5 144,13 1.37%
Aricepl 3 145.88 5 151 .58 3.76%
Reminyl 3 137.70 5 143.62 4.12%
Exelon 3 136.39 5 144 99 5.93%
Cognex 3 157.03 3 0.00 -100.00%
Mamenda 3 0.00 5 105.80 100.00%
Jan thru Jun 2003 Jan thru Jun 2004
Age Female Male Total Age Female Male Total
Dto9 0 0 a Dto 9 0 z 2
10 to 19 0 0 1] 10to 19 1 2 3
20 to 34 2 5 7 20to 34 4 ] 10
35 to 49 22 20 42 35to 49 32 27 58
50 to 64 a4 Fis] 167 50 to 64 154 130 284
65 to 79 2842 325 1,167 65to0 79 1,145 426 1.6
80 to 94 1,625 383 2,008 80 to 94 1,998 474 2472
=85 118 13 131 =35 149 20 168
Total 2,703 819 3,522 Total 3,433 1,087 4,570
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Recommendations

The college of pharmacy does not recommend any changes to this category at

this time. The college of pharmacy does recommend regular reviews of this
category to monitor current trends and practices.

" Hikal AL Hikal EM. Demenna in the Elderly. Dvug fopics 1993(CERS1-33,

* Alzheimer's Association. Statstics abour Alzheimer's Disease. Available at <www.alz.org>, Accessed
September 20, 2004

' Patient Handout: Dementia. McKesson Health Systems LLC; 2004, Awvailable at;

<httprwww. home.mdeonsultcom=. Accessed September 15, 2004,
Product Monograph

A Guide e Alzhermer™s Disease and Namenda ) Forest Pharmaceuticals, Ine., St
Lisuys, Migsonri: 2003,
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Nausea and Vomiting in Pregnancy 40
Oklahoma Medicaid
October 2004

Introduction

Mausea and vomiting of pregnancy (NVP) is experienced in as much as 70% to 85% of all pregnant
women in the United States.' Contrary to the notion that the symptoms only oceurs in the morning,
NWP can occur throughout the day. NVP is generally accepted as an ungleasant, but normal feature
of pregnancy, and not a disease as it can be experienced by healthy individuals who give birth to
healthy babies. However, thera is also a form of excessive, uncontrolled vomiting called Hyperemisis
Gravidarum that occurs in less than 1% of pregnancies, This is classified by intractable nausea and
vomiting resulting in severe dehydration and metabolic imbalances that requires medical attention. A
comman criteria used is the presence of acute starvation (indicated by large ketonuria), and
approximately 5% loss of prepregnancy weight.”

Several theories exist to explain the etiology of NVP. The endocrine eticlogy theory suggests that
certain hormone levels that rise and peak consistently with the onset and duration of symptoms
account for the symptoms of NVP.** The evolutionary adaptation theory proposes that NVP is an
adaptation of the mother that have been developed to protect the mother and fetus from foods that
might be harmful to either or both during the mast sensitive part of fetal development.” The last to be
mentioned is the psychologic predisposition theory in which it's believed that the NVP is manifested
due to a psychological disorder of the mother. However, there have been no controlled studies to
suppaort this hypothesis.

Fetal Effects due to Nausea and Vomiting of Pregnancy

NYWP is a normal part of a healthy pregnancy, and recent clinical studies have demonstrated that the
presence of NVP most often conveys good pregnancy outcomes. The recent meta-analysis involving
18,484 pregnancies found women who've experienced NVP to be significantly less likely to miscarry
than women who experienced no symptoms.” There have also been studies that show a higher
incidence of low birth weight of babies born to mothers that did not experience NVP."* The thought is
not in the symptoms of NVP itself, but rather that NVP serve to ensure the nutritional partitioning
favors the fetus as the reduction of energy intake by the mother suppresses maternal tissue synthesis
and results in placental weight gain and development of the fetus. Although it is generally accepted
that NVP has a positive effect on pregnancy, hyperemesis gravidarum is associated with a higher
incidence of low birth weight.” However, it is unlikely that hyperemesis gravidarum is associated with
an increased risk of fetal malformations.'

Decision to Treat Nausea and Vomiting of Pregnancy

MNWP is normally limited to early pregnancy, typically peaking around 8-12 weeks and mast often
rasolves spontaneously further into the pregnancy. Since the presence of NVP is associated with
positive pregnancy outcomes, there has been no blanket recommendation to treat or eliminate NVP.
A decision to treat becomes mare apparent in cases of severe NVP affecting the quality of life and
productivity of the mather, and is obvious in cases where the well-being of the mother or fatus is at
risk as in hyperemesis gravidarum.



Treatment Options for Nausea & Vomiting of Pregnancy

A Non-pharmacologic

1. Ginger is found to significantly improve symptoms in NVP and hyperemesis gravidarum.''
Acupressure or electrical stimulation at the P8 or Neguian point on the inside of the wrist
has been shown to be of benefit by most studies, but there are some studies that show
conflicting results. Methodology and procedure is of concern, however, one study
involving electrical stimulation with a commercially available device shows improvement in
NVP during the first trimester.'*

3. Rest and avoidance of sensory stimuli thal may provoke symptoms are also widely
recommended by abstetricians and gynecologists. Avoidance of spicy or fatty foods and
other dietary changes are frequently advised, but no trials have yet to evaluate the efficacy
of these changes for prevention or treatment of NVP.

B. Pharmacologic

1. Appendix A" is the recommendations by the American College of Obstetricians and
Gynecologists for the treatment of simple NVP to hyperamesis gravidarum.
2. Appendix B" is a summary of drugs that have been used to treat NVP and their efficacy

vs. safety standings.

" Jewell D, Young G. Interventions for nausea and vomiting in early pregnancy (Cochrane Review). IN: The Cochrane
Library, Issue 4, 2003, Chichester, UK John Wiley & Sons, Ltd. (Meta-analysis.)
" Goodwin TM, Montoro M, Mestman JH. Transient hyper-thyrowdism and hyperemesis gravidarum: clinical aspects, Am J
Obstet Gynecol 1992 167:6458-32,
' Yoshimura M, Hershman Jm. Thyrotropic action of human chorionic gonadotropin, Thyroid 1995;5:425-34,
' Depue RIL, Bernstein L, Ross RK, Judd HL, Henderson BE. Hyperemesis gravidarum in relation to estradiol levels,
preghancy outcome, and other maternal factors; a seroepidemiologoic study, Am J Obstet Gynecol 1987,156:1137-41
" Sherman PW, Flaxman SM, Nausea and vomiting of pregrancy in an evelutionary perspective, AnmeJ Obstet Gynecol
2002; 186:5190-7,
" Weigel RM, Weigel MM. Nausea and vomiting of early pregnancy and pregnancy outcome. A meta-analvtical review. Br
I Ohbster Gynascol 1989:96:1312-8,

" Brandes JM. First-trimester nausea and vomiting as related 1o outcome of pregnancy. Obstet Gynecol 1967;30:427-31,
¥ Tierson FD, Olsen CL, Hook EB. Nausea and Vomiting of prepnancy and association with pregnancy outcome. Am [
Obstet Gynecol 1986;155:1017.-22.
" Chin RK, Lao TT. Low birth weight and hyperemesis gravidarum. Eur | Obstet Gynecol Reprod Biol 1988;28:179-83.
" Boneva RS, Moore CA, Botto L, Wong LY, Erickson JD. Nausea during pregnancy and congenital heart defects: a
poputation-based case-contrel study. Am I Epidemiol 19949;149:717.235,
! Vuryavamich T, Kraisarin T, Ruangsri R. Ginger for nausea and vomiting in pregnancy: randomize, double-masked,
placebo-controlled trial. Obstet Gynecol 20001,97:377-82.

* Rosen T, de Veciana M, Miller HS, Stewart L. Rebarber A, Slomick RN, A randomized controlled tnal of nerve
stimulation for relief of navsea and vomiting in pregnancy. Obstet Gynecol 2003; 102:129-35,

" Mawsea and vomiting of pregnancy. ACOG Practice Bulletin Mo, 32, American College of Obstettricians and
Crynecelogists: Obster Gynecol 2004:103:803-15

b,
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Appendii A

Tnarmacologic trgatment of nausga and vomiting of pregrancy® (if no Imprevement, procesd Lo the next step)

Y

Monotheragy: Vitamin B,, 10-25 mg. § or 4 times per day

Y

Add: Dasylaming, F2.3 mag, 3 of 4 limes par day!
Adjust schedule amd dose accosding to sevenity of petient's symptoms

'

Aded Promethazing, 12.5-25 mg avery + hours, onally o rectally
or
Dumenhydnnate, 50-100 mg every 4-& hours, orally or rectally (not to exceed 400 meg per day; nat w0 excead 200 ey par
day i patient alsa is taking doxylaming)

M dehydration Cehydration
Addd any of the lollowang Imtraveneoos fuid replacemant?
{prasented here im alphabetizal ordar);
Mataclopramide, 5-10 myg avery i-
4 hours, intramuscularly or orally
Or Add any ol the faliawing (oresented hers in alphabetical order):
Promethazing, |2.5-25 mg avery 4-hour, Dimeniydrinatz, 30 ma (in 50 mi saling; over 20 min) tvery
intrasvwsculacy, oealy; of rechiliy 4-6 houfs, intravencusly
Or Or
Trimethobenzarnidi, 200 mg avery Mezocloprantde; 5-10 mg every 8 howrs, ntravengusly
-84 hours, rectally O
Promathazing, 12.5-25 mg evary 4 hours; intravangusly

f

for 3 thays, Tapar over 2 wioeks fo lowest effective dose
W banslicial, imit total duration of usa o 6 weeks,
G
Ondansetron! | B ma, over 15 minutes, every 12 hours, Intravenously

Aded: Methylpegdningloned, 16 me every § hours, orally ge intravangushy,

“This algarithrm assarmas sther couses ol rauses and vamitmg have bees ruled cut AL amy slep, consider parenteral nuststen |l
dehydration ar persistent weight 1w &5 noted, Allermative theragies may b added at any tme during Lha séquence depend:
mey oo palient acceplance and chaicran familianily, consuder P8 acupresuar with weist Bdeds or aqustintiZation ar Qinger cap.
aulis, 23 mig 4 vimes dacy

'l the Anites Stales, comylamung 15 avadaniz a5 e a0t inaredient inowome overthecounter deap a.as; ore haif of 2 soomed
L3-mng tablet can b= wszd o provide 4 12 3-mg dose ol dazylamans,

Thidminte, insravenotsty, 100 mg daily for 23 days (Fallewed by intravenaus multiicamens), i recammanded for every womas
wite saquites. intrevenous hydration ana has womsited toe more than 3 weeks. Mo sludy has 2ompacsd dilferent (e replace-
fents far nauses and vomiting of pregnancy.

SCorficasleroidy appear by increase risk for orad cladts in the firs 10 weels of gastation,

Salety, particularty n the firt inmestar of gragrancy, nat vet.detarmined; f255 eHect on nasea.

Flgure 1. Pharmacolegic treatrment of pewses and vomiting of pregnancy, (Adapted from Lewchek
I, Aranackows G Oephkes O Maltepe C, Einarson A, Magee L, ot al. Mausen and vamiting of preg:
mancy, Badence-based treatment algazithm. Can Fam Physicion 2002;48:267-8, 277.)

SO0 Practee Bullenm Na, 32
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Appendix B

Table 1. Summary of Drugs Used to Treat Nausea and Vomiting of Pregnancy

Agent Randomizad Controlled Trial® Comments an Efficacy Comments on Safety
H, blockers Effective in reducing nausea and Mo ingreasad risk of mattaremations
warmiting af feegrancy
Doxylamire ¥
Dimenydrinate ¥
Catirizing
Mechizing ¥
Buciizine ¥
Hydraxyzine ¥
Diphentydraming

Anticholinergics

Mo elfectivensss trials for nawsea angl

Mo inceeasad risk of malicrmations

vixmiting of pregnancy

Jcopofamine

Dopaming: Antagooists
Benzamides
Trirmethabenzamide ¥

Eifective in reducing nawsea and

Ma known mallormations

womiting of pragnancy

Metaclopramide

Butyrophenanes
Droperidal

Hataperidol

Phenathiazings
Pramethazine v

Prochtorperazine
Chigrpramazing
Parohenazing

Bensodiazepines
Dizeparn

J-Hydeonytryptamine J

recapton aganits

Mo trials regarding efficacy

Effactive in redecing nausea and
vamiting of pregrancy

e kriowen mailormitions

Cne study of lmited power identified na
known malfarmations
Maternal risk of prolonged G-T Interval

Bulk ot avidence indicates noterato-
gericity {isolated case report? discaunted
in meta-analysis)

Dndansetron ¥ Cina trial found equal effactivenasy to Mo malformations noted
promathazing
Sermith Pocied results do nat suggest benafitin
decreasing natses and vomiting of
pragrancy

Adrenocorticotzonic hormane ¥
Cormicosteraids ¥

Small increased risks of clafts

*The dig has been evatwated m gt least:) randomized, controBed tnal,

"Rurnesu-Aouguette C, Gaujard |, Huet G, fassble teratogenic gifect of phenothiszines in hisman beings: Teratolagy 19771 5764,

Crata broen [eawell O, Younyg G Interventions for rausea and vamiting in early aregnancy (Cochrane Review). In: The Cochrara Library, liwe 4, 2003; Chicheiter, UK

LY

ey Wilee & Sona, Lbd; and Rbagee LA, Mazsolts | ¥aren G, Bvdence-based view of safety and effectrvenpss of pharmacsiogic theragy for nausea and vamiting of

pregrancy (NYPLAm [ Obstel Gynacol 10021 56:5255-41

Three recent siudies have confirmed an association
petween oral clefls and methylprednsolone use in the
first tnimester (73-75k The:teratopenic effect s weak,
probably accounting for no more than | or 2 cases per
1000 treared] women (760 Mevertheless, in view of this
probable association, corticosteroid use tor hy peremesis
gravidarum should be used with caution and avorded
betore |0 weeks of gestation

ACOG Practice Bulletin Mo, 32

Corticosteroids may be considerad as & st resoenin
patients who will reguire enteral or parenteral mueriton
because of welght loss, The most commonly descrnbed
ragtmzn 18 methylprednisolone, 48 me daily for 3 days,
given orally or travenously, Patents who doo not
respond within 3 days are nor likely o respond, and
treatment should be stopped. For those who do respomd,
the ddose may be lapered over a period of 2 weeks

43



APPENDIX F

44



NARCOTIC ANALGESICS - DRUG UTILIZATION REVIEW

Oklahoma Medicaid - October 2004

Drug Category 2002 2,003 :G%;‘f'z‘}l%z ;’i’n;:;_;'u‘g; 1% % 2004
Codeine 35,827.96 5799.51 -35,028.45 -86.3% F2,812.00
Codeing/APAP 5297.922.00 3261.561.74 -$36,360.26 12.2% $191,469.75
Codeine/ASA 3747.38 3518.49 -3228.89 -30.6% F395.45
Codeine/Butalbital/

APAP/Caffeine %26,616.07 £28.716.00 $2.099.93 7.9% 322 586.35
Codeine/Butalbital/
ASA/Caffeine $92,583.61 59430597 $1,722.36 1.9% $52 8583.59
Dihydrocodeing/ I
APAP/Caffeine $36,787.62 554.316.86 517,529 24 47 6% $37,9589.87
Dihydrocodeine/ |
ASA/Calfeine $5,133.27 | 53.918.65 -51,214 52 -23.7% $2,579.63
Fentanyl - {
Duragesic $2,524,675.94 | $3,455,537.18 $930,861.24 36.9% $2,759,4592.92
Fentanyl - Actig 3115.809.07 $248,708.85 £132,899.78 114.8% 3315,720.69
Fentanyl - other $2,005.07 $17.91 -51.987.16 -99.1% 30
Hydromorphone 57254278 394 327 27 $21,784.49 30.0% 550.979.33
Levorphanol £0.00 F374.78 $3ra.78 100.0% 357273
Meperidine 568,596.49 371.721.64 53,125.15 4 6% 347,900,119
Meperidines
Promethazine $580.30 $907.54 $327.24 56.4% $583.12
Methadone 550,563.02 373,141.47 $22,578.45 44.7% 361,564 .51
Morphine 1R 5168.191.51 5115916.02 -$52,275.49 -31.1% 552,711.80
Morphine - M5
Contin & generics 3754 552.76 $775,332.12 $20,779.36 2.8% $467,719.71
Morphine - Kadian $114,852.51 $183.010.54 $68,158.00 59.3% $176.034.99
Morphine - Avinza 363.13 $36,504.81 $36,441.68 | 57724.8% $100,736.99
Oxycodone IR $171,946.39 519386010 $21,913.71 12.7% 164 361.64
Oxycodone -
Dy Contin $3.568,643.23 34,712920.51 | 51,144 277.28 321% 53,784,573.21 |
Oxycodona/APAP 342487521 5570,807 68 145,932 47 34.3% F548,712.40 |
Oxycodone/ASA 516.659.78 $19,945.21 $3,285.43 19.7% $17,504.20 |
| Oxymorphone 30.00 38,478.50 $8,478.50 100.0% 37,182.75
Propoxyphenes 537.990.12 $49,109.70 511,119.58 20.3% $33,130.34
Propoxyphens/ASA/
| Caffeine 510,323.82 £13,042 51 32,718.69 26.3% 38,684.62
Propoxyphens!
APAP $579.070.22 3465,033.92 -5114,036.30 -18.7% 5295,287.24
i Sufentanil $98.00 5841.30 3743.30 758.5% 320015
! Tramadal $1,396,904.82 3450,250.97 -50946,653.85 -67.8% 5191.466.00
Tramadol/ APAP $203,854.37 3430,853.01 $136,988 .64 46.6% 5332,576.14
Buprenorphine $293.00 5514 .19 $221.19 75.5% B0.00
Buprenorphine!
Maloxone 30.00 571.50 571.50 100.0% 326937
| Butorphanol 515391222 $115.402.63 -338,509.59 -25.0% B57.109.31
| MNalbuphine 31044215 511,176.42 $734.24 7.0% £4.836.57
i._F’entazoc:inr;} 31.088.77 $1.0358.21 -350.56 -4:6% $721.30
Pentazacing/
Naloxone 396,973.75 591,269.84 -55,703.91 5.9% 562,991.83
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NARCOTIC ANALGESICS - DRUG UTILIZATION REVIEW
Oklahoma Medicaid - October 2004

Drug Category 2002 2,003 Eﬂcﬂgflrél%i ?ﬁgzh. zggg 1% % 2004
Pentazocine/APAP $17,491.88 519,000.49 $1,508.61 8.6% $12,134.81
Hydrocodone/APAP 32,132,242 27 $2,231,0962.35 $09,720.08 4.7% 51,3680,711.17
Hydrocodone!

Ibuprofen 5134,773.48 $120,018.15 -514,755.33 -10.9% $88,138.33
Totals $13,385,634.00 $15,005,234.51 | $1,619,600.51 12.1% 311'315'335'12.
summary Table:

Year Claims Units Days Clients Amount Paid
2002 330,247 21,513,943 4,646,836 81,124 $13,385,634.00
2003 320,127 21,811,137 4,762,310 84,508 515,005,234 51
"% Change 31% 1.4% 2.5% 4.2% 12.1%
| 2002 to 2003
|[_1§t Yz 2004 277,538 17,347,221 3,807,661 87,981 $11,315,335.14 |
Year $/Day | $/Unit | $/Client
2002 52.88 | 30.62 | 5165.00
2003 5315 | 3069 | 5177.56
| % Change 9.4% | 10.6% 7.6%
1 2002 to 2003
117 2004 $52.97 | 3065 5128.8_I=

Claims by age & gender, 2003;

Recommendations:

MNone at this time,

| Age Female Male Total %
[0to9 4,366 5,179 9,545 11.3%
[10to 19 9,455 6,325 15,780 18.7%
[ 20to 34 14,244 1,685 15,929 18.8%
(351049 7,849 3.946 11,795 14.0%
[ 50 to 64 7,166 3,510 10.676 12.6%
65 to 79 8,712 3,122 11,834 14.0%
80 to 94 6,856 1,366 8,222 9.7%
95 and over 650 75 725 0.9%
| 2003 Total 59,298 25,208 84,506 | 100.0%
Claims per client, 2003;

# Of # Of % Of

Claims Clients | Clients

i 1to 5 67,649 80

| Bto10 8,439 10

11to 15 5,032 6

161020 1,700 2

20 + | 1,686 2
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Rheumatoid Arthritis 48

Oklahoma Medicaid
October 2004

Introduction

Rheumatoid arthritis (RA) is an autoimmune disorder of unknown etiology. Other factors
that are involved in RA are environmental influences, genetic markers, tumor-necrosis
factor-alpha, interleukin-1, interleukin-6, growth factors and inflamed synovium. Classic
symptoms include joint swelling and erythema, stiffness, warmth, and pain. Others
include limitation in range of motion, fever, weight loss, anemia, fatigue, rheumatoid
nodules, vasculitis, pulmonary fibrosis, ocular disease and pericarditis. RA affects
women mare than men g3:1 ). It affects 1% of the population which is approximately 2.5
million adult Americans.

Lab Abnormalities
« MNormochromic, normocytic anemia — seen in approximately haif of the patients
e Elevated ESR (Erythrocyte sedimentation rate) — seen in 85-95% of patients
= WBC in synovial fluid
« RF (Rheumatoid factor) — present in 60-70% of patients
« Elevated C-reactive protein
« Decrease in serum albumin

Goals of Therapy
« Control disease activity
+ Alleviate pain
« Maintain function for essential activities of daily living
* |ncrease quality of life
= Slow rate of joint damage
« [nduce complete remission

Nonpharmacologic Management
Includes physical therapy, adequate rest, occupational therapy, patient education,
supportive services (i.e. Arthritis Foundation)

Pharmacologic Therapy
1. Salicylates or NSAIDS
2. DMARD (Disease modifying anti-rheumatic drugs)
3. Corticosternids
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Diagnosis
According to the American College of Rheumatology (ACR), the diagnosis of RA

requires confirmation of at least four of the following criteria;

1.

2

Marning stiffness lasting at least one hour before maximal improvement, for at
least 6 consecutive weeks.

Soft tissue swelling or effusion, observed by a physician, in at least three of the
following joint areas (right or left): proximal interphalangeal (PIP),
metacarpophalangeal (MCP), wrist, elbow, knee, ankle, or metatarsophalangeal
(MTP) joints, for at least 6 consecutive weeks.

Swelling or effusion, observed by a physician, in the proximal interphalangeal,
metacarpophalangeal, or wrist joints, for at least 6 consecutive weeks,
Symmetrical {right and left sides) swelling or fluid in the joints mentioned in point
2, observed by a physician, for at least 6 consecutive weeks.

Subcutaneous nodules over bony prominences or extensor surfaces, or in juxta-
articular regions, aobsarved by a physician.

Demonstration of serum rheumatoid factor (RF) detected by any method that has
been positive in less than 5% of control subjects.

Radiographic evidence in the hands or wrists of articular erosions or osteopenia
in or around the affected joints
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Trend in DMARDs Utilization

Fiscal Year 2003 Fiscal Year 2004 Percent Change
Total Claims 7,793 8,306 6.12%
Plaguenil 2084 2386 12.66%
Azulfidine 1103 1126 2.04%
Rheumatrax 13 5 -160%
Ridaura B2 48 ~29.17%
Gold salts a 2 =300%
Imuran 1301 1146 -13.53%
Meoral 1377 1076 -27.97%
Cupriming 51 39 =30%
Arava 668 587 -13.8%
Enbrel 752 1264 40.51%
Femicade 4 24 83.33%
Remicade OP 147 a7 -157.89%
Kineret 165 138 19.57%
Humira 63 408 84.56%

Fiscal Year 2003 Fiscal Year 2004 Percent Change
Total Cost $2,387,7317.13 $3,421,165.18 30.22%
Plaguenil 353 672.03 $49,961.74 T.43%,
Azulfidine $27,111.80 $25,115.85 _7.85%,
Rheumatrex 5571.09 $91.55 -523%
Ridaura $10,833.49 39,155.79 -18.32%
Gold salts 322805 3267.59 14.78%
Imuran 398 894 .61 573,653.13 A4 27%,
Meoral 54465,151 .99 3350.626.75 27.24%
Cuprimina $4.03513 $3,913.19 ~3.12%,
Arava 32197323 327465965 20%
Enbrel 387455721 $1.587.017.76 44 2%
Remicade 52435927 350,208.08 52.15%
Remicade OP $339,892.99 3182 676.44 -B5.06%
Kinerat 3202,304.95 3169,449.76 -19,39%
Hurmira 58497221 564, 3667 86.8%




Fiscal Year 2003 Fiscal Year 2004 Percent Change
Cost Per Claim $306.23 $411.89 25.65%
Plaquenil $25.75 $20.94 -22.97%
Azulfidine 524 58 $22.31 -10.17%
Rheumatrex 543.93 $18.31 -139.92%
Ridaura $174.73 £190.75 8.40%
Gold salts $28.51 $97.98 70.90%
Imuran $76.01 $64.27 -18.26%
MNeoral 5324 5325.86 0.57%
Cuprimine 379.12 3100.34 21.15%
Arava £328 94 S467.90 28.70%
Enbrel $1162.97 $1255.55 7.73%
Remicade LE089 82 F2120.21 “187.23%
Remicade OP $2312.19 $3204.85 27.85%
Kineret $1226.09 $1227.90 0.15%
Hurmira $1348.77 $1577.62 14.51%
Comparison of Biologic DMARDs
FYO03
Drug | Clients | Claims | Cost($) | Cost/Claim | Claim/Client | Days/Claim  Units/Day
$
| Enbrel 179 752 874,557.21 11532:.'9? 5 28 0.3
Remicade 1 4 24,359.27 £0A3 82 4 1 16
S .
Remicade 28 147 339,892 .99 231219 G MY [T
__(oP)
Kineret 48 165 202,304.95 1,226.09 4 30 1.2
Humira 23 63 84.972 21 1,348.77 3 27 0.06
FYDd —— ! P — i - —————— -
l Drug Clients | Claims | Cost ($) | Cost/Claim | Claim/Client | Days/Claim | Units/Day
3
' Enbrel 191 1,264 | 1,587.017.76 | 1"'2{5"5].!55 j 7 28 0.30
' Remicade 11 24 50,308 98 212021 | 3 16 096 |
P
- Remicade 19 57 182,676.44 3204.85 3 N/A N/
___(OP) _ .
| Kineret 19 138 160,449.76 1227.90 8 29 0.82
| Humira 82 408 643,667 1577 .62 5 28 0.10
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Number of Clients
&
o

Age and Sex of Clients Utilizing Biclogic DMARDs

N

10- 20- 34- 50- B64- 80-
19 34 449 54 74 G4

Age

@ Females @ NMales

Enbrel, 51%

Market Share FY04

Remicade, 9% —

——— Kinerat, 6%

Hurrira, 24%:

@ Remicada
@ Kineret

0O Humira

0 Enbrel
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Average cost of DMARD per week

700 |
6001~

5004

' 400
| Costiwk (§) -
I 3001

200 |
1001
| 0

Humira Humira Remicade Ramicade  Kinerat . Enkral
(qowk ) {gwk) {3mgfkg)™ (Smgfkg)*

DMARD

T = Evary othar week dosing
** = Based on a T0kg (154/b) parson and rounding up to next wholea vial

Management of Rheumatoid Arthritis (Guidelines based on ACR 2002
update) *

Establish diagnosis early
Document baseline disease activity
Estimate prognosis
Initiate therapy
- Begin patient education
- Start DMARD therapy within 3 months
- Consider NSAID
- Consider local or low-dose systemic corticosteroid
- Start physical/occupational therapy
+ [finadequate response (ongoing active disease after 3 months of maximal
therapy), then:
- Change or add DMARD
- If no previous MTX treatment:
o Start MTX or
« Other monotherapy or
« Combination therapy
- If suboptimal response to MTX:
« Combination therapy or
= Other monotherapy or

& & @ @
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+ Biologic DMARDS (either monctherapy or
combination)
- If failure of DMARDS and patient has symptomatic or
structural joint damage, then consider surgery.

New First Line Regimen Approved

On September 30, 2004 the FDA approved an expanded label for REMICADE®
(infliximab) in combination with methotrexate, as a first line regimen to treat
patients with moderate to severe RA. The expanded label eliminates the
requirement that patients must fail to respond to methotrexate, the current
standard of treatment for RA, before starting on the REMICADE regimen. °

Active Controlled Study of Patients Receiving Infliximab for Treatment of
Rheumatoid Arthritis of Early Onset: The ASPIRE Trial °

« Design: randomized, double blind, active control study

e Setting: 125 centers in North America and Europe

e Duration: 54 weeks

« Participants: 1,049 patients with early RA (<3year duration) randomized to
received methotrexate and either placebo, 3mg/kg of REMICADE or
6mg/kg of REMICADE at weeks 0, 2 and 6 and then every eight weeks
thereafter

« Primary endpoints; improvement of signs and symptoms, progression of
structural damage and improvement in physical function

+ Results: The mean change from baseline in erosion score for the
combined REMICADE group at week 54 was —0.75 (improvement),
whereas the mean change for the placebo group was 3.57 (worsening)
(p=0.001).

Recommendation

With Remicade recently being approved as a first line agent with Methotrexate
and looking at the average cost per week of each DMARD (which are
approximately equivalent), the college of pharmacy recommends continued
monitoring at this time.

References:

' American College of Rheumatology. Available on the internet at:

htto/waew rheumatology. org/publicfactshestsira.aspPaud=stu

*O'Dell JR, Drug Therapy: Therapeutic Strategies for Rheumatoid Arthritis. N Engl J Med.,
350(25):2591-2602, 2004 June 17

? Shargel: Comprehensive Pharmacy Review., 5™ ed. Copyright @ 2004 Lippincott Williams and
Wilkins

' American College of Rheumatology. Arthritis and Rheumatism. 46(2); 328-346, 2002 Fabruary
Y52 PRT Committee. Available on the internet at:
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FDA Issues Public Health Advisory on Vioxx as its Manufacturer Voluntarily Recalls the... Page | of 2

FDA U.S. Food and Drug Administration <€ i

Humsn Services

FOA Home Page | Search FDA Site | FDA A-Z Index | Contact FOA

FDA News
FOR IMMEDIATE RELEASE

PO4-95 Madia Ingquirias: 301-827-6242
September 30, 2004 Consumear Inquiries: 888-INFO-FDA,

FDA Issues Public Health Advisory on Vioxx as its Manufacturer
Voluntarily Withdraws the Product

The Food and Drug Administration (FDA) today acknowledged the voluntary withdrawal
from the market of Vioxx (chemical name rofecoxib), a non-stercidal anti-inflammatory drug
(M3AID) manufactured by Mearck & Co, FDA today also issued a Public Health Advisory to
inform patients of this action and to advize them to consult with a physician about
alternative madications.

Merck is withdrawing Vioxx from the market after the data safety monitoring board
oversesing a long-term study of the drug recommended that the study be halted because of
an incraasead risk of serious cardiovascular events, including heart attacks and strokas,
among study patients taking Vioxx compared to patients receiving placeba. The study was
being done in patients at risk of develaping recurrent colon polyps.

"Merck did tha right thing by promptly reporting thess findings to FDA and voluntarily
withdrawing the product from the market." said Acting FOA Commissioner Dr. Lestar M,
Crawford, "Although the risk that an individual patient would have a heart attack or stroke
related to Vioxx is very small, the study that was halted suggests that, overall, patients
taking the drug chronically face twice the risk of a heart attack compared to patients
receiving a placebo.”

Dr. Crawford added that FDA will closely monitor other drugs in this class for similar side
effects. "All of the NSAID drugs have risks when taken chronically, espeacially of
gastrointestinal bleeding, but also liver and kidney toxicity. They should only be used
continuously undar the supervision of a physician.”

FDA approved Vioxx in 1999 for the reduction of pain and inflammation caused by
osteocarthritis, as well as for acute pain in adults and for the treatment of menstrual pain. It
was the second of a new kind of NSAID (Cox-2 selective) aporoved by FDA. Subsequently,
FOA approved Viaxx to treat the signs and symptoms of rheumatoid arthritis in adults and
children.

Al the time that Vioxx and other Cox-2 selective NSA|Ds were approved, it was hoped that
thay would have a lower risk of gastrointestinal ulcers and blaeding than other NSAIDs
[such as ibuprofen and naproxen). Vioxx is the only MNSAID demonstratad to have a lower
rate of thesa side effects.

Merck contacted FDA an September 27, 2004, to request a meeting and to advise the
agarnicy that the long-term study of Vioxx in patients at increased risk of colon polyps had
been halted, Merck and FDA officials mat the naxt day, Septamber 28, and during that
meaeating the company infermed FDA of its decision to remove Viexx from the marksat
voluntanly,

http:/fwww. fda.govibbs/topics/mews/2004/NEW01 122 html 10/04/2004



FDA Issues Public Health Advisory on Vioxx as its Manufacturer Voluntarily Recalls the... Page 2 of2

In June 2000, Merck submitted to FDA a safety study called VIGOR (Vioxx Gastrointestinal

Outcomes Research) that found an Increased risk of serious cardiovascular events,

including heart attacks and strokes, in patients taking Vioxx compared to patiants taking 55
naproxen. After reviewing the results of the VIGOR study and other available data from

controlled clinical trials, FDA cansulted with its Arthritis Advisory Committee in February

2001 regarding the clinical interpretation of this new safety information. In April 2002, FDA

implemantad labeling changes to reflect the findings from the VIGOR study. The labeling

changes included information about the increase in risk of cardiovascular events, including

heart attack and stroke,

Racently other studies in patients taking Vioxx have also suggested an increased risk of
cardiovascular events. FDA was in the process of carefully reviewing these results, to
determine whether further labeling changes were warranted, when Merck informed the
agency of the resuits of the new trial and its decision to withdraw Vioxx from the market.

Additional information about this withdrawal of Vioxx, as well as questions and answers for
patients, is available online at hitp://'www fda.gov/cder/drug/infopage/viexx/default.him.

Rt

FOA Public Health Advisory
Questions and Answers
Merck & Co. Press Releasa

Media Contacts | FDA Mews Pags
FDA Home Page | Search FOA Site | FDA A-Z2 Index | Contact FDA | Privacy | Accessibility

FDA Website Managemant Staff

http:/fwww. fda.govibbs/topics/news/ 2004/ NEW0 | 122, html 100420004



Drug Abuse Warning NMetwork

The DAWN Report

JULY 2004

Oxycodone, Hydrocodone, and Polydrug Use, 2002

In Brief

[n tecent years, the abuse of opioid pain relievers’ has
been recognized as a serious and growing public health
prablem.2¥ Recent estimates from the Drug Abuse
Warning Netwark (DAWN) showed that drug abuse-
related emergency department (ED) visits involving opioid
pain relievers have been increasing since 1994 Two of these
pain relievers, oxyeodone and hydrocodonet account for a
substantial proportion of the increase {Figure 1],

B [n 2002, opiead pain relievers accounted for more than
119,000 ED mentions, or 10 percent of all the drug
mentions in drug abuse-related ED visits. Oxycodone
and hydrocodone were the most [requently named
pain relievers, accounting for 40 percent (47,594
mentions) af the opioid pain relievers involved in
these ED visits,

B Approximately three-quarters of ED visits involving
oxyeadone and hydrocodone involved additional
drugs {71% and 78%, respectively), while only 54
percent of all deug abuse-related visits involved
multple drugs.

® The most frequent substances found in combination
with oxycodone and hydrocodone in drug abuse-
related ED visits were alcohol, benzodiazepines, other
opioid pain relievers, and cocaine.

Introduction

In recent years, the abuse of opioid pain relievers has
been recognized as a serious and growing public health
problem.’

DAWN is a national public health surveillance system
that monitors drug abuse-related ED visits, It collects
data on all drugs involved in such visits and is useful
for tracking trends in the consequences of drug abuse
involving drugs such as opioid pain relicvers,

This report focuses on drug abuse-related ED visits
involving 2 frequently reported opioid pain relievers—
oxycodone and hydrocodone. These drugs are marketed
under many brand names, including Vicodin®,
OyContin®, and Percocet®, Some formulations
contain a single active ingredient (e.g., OxyContin®

FIGURE 1

Trends in drug abuse-related ED visits involving hydrocodone and
oxycodone, coterminous U.S., 1994-2002
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contains only oxyeadone), while others contain the
opioid in combination with acetaminophen, aspirin, or
ibuprofen {e.g., Vicedin® contains both hydrocodone
and acetaminophen). ED visits involving both single-
ingredient and combination formulations are included
in this analysis.

Opioid Pain Relievers in ED Visits
Related to Drug Abuse

FIGURE 2
Mentions of opioid pain relievers,
by specific drug, 2002

In 2002, apioid pain celievers accounted for more
than 119,000 ED mentions, or 10 percent of all drug
mentions in drug abuse-related ED visits, Opioid pain
relievers were as frequent as herein or marijuana in
ED visits related to drug abuse, but less frequent than
cocaine or alcohol.

More than one-third (35%) of ED mentions of opioid
pamn relievers were not identified by name (Figure 2).

OF those that were named, oxycodone (19% of opioid
pain reliever mentions) and hydrocodone (21%) were
the most frequent, Other opioid pain relievers, such as
morphing, occurred much less frequently,

Trends in Oxycodone and
Hydrocodone in ED Visits: 1984-2002
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FIGURE 3

Mumber of drugs involved in
oxycodone- and hydrocodone-
related ED visits: 2002

Between 1994 and 2002, mentions of oxycodone and
hydrocadone increased in ED visits related to drug
abuse (Figure 1).

In 1994, ED mentions of oxycodone numbered about
4,000 nationally, By 2002, ED mentions of oxycodone
had increased to more than 22,000 mentions—an
increase of 450 percent.

[ 1994, ED mentions of hydrocodone were more

than twice as frequent as oxyeodone, but that gap has
narrowed. By 2002, ED mentions of hydrocodone had
risen by 170 pereent, from about 9,300 10 1994 1o more
than 25,000 in 2002.

Polydrug Use

[ 2002, more than hall [34%) of drug abuse-related
ED visils involved miultiple deugs. Owvera third {56%)
imvilved 2 drugs; 13 percent involved 3 drugs; and the
remaining 6 percent involvad 4 or 5 drugs. Alcohol was
involved in nearly a thicd (3190 of drug abuse-related
ELY visits,

Hydrocodone
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Polydrug use was even mare
prevalent among the ED visits
invalving oxyeodone and
hydrocodene. In 2002, 71 percent of
oxycodone-related ED wisits and 78
percent of hydrocodone-related ED
wvisits invalved multiple drugs.

However, oxycodone and
hydrocodone appeared to have
different polydrug patterns

(Figure 3}, For oxycodone, single-
drug visits were the most frequent
[ 29%, of 20,748 wvisits), with 2- or
3-drug visits occurring in similar
numbers (hetween 5,000 and 8,004
visits), For hydrocodone, 2-drug
visits were most frequent (33%

of 25,109 visits), with fewer visits
involving 3 or 4 drugs. The numbers
of 3-drug visits were similar for
oxyeodone and hydrocodone (6%
and 4%, respectively).

Drugs Used in
Combination With
Oxycodone and
Hydrocodone

More than 200 different drugs were
reported to DAWN in combination
with oxyeodone and hydrocodone,
Major substances of abuse,
benzodiazepines,” other apioid pain
relievers, and a muscle relaxant were
the most frequent co-occurring drugs
in oxycodone- and hydrocodone-
related ED visies {Table 10

Mare than 40 percent of oxycodone-
and hydrocodone-related ED visits
also imvalved a major substance of
abuse. Alcohol was the most frequent
of these, followed by cocaine, heroin,
and marpuana. About one-fifth of
oxyveodane visits and a quarter of
hydrocodone visits also tmalved o
benzadinzepine. The mest [reguent
benzodinzepines were ulprazolam,
diazepam, and clanazepan,

More than 3,500 ED) visits involving
osveadone ar hydrocedone also

involved another opioid pain
reliever. About 3,000 of these visits
invalved both oxycodone and
hydrocodone. Among the ather
opioid pain relievers, methadone
appeared in about 5 percent of visits
involving oxycodone.

Carisoprodal, which is used
therapeutically as a muscle relaxant,
was present in 4 percent of ED
visits invelving oxycodone and in

8 percent of ED visits involving
hydrocodone.

! TABLE 1

Drugs in combination with oxycodone and
hydrocodone, drug abuse-related ED visits, 2002 |

Dxycodana Hydrocodone

Tatal visits

Mumber of drugs in visil

2078 \0% 29008 (100

Single-drug visits

5518 {29%) 5433 (22%)

Ml_ll_uulg-dtug \-:rs_ns___ 14,830 {71%] 19,671 {78%] -
| = igmm 5450 (2% RIS (3%
© 3dugs 4980 (2% BT |24%)
4 rugs - 3220 |18%) 4432 [13%)
3 drugs 1,158 15%| ant {a%}

Drugs in combinations

Other opiaid analgesic

3785 (1% 3562 (V4%

peycodong

1048 [12%

hydrpcaodang

1048 [15%)

Mayor substances of abuse

3128 (%) 10,735 143%)

alcohnl BAIY (33 1,884 (31%)
cocans o 1 (7R 228 (%)
herain L6 (B% W (4%
marijiana 1,545 [T%] 1,294 (5%
— — |
Ranzodiazapines 4% % BAM (2%
alprazalam 1518 7% 3041 {12%)
dazepam 1417 (5% 1528 (7% |
clonazapam 3EDL 14%] 941 (4%}
ernamed banzadiaiepine 4B (2%} 350 12%} |
Infa.:epan: 450 2% 503 12%) !

| SOURCE. Offco cf Apghed Studies, SAMASA, Drug Abite Waming detwork, 2002 (037003 updars)
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End Notes

I Opiowd pain relievers are synthetic medications with effects
similar to substances derived from opinm. This publication
focuses on 2o oxycodene and hydeocodone.

* The Substance Abuse and Mental Health Services
Administration {SAMHSA) has launched an educational
campaign to combat presceiption drug misuse and abuse.
For more information, go o hitpd/fwww. e samhsagov,

3 For information on the prevalence of prescription drug
misuse nationally, see Substance Abuse and Mental Health
Services Administration, Office of Applied Stadies. The
NHSIA Report: Nonmedical Use of Presceiplion-Type Dirugs
eeprecresy Yourths sl Yororg Adudes. Rockyville, MD. January
16, 2003, http:ffwwwoms sambsa,govf 2k prescriptiond
prescription.cfm.

T LIAWN refers to each drug in terms of its gendéric name, as
drugs are available under maoy different brand names.

F0n August &, 2003, the 108th Congress convened a hearing
before the Senate Comumittes on Governmental Affars on
the subject of “Legal Dirugs, Tlegal Purposes: The Escalating
Abuse of Prescription Medications.” For a transcript of the
hearing see http:/fwww.gpoaccess.gov/chearingsfindex.htmb

b A "mention” is the unit of measurement for individual drug
reports. For example, an ED visit that involved the use
of both hydrocodone and oxycodone would have 2 Mdrog
mentions.” In DAWN, up to 4 drugs plus aleohol can be
reported for a single ED visin,

! Benzodiazepings are prescription drogs wsed to treat anxiety,
insomnia, and seizures,

%, LS. DEPARTMENT OF HEALTH & HUMAN SERVICES

About DAWN

Thie Drug Abuse Warning Metwaork (DAWRN) is & natonal
surveillance system that collects data on drug abusa-
related visits to emergency departments (EDs) and drug
ahuge-related deaths reviewed by medical examinars and
caroners, Data on ED wisits ara collected from a national
probability sample of non-Federal, short-stay hospitals, with
avarsampling i 21 major metropoiitan areas, Data from tha
sampie are used t0 gensrate estimatas for the coterminous
L5 and the 21 metropolitan areas

ED visits are raportable to DAWR i a patient hetween the
ages of 6 and 97 was treated for a condition associated
with intantional drisg abuse, moluding recreational use,
dependence, or suicede attampt. Visits involving chronic
health conditions resulting from drug abuse are reportable,
Abuse of prascription and ovar-the-counter medications s
raportable. Adverse reactions associated with appropriate
use of these drugs and accidental ingastion or inhalation of
any drug are not raportable.
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.5, Food and Drug Adminkscratiion

FDA Talk Paper

FDA Talk Papers are prepared by the Press Office to guide FDA personnel in
responding with consistency and accuracy to questions from the public on
subjects of current interest. Talk Papers are subject to change as more information
becomes available.

T02-38 Media Inquiries: 301-827-6242
October 8, 2002 Consumer Inquiries: 888-INFO-FDA

SUBUTEX AND SUBOXONE APPROVED TO TREAT
OPIATE DEPENDENCE

The Food and Drug Administration (FDA) announced the approval of Subutex
(buprenorphine hydrochloride) and Suboxone tablets (buprenorphine hydrochloride and
naloxone hydrochloride) for the treatment of opiate dependence. Subutex and Suboxone
treat opiate addiction by preventing symptoms of withdrawal from heroin and other
opiates.

These products represent two new formulations of buprenorphine. The first of these
formulations, Subutex, contains only buprenorphine and is intended for use at the
beginning of treatment for drug abuse. The other, Suboxone, contains both buprenorphine
and the opiate antagonist naloxone, and is intended to be the formulation used in
maintenance treatment of opiate addiction. Naloxone has been added to Suboxone to
guard against intravenous abuse of buprenorphine by individuals physically dependent on
opiates. Both drugs are supplied in 2 mg and 8 mg tablets which are placed under the
tongue and must be allowed to dissolve,

Subutex and Suboxone have been studied in over 2,000 patients and shown to be safe
and effective treatments for opiate dependence. Side effects most commonly seen with
the use of both drugs include cold or flu-like symptoms, headaches, sweating, sleeping
difficulties, nausea, and mood swings. These effects usually peak in the beginning of
treatment with Subutex or Suboxone and may last a number a weeks. Clinical data
indicate that the risk of serious diminished breathing may be less with buprenorphine than
other opioids when used in high doses or in overdose situations. Nonetheless,
buprenorphine has been associated with deaths due to diminished breathing, especially
when used in combination with alcohol or other Central Nervous System (CNS)
depressant drugs, according to reports from France where it has been available for
several years.

Based on the potential for abuse of Subutex and Suboxone, FDA and its parent

Department of Health and Human Services recommended that the Drug Enforcement
Administration (DEA) place the active ingredient, buprenorphine, in Schedule Il under the

http:/fwww, fda: govibbs/topics/ ANSWERS/2002/ANSD ] 165 html 09/28/2004
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Controlled Substances Act (CSA). Buprenorphine is considered to have less risk for
causing psychological and or physical dependence than the drugs in Schedule |l such as
morphine, oxycodone, fentanyl, or methadone.

Subutex and Suboxone are the first narcotic drugs available for the treatment of opiate
dependence that can be prescribed in an office setting under the Drug Addiction
Treatment Act (DATA) of 2000. Until recently, opiate dependence treatments in Schedule
II, like methadone, could be dispensed in a very limited number of clinics that specialize in
addiction treatment. As a consequence, there have not been enough addiction treatment
centers to accommodate all patients desiring therapy. Under this new law, medications for
the treatment of opiate dependence that are subject to less restrictive controls than those
of Schedule Il can be prescribed in a doctor's office by specially trained physicians. This
change is expected to provide patients greater access to needed treatment.

The sponsor, in collaboration with the FDA and with input from other Health and Human
Services agencies, has developed a comprehensive risk management program designed
to deter abuse and diversion from its legitimate use in patients and physicians regarding
proper use of these drugs, close monitoring of drug distribution channels, and child
resistant packaging.

In addition, the provisions of the DATA include limits on the number of patients individual
physicians are allowed to treat and special DEA registration for the use of this drug, thus
praviding additional safeguards as this drug enters the office-based treatment setting.
The risk management program also provides for active and passive surveillance to
identify if and when the drugs are being abused. The surveillance will include interviews
with substance abusers, monitoring local drug markets, data collection, and the
monitoring of adverse event reports. Reports of the results of these surveillance efforts
will enable FDA to identify untoward effects from the availability of buprenorphine and, if
indicated, to take appropriate actions to protect the public health.
Subutex and Suboxone are manufactured by Reckitt Benckiser Pharmaceuticals.

et

Additional Information on Subutex and Suboxone

Media Contacts | FDA News Page | FDA Home Page

Office of Public Affairs
Web page created by tg 2002-0CT-08

http://www, tda. gov/bbs/topics! ANSWERS/2002/ANSO1 165 html 09/28/2004
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T4-40 Media Inquiries; 301-827-8242
September 24, 2004 Consumar Inguires: BES-INFO-FDA

FDA Approves New Extended Release Pain Medication:
Agency Works with Sponsor to Develop an Effective Plan to Reduce Inappropriate
Use

The Food and Drug Administration (FDA) announced today the approval of Palladone
(hydromorphone hydrochloride) capsules for the management of persistent moderate o
severa pain in patients requiring continuous around-the-clock opioid pain relief for an
axtended period of time.

Palladone is an extended-release formulation that comes in 12, 16, 24, and 32 milligram
(mg.) capsules. This drug should only be used in patients who are already receiving opicid
therapy and who require a total daily dose of at least 12 mg. of oral hydromorphone or its
aquivalant, Palladone offers a therapeutic choice for opioid-tolerant patients who might
otherwise be candidates for other opioids and who do not achieve satisfactory therapeutic
rasults with thase other products.

The active ingredient in Palladone, hydromorphone, is currently a Scheduled I controlled
substance, which is the highest leval of control for drugs with a recognized medical use.
Based on the risks associated with the drug, including the potential for abuse of Palladone,
EDA has worked with the sponsor to develop a comprehensive risk management pragram
(RMP).

The RMP was designed with three potential risk situations identified. These are the risks
posed by improper dosing, indication, or patient selection; the risk posed by accidental
pediatric exposure to the drug; and the risk posed by abuse or diversion of Palladona
Capsules.

As @ controlled substance in Schadule 1l of the Controlled Substances Act (CSA),
Palladone also comes under the jurisdiction of the Drug Enforcement Administration (DEA),
which administers the CSA. Schedule |l drugs are subjact to manufacturing quotas set by
DEA with input on medical need from FDA, distribution tracking, import and expaort confrols,
registration of prascribers and dispensers, and written prascriptions withaut refills.

Ir addition to the protection afforded patients through the status of Palladone as a
cantrolled substance, the RMP includes provisions for clear and appropriate labeling, and
apprapniate education of healthcare prefessionals, patients, and caregivers. In addition, tha
sponsor has committed to offer appropriate training to sales representatives. To guard
against the inappropriate use of the drug, the RMP also establishes a multifaceted program
for monitaring and survaillance of abuse. If abuse, misuse, and diversion occur tha program
includes an array of interventions.

As part of the RMP, a Medication Guide (FDA-approved patient information which is
raquired to be dispensed with each prescription) has been written for patients prescribed
Palladone. FDA requires a Medication Guide anly when ong or mare of the following
circumstances exists: (1) the drug is one far which patient labeling could help pravent

http:/fwww.fda.covibbs/topics/ ANSWERS/2004/ ANS0131 5. html (0928/2004
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serious adverse effects; (2) the drug is one that has serious risks of which patients should

be made aware because information concerning the risks could affect patients' decision to

use, or continue to use the drug; and (3} the drug is important to health and patient 66
adherence to directions for use is crucial to the drug's effectivensss, In addition, the

physician labeling for Palladone contains a "black box" warning.

FDA is also part of a larger initiative to reduce diversion and abuse of prescription drugs.
On March 1, 2004, the Office of National Drug Cantrol Policy was joined by the Surgeon
General, the DEA Administrator, and the FDA Commissioner to announce the National
Drug Confrol Strategy . The strategy emphasized new collaborative efforts at the federal,
state, and local levels to prevent and reduce diversion and abuse of prescription drugs.
This strategy focused on three core tactics: (1) Business Outreach and Consumer
Protection, (2) Investigation and Enforcement, and (3) Protecting Safe and Effective Use of
Medications. During the approval process for Palladone, FDA incorporated many of the
elements of this strategy as exhibited by inclusion of the “black box" warnings on the
labeling, the Medication Guide, and the implementation of a RMP.

In addition to the potential for abuse and addiction, respiratory depression is the chief
potential risk assaciated with Palladone, if not properly dosed. Respiratory depression is
manifested by a reduced urge to breathe and a decreased rate of respiration, ofien referred
to as “shallow” breathing, and can result in severe effacts or fatalities, The risk of
respiratory depression is greater in patients not used to taking opiates, and in elderly or
debilitated patients.

Palladone must be swallowed whole because chewing, dissolving, or crushing the contents
of the capsules leads to the rapid absorption of a potentially fatal dose.

Other commaon side effects include nausea, vomiting, dry mouth, dizziness, urinary
ratention, and constipation.

Palladone is manufactured and distributed by Purdue Pharma L.P., located in Stamford,
Cann.

pHirertt
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FDA Home Page | Search FDA Site | FDA A-Z Index | Contact FDA | Privacy | Accassibility

FDA Website Management Staff
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Generic Meurontin Now Available

MIAMI, Sept. 30 /PRNewswire/ -- For the more than 4 million Neurontin® Capsule prescriptions
written in the United States, a low-cost alternative called |VAX Gabapentin Tablets is now
available,

I\VAX Gabapentin Tablets is the first available FDA-approved generic that contains the same
chernical ingredient as Pfizer's Neurontin® Capsules, an epilepsy drug whose U.S. sales reached
$2.4 billion in 2003.

IVAX 100 mg, 300 mg and 400 mg Gabapentin Tablets are available through pharmacies
nationwide. Neurontin® Capsule prescription holders should ask their health care professionals
abaut switching to IVAX Gabapentin Tablets.

“Neurontin® Capsule prescription holders may save money by switching to IVAX Gabapentin
Tablets," said |VAX President and CEO, Dr. Rafick Henein. "The savings are in the form of lower
co-payments for the 80 percent or more whose prescriptions could be coveraed by their health
insurance, and even greater savings are possible for those who pay cash because they do not
have insurance.”

Alfonso Malina, a pharmacist with Walgreens, said. "For more than 20 years, generic
pharmaceuticals have been used by millions of people as an affective, affordable alternative o
brand-name pharmaceuticals. Generic drugs are strictly regulated by the FDA and deliver tha
same medication as brand-name pharmaceuticals.”

Eor more information about |VAX Gabapentin Tablets and full prescribing information, visit
hito:/lwww gabapentintablets.com or call 1-800-327-4114.

IWAX Gabapentin Tablets are manufactured and distributed by Miami-based |VAX
Pharmaceuticals, Inc., which discovers, develops, manufactures and markets both branded and
brand-equivalent (generic) pharmaceuticals in the United States and abroad.

Neurontin® is a registered trademark of Pfizer, Inc.

Source: IVAX Pharmaceuticals, Inc.
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September 28", 2004
Dear Pharmacy Provider,

Effective October 1*, 2004 Lexxel, Lotrel and Tarka will be available without prior
authorization due to supplemental drug rebate agreements with their manufacturers.

Effective October 11", 2004 SSRIs (Selective Serotonin Reuptake Inhibitors) will be added to
step therapy.

Step therapy’s goal 18 to optimize each client’s medical therapy with medication that best treats
the client’s condition given their unique health status and circumstances. Tier 1 medications are
preferred as the first step for treating a client’s health condition. They are cost effective and are
available without prior authorization from OHCA.

Providers who have clients with clinical exceptions may request a prior authorization to skip the
step therapy process and receive the Tier 2 drug immediately. Prior authorization forms can be
found on the OHCA website at:

http://www,ohca.state.ok.us/provider/billing/forms/pdflib’ HCA19 UnivPet03 pdf,

Clients who have been on a Tier 2 drug within 100 days of date of service will be
“grandfathered.” This allows a client to continue on a Tier 2 drug without a trial on a Tier |
drug.

Manufacturer’s of the drugs listed on Tier 2 did not sign a supplemental drug rebate agreement,

SSRIs (Selective Serotonin Reuptake lnﬁihit_prs) |

Tier 1 Tier 2 |
 Fluvoxamine (Luvox) Citalopram (Celexa)

Paroxetine (Paxil) Escitalopram (Lexapro)

Paroxetine (Paxil CR) Fluoxetine (Sarafem)

Paroxetine (Pexeva) Sertraline (Zoloft) .

Fluoxetine (Prozac)

Effective November 1%, 2004 a prior authorization will be required for brand name drugs that
have a state maximum allowable charge.

Thank you for your continued service to Oklahoma’s Medicaid clients,



