Drug Use Research & Management Program ea t

ore on State OHA Division of Medical Assistance Programs
UHIVERSITY 500 Summer Street NE, E35; Salem, OR 97301-1079

College of Pharmacy Phone 503-947-5220 | Fax 503-947-1119

Oregon Drug Use Review / Pharmacy & Therapeutics Committee
Thursday, August 30, 2012 1:00-4:00 PM
Clackamas Community Training Center
29353 SW Town Center Loop East
Wilsonville, OR 97070

MEETING AGENDA
NOTE: Any agenda items discussed by the DUR/P&T Committee may result in changes to
coverage, PDL composition, or utilization control recommendations to the OHA. Timing,
sequence and inclusion of agenda items presented to the Committee may change at the
discretion of the OHA, P&T Committee and staff.

I. CALL TO ORDER

a. Roll Call & Introductions B. Origer (Chair)
b. Conflict of Interest Declaration R. Citron (OSU)
c. Approval of Agenda and Minutes B. Origer (Chair)
II. DUR ACTIVITIES
a. CMS Annual Report R. Magrish (DMAP)
b. ProDUR Report R. Holsapple (HP)
c. RetroDUR Report T. Williams (OSU)
d. Quarterly Utilization Reports R. Citron (OSU)
e. Oregon State Drug Reviews K. Sentena (OSU)

1. Can The Diabetic War Be Fought By Aggressive Blood Pressure Control?

I1l. OLD BUSINESS

a. Oral Direct Factor X Inhibitors: Rivaroxaban (Xarelto®)* K. Sentena (OSU)
1. Proposed PA criteria update
2. Public Comment
3. Discussion of clinical recommendations to OHA

b. Targeted Immune Modulators* M. Herink (OSU)
1. Drug Use Evaluation
2. Proposed PA criteria update
3. Public Comment
4. Discussion of clinical recommendations to OHA

c. Antipsoriatics* M. Herink (OSU)
1. Proposed PA criteria update
2. Public Comment
3. Discussion of clinical recommendations to OHA

d. Fingolimod (Gilenya®)* M. Herink (OSU)
1. Proposed PA criteria update
2. Public Comment
3. Discussion of clinical recommendations to OHA

e. Erythropoiesis Stimulating Agents* M. Herink (OSU)
1. Proposed PA criteria update
2. Public Comment
3. Discussion of clinical recommendations to OHA

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)



IV. NEW BUSINESS

a. Inhaled Antibiotics and Dornase Alfa for Cystic Fibrosis* B. Fouts (OSU)
1. Abbreviated Class Review
2. Public Comment
3. Discussion of clinical recommendations to OHA

b. Ranolazine (Ranexa®)* B. Liang (OSU)
1. Abbreviated Drug Evaluation
2. Public Comment
3. Discussion of clinical recommendations to OHA

c. Diuretic Agents Class* B. Liang (OSU)
1. Abbreviated Class Review
2. Public comment
3. Discussion of clinical recommendations to OHA

d. Ophthalmics: Glaucoma Agents* M. Herink (OSU)

1. Abbreviated Class Update
2. Tafluprost (Zioptan®) New Drug Evaluation
3. Public Comment
4. Discussion of clinical recommendations to OHA
e. Vascular Endothelial Growth Factors (VEGF) Inhibitors* M. Herink (OSU)
1. Abbreviated Class Review
2. Public comment
3. Discussion of clinical recommendations to OHA

V. EXECUTIVE SESSION

VI. RECONVENE for PUBLIC RECOMMENDATIONS

VIl. ADJOURN

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)



Drug Use Research & Management Program ea t

ore on State OHA Division of Medical Assistance Programs
UHIVERSITY 500 Summer Street NE, E35; Salem, OR 97301-1079

College of Pharmacy Phone 503-947-5220 | Fax 503-947-1119

Oregon Drug Use Review / Pharmacy & Therapeutics Committee
Thursday, June 28, 2012 1:00-4:00 PM
Hewlett-Packard Building
4070 27th Ct SE
Salem, OR 97302

MEETING MINUTES

Members Present: Tracy Klein, PhD, FNP; William Origer, MD; David Pass, MD; James Slater, PharmD
Members Present by Phone: Andris Antoniskis, MD; Joshua Bishop, PharmD

Staff Present: Roger Citron, RPh; Megan Herink, PharmD, BCPS; Kathy Ketchum, RPh, MPA: HA,
Valerie Smith, Trevor Douglass, DC, MPH

Staff Present by Phone: Bing-Bing Liang, PharmD; Kathy Sentena, PharmD

Audience: Ann Neilson (Amgen); Vinson Lee (Amgen); Jamie Tobitt (Vertex); Paul Setlak (Abbott); Bob
Snediker (Janssen); Jamie Damm (Vertex); Jeff Gold; Jeana Colabianchi; Anne Marie Licos
(Medimmune); Bruce Smith; Cheryl Fletcher (Abbott); Mike Murphy (Abbott); Craig Black (Biogen ldec);
Diann Matthews (J&J); Brad (Elan); Steve Faloon (Otsuka); Amy Burns (OSU); Lauren Armijo (OSU);
Amanda Meeker (OSU); Chelsea Smith (OSU)

NOTE: Any agenda items discussed by the DUR/P&T Committee may result in changes to
coverage, PDL composition, or utilization control recommendations to the OHA. Timing, sequence
and inclusion of agenda items presented to the Committee may change at the discretion of the
OHA, P&T Committee and staff.

I. CALL TO ORDER
a. The meeting was called to order at approximately 1:15pm.
b. Conflict of interest declarations were reviewed and no new conflicts were reported.
c. The June 28, 2012 meeting minutes were reviewed and it was noted that the minutes are
correct; however the recommendations posted by Dr. Goldberg held a discrepancy. Lovaza was
made non-preferred and the recommendation on fish oil was deferred.

ACTION: Minutes approved and directed staff to correct Lovaza recommendations with June posting..

[I. OLD BUSINESS
a. Dr. Herink presented fidaxomicin (Dificid®) infectious disease consult from Dr. James Leggett
and recommended continuation of previously recommended PA criteria.
*ACTION: All'in favor.
b. Dr. Sentena presented a new drug evaluation for ivacaftor (Kalydeco®). Jamie Tobill from
Vertex presented public comment. Dr. Jeffrey Gold with OHSU Cystic Fibrosis Center presented
public comment.
*ACTION: All in favor after executive session with recommendations to implement PA with discussed
updates and consult HERC for guidance on appropriate resource allocations.
I1l. NEW BUSINESS
a. Ms. Ketchum presented ESA class update and new drug review recommending peginesatide
(Omontys®) non-preferred, limiting all to appropriate use per PA criteria and verify response
at 8 weeks, and recommending the HERC update guideline note 7 with current FDA labeling.
Robert Snediker with Janssen presented public comment. Vincent Lee from Amgen
presented public comment.

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative Rules
410-121-0030 & 410-121-0040 as required by 414.325(9)



*ACTION: All in favor after executive session with deferment of darbepoetin and epoetin status until

September meeting to wait for supplemental rebate negotiations.
b. Dr. Liang presented nitrates abbreviated class review and new drug evaluation recommending
PA criteria and the addition of nitrates to the PDL to include a short acting nitrate for angina
prevention and treatment including sublingual tablets, isosorbid dinitrate tablets and sublingual
tablets and isosorbide mononitrate tablets. Add a long acting nitrate for angina prophylaxis and
treatment of angina and include isosorbide dinitrate ER for the management of heart failure
including isosorbide mononitrate ER 24H tablets, isosorbide dinitrate ER capsules, nitroglycerin
ER capsules and nitroglycerine patches. Make recommended making isosorbide dinitrate ER
tablets, nitroglycerin spray and ointments, including nitroglycerin ointment 0.4% (Rectiv®) non-
preferred and implement PA criteria to limit use to funded diagnoses.

*ACTION: All in favor after executive session.
c. Dr. Herink presented targeted immune modulators (TIMS) drug class review recommending
maintain the most recently approved TIMS golimumab, tocilizumab and ustekinumab as non-
preferred TIMS, , consider additional clinical criteria for prior authorization of non-preferred TIMS
including a step therapy requirement with a trial of methotrexate first for RA and limited to the
appropriate FDA indications for each non-preferred drug and consider a DUE to evaluate
preferred products for off-label use or use inconsistent with current clinical guidelines. Keep
Humira and Enbrel as preferred, make ustekinumab and infliximab non-preferred and recommend
closing natalizumab, infliximab, rituximab and tocilizumab to drug claims and require J-code
billing.

*ACTION: All in favor after executive session.
d. Dr. Willard presented the new drug review for deferiprone (Ferriprox®) recommending the
addition of deferoxamine as preferred on the PDL and making the oral agents deferasirox and
deferiprone non-preferred and use current PDL PA criteria to utilize them as second line agents.

*ACTION: All in favor after executive session.

V. ADJOURN
The meeting adjourned at approximately 3:50pm. The next meeting will be in Wilsonville on August 30,

2012.

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative Rules
410-121-0030 & 410-121-0040 as required by 414.325(9)
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Drug Use Research & Management Program
DHS - Division of Medical Assistance Programs
- 500 Summer Street NE, E35, Salem, OR 97301-1079
W' %% Phone 503-947-5220 | Fax 503-947-1119
Oregon State
UNIVERSITY

College of Pharmacy

Retro-DUR Intervention History by Quarter - FFY 2011-2012 Letters Sent
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Quarter 1 Oct-Dec
Unique Patients 0 0 0 0 80 0 285 47
Unigque Patients Sent Interventions 0 0 0 0 28 0 285 47
% Sent - - - - 35% - 100% 100%
Quarter 2 Jan-Mar
Unique Patients 0 0 0 0 255 0 278 23
Unigque Patients Sent Interventions 0 0 0 0 53 0 278 23
% Sent - - - - 21% - 100% 100%
Quarter 3 Apr-Jun
Unique Patients 0 0 0 0 102 169 78 22
Unigque Patients Sent Interventions 0 0 0 0 44 0 78 22
% Sent - - - - 43% 0% 100% 100%
Quarter 4 Jul-Sep
Unique Patients 0 0 0 0 0 0 0 0
Unique Patients Sent Interventions 0 0 0 0 0 0 0 0
% Sent - - - - - - - -
Year to date summary
Unique Patients 0 0 0 0 437 169 641 92
Unigue Patients Sent Interventions 0 0 0 0 125 0 641 92
% Sent - - - - 29% 0% 100% 100%
ROI per intervention $51 NA NA NA NA NA $49 $220
Estimated program savings $0 NA NA NA NA NA $31,409 $20,240
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Drug Use Research & Management Program

DHS - Division of Medical Assistance Programs

500 Summer Street NE, E35, Salem, OR 97301-1079
W ' Phone503-947-5220 | Fax 503-947-1119
Oregon State
UNIVERSITY

College of Pharmacy

Retro-DUR Intervention History by Quarter - FFY 2011-2012

Letters Sent
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Quarter 1 Oct-Dec

All Patients on Drug of Interest 49 345
Patients Hitting Criteria in Qtr 29 156
Patients Hitting Criteria / 100 Users 59 45
Unique Patients 14 44
Unigque Patients Sent Interventions 8 35
% Sent 57% 80%
Quarter 2 Jan-Mar

All Patients on Drug of Interest 46 329
Patients Hitting Criteria in Qtr 23 143
Patients Hitting Criteria / 100 Users 50 43
Unique Patients 14 38
Unigque Patients Sent Interventions 4 19
% Sent 29% 50%
Quarter 3 Apr-Jun

All Patients on Drug of Interest 39 252
Patients Hitting Criteria in Qtr 20 98
Patients Hitting Criteria / 100 Users 51 39
Unique Patients 11 14
Unique Patients Sent Interventions 8 10
% Sent 73%  71%
Quarter 4 Jul-Sep

All Patients on Drug of Interest 0 0
Patients Hitting Criteria in Qtr 0 0
Patients Hitting Criteria / 100 Users - -
Unique Patients 0 0
Unique Patients Sent Interventions 0 0
% Sent - -
Year to date summary

Unique Patients 39 96
Unique Patients Sent Interventions 20 64
% Sent 51% 67%
ROI per intervention NA NA
Estimated program savings NA NA
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Drug Use Research & Management Program

DHS - Division of Medical Assistance Programs

500 Summer Street NE, E35, Salem, OR 97301-1079
Phone 503-947-5220 | Fax 503-947-1119

regon State

College of Pharmacy

Retro-DUR Intervention History by Quarter - FFY 2011-2012 Responses Received

Quarter 1 Oct-Dec

Unique Prescribers Sent Interventions 0 0 0 0 27 0 8 36
Responses Received 0 0 0 0 5 0 2 13
Response Rate - - - - 18% - 25% 37%
% Agree with message - - - - 100% - 50% 69%
% Consider in future prescribing - - - - - - 100% 38%
Quarter 2 Jan-Mar

Unique Prescribers Sent Interventions 0 0 0 0 45 0 4 19
Responses Received 0 0 0 0 7 0 1 7
Response Rate - - - - 13% - 25% 37%
% Agree with message - - - - 71% - 100% 71%
% Consider in future prescribing - - - - 14% - - 43%
Quarter 3 Apr-Jun

Unique Prescribers Sent Interventions 0 0 0 0 8 0 8 11
Responses Received 0 0 0 0 0 0 2 2
Response Rate - - - - - - 25% 20%
% Agree with message - - - - - - 50%  50%

% Consider in future prescribing - - - - - - - -
Quarter 4 Jul-Sep

Unique Prescribers Sent Interventions 0 0 0 0 0 0 0
Responses Received 0 0 0 0 0 0 0
Response Rate - - - - - - - -
% Agree with message - - - - - - - -
% Consider in future prescribing - - - - - - - -
Year to date summary

Unique Prescribers Sent Interventions 0 0 0 0 80 0 20 66
Responses Received 0 0 0 0 12 0 5 22
Response Rate - - - - 10% - 25% 34%
% Agree with message - - - - 83% - 60% 68%
% Consider in future prescribing - - - - 8% - 40%  36%
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500 Summer Street NE, E35, Salem, OR 97301-1079

Drug Use Research & Management Program
DHS - Division of Medical Assistance Programs
Phone 503-947-5220 | Fax 503-947-1119

Oregon State
Callege of Pharmacy
Pharmacy Utilization Summary Report: July 2011 - June 2012
I 2011 | 2012 |
& A
< K & &
9 o
# A S & @ 5
» » ) R < W ¥ W »
Eligibility AVG/YTD
Total Members 592,894 593,825 595,965 600,779 603,146 607,560 610,951 614,598 617,154 618,741 619,071 619,994 607,890
FFS Members 93,582 91,122 93,140 95,835 90,655 93,725 98,287 94,464 95,551 98,227 93,871 95,264 94,477
Standard 6,261 5,648 5,648 5,803 5,238 5,843 6,499 5,939 5,581 5,743 5,631 5,627 5,796
Plus 62,454 60,588 62,521 64,748 60,321 62,633 66,336 63,022 64,361 66,770 62,683 63,941 63,365
Medicare Wrap 24,867 24,886 24,971 25,194 25,096 25,249 25,452 25,503 25,609 25714 25,557 25,696 25,316
Gross Figures
Total Cost $13,441,500 $14,406,998 $13,874,141 $13,696,222 $13,730,339 $14,022,722 $14,791,244 $14,418,495 $14,820,198 $13,121,847 $12,778,070 $11,935044 $165,036,820
FFS Drugs $4,152,647  $4,260073  $4,234164  $4,063544  $4,001,975  $4132,762  $4,333277  $4,264,803  $4,418,704  $4,275084  $4,177,873  $3,911,407 [$50,325,313
Mental Health Carveout Drugs $9,288,853  $10,137,924 $9,639,977  $9,632,678  $9,638,364  $9,889,960  $10,457,966 $10,153,693 $10,401,494 $8,846,763  $8,600,197  $8,023,637 |$114,711,507
Total Rx 171,383 185,973 178,171 176,262 177,649 181,375 185,688 179,663 187,348 182,375 189,203 179,618 2,174,798
FFS Drugs 77472 83,555 80,097 78,411 78,423 79,741 81,575 79,924 83,459 80,507 83,821 77,927 964,912
Mental Health Carveout Drugs 93,911 102,418 98,074 97,851 99,226 101,634 104,113 99,739 103,889 101,868 105,472 101,691 1,209,886
Cost/Rx $78.43 $77.47 $77.87 $77.70 $77.29 $77.31 $79.66 $80.25 $79.11 $71.95 $67.50 $66.45 $75.92
FFS Drugs $53.60 $51.00 $52.86 $51.82 $52.18 $51.83 $53.12 $53.36 $52.94 $53.10 $49.84 $50.19 $52.16
Mental Health Carveout Drugs $98.91 $98.99 $98.29 $98.44 $97.14 $97.31 $100.45 $101.80 $100.12 $86.85 $81.54 $78.90 $94.89
Generic $63.14 $62.68 $63.25 $63.10 $63.36 $64.21 $43.65 $43.94 $42.53 $34.52 $20.75 $27.40 $50.13
Brand $5.13 $5.03 $5.10 $5.06 $4.95 $4.81 $338.13 $341.05 $341.17 $342.46 $336.19 $343.40 $172.71
PMPM Figures
Cost PMPM $60.04 $63.92 $61.64 $58.44 $61.12 $60.37 $61.21 $61.67 $63.10 $57.82 $58.40 $54.00 $60.14
Standard $153.77 $168.38 $159.60 $144.12 $160.64 $161.45 $151.49 $151.63 $166.53 $151.91 $155.79 $147.60 $156.08
Plus $61.57 $66.91 $64.08 $60.73 $64.23 $63.00 $63.00 $64.28 $66.14 $58.67 $62.20 $55.82 $62.55
Medicare Wrap $14.95 $17.25 $15.94 $15.17 $16.81 $15.15 $15.95 $17.95 $14.66 $17.72 $14.39 $15.59 $15.96
FFS Drugs $44.37 $46.85 $45.46 $42.40 $45.14 $44.09 $44.09 $45.15 $46.24 $43.52 $44.51 $41.06 $44.41
Mental Health Carveout Drugs $15.67 $17.07 $16.18 $16.03 $15.98 $16.28 $17.12 $16.52 $16.85 $14.30 $13.89 $12.94 $15.74
Rx PMPM 0.99 1.09 1.02 0.98 1.03 1.02 1.00 1.01 1.04 0.98 1.06 0.98 1.02
Standard 1.98 231 2.16 2.00 221 2.07 1.95 2.04 221 210 2.22 210 2.11
Plus 0.86 0.95 0.91 0.84 0.90 0.88 0.86 0.88 0.90 0.85 0.93 0.85 0.88
Medicare Wrap 0.96 1.04 0.96 0.99 0.99 1.00 1.01 0.98 1.01 0.98 1.03 0.96 0.99
FFS Drugs 0.83 0.92 0.86 0.82 0.87 0.85 0.83 0.85 0.87 0.82 0.89 0.82 0.85
Mental Health Carveout Drugs 0.16 0.17 0.16 0.16 0.16 0.17 0.17 0.16 0.17 0.16 0.17 0.16 0.17
Utilization Percentages
Generic % 83.4% 83.5% 83.3% 83.3% 83.4% 83.4% 87.8% 87.8% 87.8% 87.8% 87.7% 87.6% 85.6%
FFS Drugs 88.1% 88.2% 83.0% 88.1% 83.4% 88.5% 89.4% 89.6% 89.6% 89.7% 89.8% 89.8% 83.9%
Mental Health Carveout Drugs 79.6% 79.6% 79.5% 79.5% 79.5% 79.4% 86.5% 86.3% 86.3% 86.4% 86.0% 86.0% 82.9%
PDL % 80.0% 79.9% 79.8% 79.7% 80.7% 80.8% 80.7% 80.8% 80.5% 80.0% 80.6% 80.5% 80.3%
PMPM calculated as sum of physical health and mental health carve-outs Last Updated: July 16, 2012

Data from DSSURS and DMAP FCHP first of month reports
Dates are service dates

All eligibility groups included except for CAWEM, QS, QB
Drug Cost= Amt Paid +Copay + Other Insurance Paid
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Current epidemiologic evidence indicates that the risk of cardiovascular
disease (CVD) is increased two to four-fold among patients with diabetes
mellitus (DM), and that having hypertension (HTN) with DM confers a greater
risk of microvascular and macrovascular complications than either condition
alone." Therefore, the current American Diabetes Association (ADA)
guidelines recommend a blood pressure (BP) goal of <130/80 mmHg in
patients with DM.2 Specifically, a systolic blood pressure (SBP) of <130 mmHg
is recommended for most patients and a diastolic blood pressure (DBP) <80
mmHg is recommended for all patients with DM. However, this
recommendation was mainly driven by expert consensus and data on
microvascular complications rather than cardiovascular (CV) events. Recent
clinical data from the Action to Control Cardiovascular Risk in Diabetes
(ACCORD) trial re-ignited questions regarding the appropriateness of the SBP
goal for patients with DM and whether attaining this goal leads to better CV
outcomes.

United Kingdom Prospective Diabetes Study

One early landmark trial that provided strong evidence of CVD risk reduction
by lowering BP in patients with DM was the United Kingdom Prospective
Diabetes Study (UKPDS).3 The UKPDS trial investigated DM-related
endpoints in 1148 patients with type 2 DM randomized to either “tight”
(<150/85 mmHg) or “less tight” (<180/105 mmHg) BP control. The study
showed a significant reduction in deaths related to DM (11% vs. 16%; RR
0.68, 95% CI 0.49 to 0.94; p=0.019), and a significant reduction in stroke (5%
vs. 8.7%, RR 0.56, 95% CI 0.35 to 0.89; p=0.013) in the tighter control group
versus the less tight. There was not a statistically significant difference in all-
cause mortality. The UKPDS trial concluded that tight BP control (achieved
SBP of 144 mmHg compared to 154 mmHg) in patients with type 2 DM was
associated with significant reductions in CV and other DM-related events.
Observational cohort studies from UKPDS suggest a linear correlation
between lowerSBP and myocardial infarction (Ml), stroke, and microvascular
disease.*® These results were seen as SBP fell from >160 mmHg to <120
mmHg.?

Hypertension Optimal Treatment Trial

Another landmark trial that supported the link between aggressive BP lowering
and decreased CVD risk was the Hypertension Optimal Treatment (HOT)
trial.5 The HOT trial investigated the effects of DBP targets of <80 mmHg, <85
mmHg and <90 mmHg on major CV events. In the cohort of subjects with DM
(n=1501), an absolute risk reduction of 4.6% in major CV events in the DBP
<80 mmHg target group vs. DBP <90 mmHg target group (4.4% vs. 9.0%; RR
2.06, Cl 1.24 to 3.44; p=0.005) was demonstrated. The HOT trial concluded
that intensive SBP lowering in patients with DM and HTN is associated with a
significant reduction in major CV events. However, one limitation is that this
was a subgroup analysis and consisted of only 8% of the entire population
studied.

Action to Control Cardiovascular Risk in Diabetes Trial

Although both UKPDS and HOT trials provided evidence that lowering BP is
associated with reduced CVD, neither of the trials was designed to achieve a
goal of SBP <130 mmHg. Actual CV benefits in these trials were observed at
higher SBP than what is currently recommended (SBP <130mmHg).36 The
mean BP achieved in the tight BP control group of the UKPDS trial was
144/82 mmHg, whereas the mean SBP achieved in all subjects included in the
HOT trial, for patients in the <80 DBP group, was 139.7 mmHg. More recent
trials have challenged the established SBP goal <130 mmHg.789.10.11 The
ACCORD ftrial randomized 4733 hypertensive patients with type 2 DM to either
“intensive” therapy with a SBP goal <120 mmHg or “standard” therapy with a

SBP goal of <140 mmHg to investigate effects on CV events. There were no
significant differences between the two groups with respect to the primary
endpoint (1.87% vs. 2.09%; HR 0.88, 95% CI 0.73 to 1.06; p=0.20), a
composite of nonfatal Ml, nonfatal stroke, and death from CV causes.
However, the intensive BP control group had a significantly lower risk of both
any and nonfatal stroke (HR 0.59, 95% Cl 0.39 to 0.89; p=0.01 and HR 0.63,
95% Cl1 0.41 to 0.96; p=0.03, respectively), which were secondary
outcomes.” The average SBP achieved in the intensive control group was
119.3 mmHg compared to 133.5 mmHg in the standard control group. In
addition, the ACCORD trial reported significantly higher rates of hypotension
(7 fold increase), bradycardia, and hyperkalemia (10 fold increase) in the
intensive therapy group.”

The Action in Diabetes and Vascular Disease: Preterax and Diamicron
MR Controlled Evaluation Trial

The Action in Diabetes and Vascular Disease: Preterax and Diamicron MR
Controlled Evaluation (ADVANCE) trial studied both the effects of intensive
glycemic control and BP lowering in diabetic patients.? The BP lowering arm
investigated the effects of a fixed combination of perindopril and indapamide
on major vascular events. The primary end points were composites of major
macrovascular events (death from CV causes, nonfatal MI, or nonfatal
stroke) and major microvascular events (new or worsening nephropathy or
retinopathy). The mean change in BP over the duration of the trial was
significantly decreased in the active BP treatment group compared to
placebo (SBP -5.6mmHg, 95% CI 5.2 to 6.0; p<0.0001 and DBP -2.2 mmHg,
95% CI 2.0 to 2.4; p<0.0001), which resulted in a significant reduction in
major macrovascular or microvascular events (HR 0.91, 95% CI 0.83 to 1.00;
p=0.04). However, the individual microvascular and macrovascular endpoints
were only statistically significant when combined, not when separated
(macrovascular HR 0.92, 95% Cl 0.81 to1.04; p=0.16 and microvascular HR
0.91, 0.80 to1.04; p=0.16). The baseline BP was 145/81 mmHg. At the
conclusion of the trial, BP was 136/73 mmHg in the treatment group (which
was where subjects in the ACCORD trial started) compared to 140/73 mmHg
in the control group.

The lack of linear correlation observed between BP and CV outcomes could
be argued based on the differences in patient characteristics between earlier
and later studies, as well as the lower target BP values in the newer studies.
In the ACCORD frial, subjects were older and 10 years post-diagnosis with
DM while the UKPDS study subjects had newly diagnosed DM.37 Also,
patients in the ACCORD trial had lower SBP at baseline compared to
patients in the UKPDS study (139 mmHg vs. 160 mmHg).3”

Other Trial Data

Similarly, other recent trials showed no difference between intensive SBP
control verses moderate control in reducing microvascular and
macrovascular complications. -2 A subgroup analysis of patients from the
International Verapamil SR-Trandolapril (INVEST) study compared the
effects of “tight” SBP control (<130 mmHg), “normal” SBP (130-140 mmHg)
and “uncontrolled” SBP (>140 mmHg) on CV outcomes in 6400 patients with
DM and CAD.'0 The primary endpoint was the first occurrence of all-cause
death, nonfatal MI, or nonfatal stroke. The study concluded that tight SBP
control did not result in decreased risk of CV events compared to normal
SBP control. The event rate was 12.7% in the tight SBP group versus 12.6%
in the normal SBP group (HR 1.11, 95% CI 0.93 to 1.11; p=NS)."® With
extended follow-up, the tight control group had a higher mortality rate of
22.8% versus 21.8% in the normal control group (HR 1.05, 95% CI 1.01 to
1.32; p=0.04). These results need to be interpreted carefully because this
was a post-hoc analysis based on achieved BP, and mortality was
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assessed using the National Death Index. Nevertheless, SBP goals in
patients with DM and CAD may need to be re-evaluated. .

The Appropriate Blood Pressure Control in diabetes (ABCD) trial randomized
patients to intensive diastolic blood pressure (DBP of 75 mm Hg) vs.
moderate DBP control (80-89 mm Hg). The mean BP achieved was 132/78
mm Hg in the intensive group and 138/86 mm Hg in the moderate control
group. This trial reported a significant decrease in all cause mortality with
intensive BP control (5.5% vs. 10.7%; RR 0.5, 95% CI 0.25 to 1.0; p=0.037).
However, there were no significant reductions in the various CV events
studied and progression of diabetic retinopathy or neuropathy over a 5 year
period." The inconsistencies across the trials may be due to the differences
in the baseline CV risk profile of the study subjects enrolled.

The Irbesartan Diabetic Nephropathy (IDNT) trial compared effects of SBP
targets of <120 mmHg and =120 mmHg on the primary endpoints of all-cause
and CV mortality in 1590 patients with type 2 DM. This trial showed an
increase in all-cause mortality (28% vs. 12%; RR 3.05, 95% CI 1.80 to 5.17;
p<0.0001), and CV mortality (19% vs. 6%; RR 4.06, 95% CI 2.11 to 7.80;
p<0.0001) in patients who achieved a SBP <120 mmHg compared to those
with a SBP >120 mmHg.'2 The results of these studies further support that
more intensive SBP control among patients with DM is not associated with
improved CV outcomes.

To further determine the optimal target SBP in patients with DM, a recent
meta-analysis was conducted.'3 This meta-analysis included randomized
controlled trials investigating antihypertensive therapy in patients with type 2
DM or impaired fasting glucose/impaired glucose tolerance with achieved SBP
of 135 mmHg in the “intensive” BP control group and <140 mmHg in the
“standard” BP control group. Each trial also had to include a follow-up of at
least 1 year and evaluation of macrovascular and microvascular outcomes. A
total of 13 randomized controlled trials with a total of 37,736 patients were
included in the meta-analysis. The authors assessed trial eligibility and trial
bias risk as recommended by the Cochrane Collaboration; of the 13 trials, 9
were considered trials with low risk of bias. Results of the meta-analysis
showed a reduction in all-cause mortality in the <135 SBP group (OR 0.87;
95% CI 0.79 to 0.95) but not in the more intensive group of <130 SBP (OR
1.04; 95% Cl 0.86 to 1.25). There was also a demonstrated 0.4% absolute
risk reduction in stroke (OR 0.83; 95% CI 0.73 to 0.95) with the intensive SBP
(=135 mmHg) versus standard control with the risk continuing to fall with more
aggressive control of <130 mmHg. There was no difference between the two
groups in CV mortality, MI, and heart failure. In the few studies that reported
serious side effects, intensive SBP control was associated with an increased
incidence versus standard control (OR 1.20; 95% CI 1.08 to 1.32)."3 There
was a greater magnitude of effect in risk reduction of stroke and increase in
serious side effects in trials in which the SBP was <130 mmHg, without any
additional benefits for other CV outcomes. '3

Treatment Guidelines

Current guidelines continue to reflect the <130/80 mmHg BP goal for patients
with DM based on microvascular benefit despite a lack of evidence for
macrovascular events for SBP <130 mmHg. While the upcoming 8t edition of
the Joint National Committee on Prevention, Detection, Evaluation, and
Treatment of High Blood Pressure (JNC 8) guidelines has not yet been
published, other guidelines have been updated more recently. The 2011
Canadian Hypertension Education Program (CHEP) guidelines continue to
recommend using the <130/80 mmHg BP treatment goal in patients with DM.
The authors of the CHEP guidelines are waiting for a more detailed analysis of
the ACCORD ftrial before reconsidering the current BP recommendation. The
CHEP guidelines also emphasize that the BP goal used in the ACCORD trial
(<120 mmHg) is lower than the current recommendation (<130 mmHg), and
that this excessive lowering of BP can lead to increased risk of hypotension
and hyperkalemia. 4
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Summary

In conclusion, lowering SBP to the ADA goal of <130 mmHg in patients with
DM is associated with a reduction in stroke but not other CV outcomes.
Caution should be taken in patients when aggressive therapy to lower SBP
to <130 mmHg is likely to cause more harm than benefit. At this time,
emphasis should be placed on a multifactorial approach to HTN
management in DM which includes: maintaining SBP between 130-139
mmHg while focusing on behavioral modifications (exercise and smoking
cessation) and nutritional counseling to reduce long term cardiovascular
risks.

Peer Reviewed By: Nanette Bultemeier, PharmD, BCPS, BC-ADM, CDE,
Clinical Pharmacy Specialist, Providence Medical Group. Craig Williams,
Pharm.D., Clinical Associate Professor, Dept. of Pharmacy Practice,
Oregon State University.
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Oral Direct Factor Xa Inhibitors (Rivaroxaban)

Goal(s):

» Promote safe and effective therapies for oral direct factor Xa inhibitors.
Length of Authorization: 1 year

Covered Alternatives: Listed at; http://www.oregon.gov/DHS/healthplan/tools prov/pdl.shtmi

Approval Criteria

What is the diagnosis that rivaroxaban is being prescribed for?

Record the ICD9 code:

1. Does the patient have a diagnosis requiring short-term (<45
days) anticoagulation (i.e. total knee replacement: ICD9 - 81.54 or
81.55) or total hip replacement; ICD9 — 81.51 or 81.52)7?

Yes: Approve for 12 days
for TKR. Approve for 35
days for THR.

No: Go to #2

2. Does the patient have a diagnosis of nonvalvular atrial
fibrillation_ (ICD9 — 427.3x)?

Yes: Go to #3

No: Deny (Medical
Appropriateness)

3. Will the prescriber consider a change to the preferred oral
anticoagulant, warfarin?

Yes: Approve. Additional
information can be found
at:
http://www.dhs.state.or.us/pol

icy/healthplan/quides/pharma
cy/clinical.html

No: Go to #4

4. |s the patient unable to tolerate the preferred oral anticoagulant
due to one of the following:

- unstable INR

- allergy

- contraindications to therapy

- drug-drug interactions

- intolerable side effects

Yes: Go to #5

No: Deny with the
allowance of a 14
days of rivaroxaban
(or until patient is
deemed adequately
anticoagulated)*.
Recommend warfarin
trial.

5. Is patient unable to tolerate the second line agent, dabigatran
(Pradaxa)?

Yes: Approve for up to 1
year.

No: Deny with the
allowance of a 14
days of rivaroxaban
(or until patient is
deemed adequately
anticoagulated)*.
Recommend
dabigatran trial.

* Patients switching from rivaroxaban to other anticoagulants have been shown to have an increased risk of thrombotic
events. Adequate anticoagulation is recommended during the switch from rivaroxaban to another anticoagulant.
Rivaroxaban effects INR measurements, therefore, the appropriate dose of warfarin based on INR can not be used.
Adding a parenteral anticoagulant in addition to warfarin at the time the next dose of rivaroxaban is due is recommended.

BUR BeardP&T Action: 8/30/12 (KS), 1/26/12(KS)

Revision(s):
H28A2 (KSS

Initiated:
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Drug Use Evaluation: Preferred Targeted Immune Modulators (TIMs)

A drug class review on Targeted Immune Modulators (TIMs) was conducted and discussed
during the June P&T committee.® The goal of this evaluation is to assess the off-label use,
recommended dosage and safety concerns of the preferred drugs, which include adalimumab,
etanercept, and infliximab.

Background:
Adalimumab, administered by subcutaneous injection, is Food and Drug Administration (FDA)

approved for rheumatoid arthritis (RA), juvenile idiopathic arthritis (JIA), psoriatic arthritis
(PsA), ankylosing spondylitis (AS), Crohn’s disease (CD), and plaque psoriasis (Ps).? In addition, it
is used for the treatment of ulcerative colitis (UC) off-label.>* Table 1 lists the FDA
recommended doses for adalimumab. The use of adalimumab beyond one- year for the
treatment of CD and PP has not been evaluated in clinical trials, therefore long-term safety and
efficacy for these indications is not known. The FDA recommends careful monitoring of patients
taking adalimumab with a history of congestive heart failure (CHF), previous diagnoses with
hepatitis B, tuberculosis, and Central Nervous System (CNS) demyelinating disease (multiple
sclerosis, optic neuritis, Guillain-Barre syndrome). Higher incidences of infection and
malignancy have been reported in the elderly taking adalimumab compared to younger adults.

Table 1-FDA approved indications and dosages for adalimumab

Indication Recommended Dose Range Maximum
Recommended Dose
RA - Rheumatoid arthritis 40mg every other week 40mg every week

(without concurrent MTX)

JIA - Juvenile idiopathic arthritis | 15kg (33Ibs) to <30kg (66 Ibs):
(age 4-17) 20 mg every other week

>30kg (66lbs):
40mg every other week

PsA - Psoriatic arthritis 40mg every other week 40mg every week
(without concurrent MTX)
AS - Ankylosing spondylitis 40mg every other week 40mg every week

(without concurrent MTX)

CD - Crohn’s disease Initial dose (Day 1)160mg;

On Day 15 80mg;
Maintenance begins on Day 29
at 40mg every other week

Ps - Plaque psoriasis 80mg initial dose, then 40mg
every other week starting one
week after initial dose

MTX = methotrexate



Etanercept is FDA approved for the treatment of RA, polyarticular JIA in patients age >2 years,
PsA, and Ps.’ Etanercept has also been used to treat scleroderma, Alzheimer’s disease, and
Wegener’s granulomatosis off-label.®® The FDA does not recommend the use of etanercept in
patients with Wegener’s granulomatosis who are also receiving immunosuppressive treatment.
Table 2 lists the FDA approved doses for etanercept. Caution should be taken in patients with a
history of hepatitis B virus, tuberculosis, congested heart failure (CHF), demyelinating CNS
disease, and moderate to severe alcoholic hepatitis. In addition, hypoglycemia following
initiation of etanercept in patients receiving diabetic medications has been reported, therefore
patients taking diabetic medications should be monitored and dose adjusted if needed. No
overall difference in safety or effectiveness among geriatrics was observed in comparison to
younger patients.

Table 2-FDA approved indications and dosages for etanercept

Indication Recommended Dose Range Maximum
Recommended Dose
RA 50mg once weekly with or without MTX
Polyarticular JIA 0.8mg/kg weekly 50mg/week
(>2 years of age)
PsA 50mg once weekly with or without MTX
AS 50mg once weekly
Ps 50mg twice weekly for 3 months,
followed by 50mg once weekly

The FDA approved indications for infliximab include pediatric and adult Wegener's
granulomatosis, CD, pediatric and adult UC, RA in combination with MTX, AS, PsA, and Ps.’
Infliximab is used off-label in the treatment of Behcet’s Disease and age-related macular
degeneration.lo_12 Table 3 lists the FDA approved doses for infliximab. Pediatric CD and UC are
only indicated for children older than six years old due to the lack of studies in younger
children. Like the other TIMs, infliximab should be used with caution in patients with
demyelinating disease, hepatitis B, tuberculosis, seizure disorders, and heart failure. Patients
with moderate to severe heart failure (NYHA Class I1I/IV) should not be dosed with >5mg/kg of
infliximab due to risk of heart failure exacerbation. Geriatrics may have a higher incidence of
infection.’

All of the preferred medications have an FDA warning for severe and possibly fatal infections
related to their use. Due to these findings, their use is contraindicated in patients with active
acute hepatitis B or C, tuberculosis, herpes zoster, fungal or bacterial infections.



Table 3-FDA approved indications and dosages for infliximab

Indication Recommended Dose/Dose Range Maximum
Recommended Dose
CD 5mg/kg at 0, 2, 6 weeks, then every 8 10mg/kg if they later lose
weeks response
Pediatric CD 5mg/kg at 0, 2, 6 weeks, then every 8
weeks
uc 5mg/kg at 0, 2, 6 weeks, then every 8
weeks
Pediatric UC 5mg/kg at 0, 2, 6 weeks, then every 8
weeks
RA (with MTX) 3mg/kg at 0, 2, 6 weeks, then every 8 10mg/kg or treat every 4
weeks weeks if needed
AS 5mg/kg at 0, 2, 6 weeks, then every 6
weeks
PsA 5mg/kg at 0,2, 6 weeks, then every 8
weeks
Ps 5mg/kg at 0,2, 6 weeks, then every 8
weeks

In 2012, the American College of Rheumatology published revised treatment guidelines.®* This
update separates recommendations for early (<6 months) and established (> 6 months) RA. For
early RA, the guidelines recommend DMARD monotherapy initially and the use of TIMs with or
without MTX only in patients who have high disease activity and with poor prognostic
features.” The use of infliximab in combination with MTX was designated a level of evidence A,
and use of etanercept, adalimumab, golimumab, and certolizumab with or without MTX were
given a level of evidence B. In established RA, the guidelines recommend DMARD monotherapy
and combination therapy before switching to a TIM.2® Patients must undergo a 3 month trial
with MTX monotherapy or DMARD combination therapy. If moderate or high disease activity
persists after 3 months, an alternative is switching to a TIM. This included level of evidence A
for etanercept, infliximab, adalimumab, golimumab, certolizumab, abatacept, and rituximab all
in combination with MTX. These same agents are given a level of evidence C when given
without MTX."

The 2011 national clinical guidelines on the management of early RA from the Scottish
Intercollegiate Guidelines Network (SIGN) state that the use of the TIMs for the treatment of
severe, active and progressive RA in adults not previously treated with MTX or other DMARD:s is
not recommended.'* Clinical guidelines from the National Institute for Clinical Excellence (NICE)
in 2009 recommend that adalimumab, etanercept, and infliximab are options for adults with
active RA and for those who have undergone trials of two DMARDs, including MTX (for 6
months)."”



The American College of Rheumatology recommends the initiation of TIMs in patients with JIA
who have received glucocorticoid joint injections and 3 months of MTX at the maximum
tolerated dose (level of evidence C).*® For systematic arthritis, level C evidence supports the
initiation of anakinra in all patents with active fever and features of poor prognosis.

The SIGN guidelines for psoriasis and PsA recommend NSAIDs for short term symptom relief.!”

The use of DMARDs (leflunomide, sulfasalazine, or MTX) for the treatment of PsA is
recommended first line. TIMs are only recommended after failed responses to two different
DMARD therapies, each treated for at least a 3 month period.

The guidelines of care for the management of psoriasis and PsA from the Journal of the
American Academy of Dermatology were updated in 2009."® They recommend that topical
agents such as corticosteroids and vitamin D analogues or systemic agents such as MTX and
cyclosporine should be used as first line depending on severity of the Ps. Only when trial
periods with these agents have failed can patients be recommended to use TIMs.

In 2008, NICE guidelines issued recommendations for biologic therapy use in AS. The
recommendations state that adalimumab and etanercept may be considered as possible
treatments for people with severe AS who have tried at least two non-steroidal anti-
inflammatory drugs (NSAIDs) but failed to work. *°

The American College of Gastroenterology (ACG) and the Gut Guidelines both recommend that
patients with CD or UC first be unsuccessfully treated with aminosalicylates, corticosteroids and
immunomodulators before a TIM is administered.”®?

Treatment Guidelines are summarized in Table 4.



Table 4 — Treatment Guidelines

Disease | Guidelines Recommendations
RA American College of Rheumatology Early RA (<6 mo)=DMARD
(2012)" monotherapy initially, then biologics
Scottish Intercollegiate Guidelines with or without MTX
Network (2011)** Established RA (>6 mo)=DMARD
National Institute for Clinical Excellence monotherapy and combination therapy
(2009)* before starting biologics
(DMARD for 3-6 months depending on
guidelines)
JIA American College of Rheumatology Glucocorticoid joint injections and 3
(2011)*® months of MTX before initiating
biologics
PsA Scottish Intercollegiate Guidelines NSAIDS for short term relief; DMARD
Network (2010)*’ therapy for 3 months before starting
biologics
Ps Journal of the American Academy of Corticosteroids, vitamin D analogues or
Dermatology (2009)*® systemic agents (MTX and
cyclosporine) should be used as first
line depending on severity; if failed,
biologics can be used
AS National Institute for Clinical Excellence Adalimumab and etanercept may be
(2008)*° considered after trying at least two
non-steroidal anti-inflammatory drugs
(NSAIDs)
(o)) The American College of Gastroenterology | Unsuccessfully treated with
(2010)°* aminosalicylates, corticosteroids and
Gut Guidelines (2004)* immunomodulators before biologics
can be started
ucC The American College of Gastroenterology | Unsuccessfully treated with
(2010)°* aminosalicylates, corticosteroids and
Gut Guidelines (2004)* immunomodulators before biologics
can be started
Methods

Patients were selected for inclusion if they had a new fee-for-service (FFS) pharmacy or
professional claim for any of the preferred drugs during 2011. See appendix A for a list of codes
used to identify the preferred drugs. The definition of “new” was a patient with no prior history
of any TIMs use (FFS or managed care) in the year prior to the index claim. See Appendix B for
list of codes to identify TIMs drugs. Patients needed to be continuously eligible for at least 75%
of the year prior and 100% eligible 90 days before and after the index claim. Only patients with
valid demographic data and without Medicare Part D coverage were included. Recommended
and maximum doses are defined in Appendix A. The “Days Supply” field was used for pharmacy




claims to calculate a daily dose (Quantity Dispensed x Strength per Unit divided by the Days
Supply). For professional claims the days between fills were determined as a proxy for Days
Supply and calculated similarly. Concurrent DMARD therapy was determined for all patients on
a preferred product for a minimum of 60 day spans (7 day gap allowed). A minimum of 30 days
of overlap was considered concurrent therapy. Codes to identify DMARDs are in Appendix C.
Finally, International Classification of Diseases, 9th Revision (ICD-9) diagnostic codes was
identified in the year prior to the index fill to associate potential uses for the TIMs and co-
morbid conditions. These are listed in Appendix D.

Results

There were a total of 42 new patients identified using a preferred TIMs (Table 5). A majority of
the patients were adult white females between the ages of 19-65 years. None of the patients
were below the age restriction for the specific TIM used.

Table 5-Demographics of all users

All Users

Total 42 (%)
Age

Mean 47.3

Range 7-93

<6 0 0.0%

6-12 2 4.8%

13-18 1 2.4%

19-65 31 73.8%

>65 8 19.0%
Female 26 61.9%
Race

White 37 88.1%

Hispanic 0 0.0%

American Indian 2 4.8%

Black 2 4.8%

Asian 0 0.0%

Other 1 2.4%

Table 6 lists the preferred drugs and numbers of patients taking each of them. The most
commonly used TIM was infliximab followed by adalimumab and then etanercept.

Table 6-Distribution of all users

Drug N=42 (%)
ADALIMUMAB 12 28.57%
ETANERCEPT 6 14.29%
INFLIXIMAB 24 57.14%




The average daily doses prescribed for each drug were reviewed. The results show that
infliximab had the highest occurrence of patients exceeding the maximum recommended dose
per day (Table 7 and 8) at a rate of 50% of the included patients on infliximab. All of the
prescribed TIMs had incidences of doses exceeding the maximum recommendation.

Table 7 - Dose Analysis of users (pharmacy users only)

Avg

Daily Patients exceeding (%) of

Dose maximum recommended | patients
Drug N= (mg) dose/ day on drug
ADALIMUMAB 12 3.3 3 25%
ETANERCEPT 6 6.7 2 33%
INFLIXIMAB 0 - 0 -

Table 8 - Dose Analysis of Users (professional claims only)

Avg

Daily Patients exceeding (%) of

Dose maximum recommended | patients
Drug N= (mg) dose/ day on drug
INFLIXIMAB (J1745) 18 114 9 50%

Note: The “N” is the count of patients with adequate dosage information to determine an average
for that patient. It is not a comprehensive count of all patients on that drug.

Data was queried for the prevalence of concurrent DMARD use in patients taking TIMs, but no
concurrent use of medications was found.

Table 9 categorizes each of the TIMs using the FDA approved indications to determine the most
commonly used disease state in which they are prescribed. The preferred TIMs are most
commonly associated with RA, though infliximab is also highly associated with CD. There were
eight (16.3%) patients with no history of an FDA approved diagnosis for the TIMs.

Table 9 - FDA approved diagnostic information for users by drug in year prior to index drug
(patients may be in >1 diagnostic group)

No
FDA | Any
Drug N= RA JIA PsA Ps AS cb UC | Dx |FDA Dx
ADALIMUMAB 12 3 4 1 1 4 8
ETANERCEPT 6 1 2 2 3 3
INFLIXIMAB 24 8 1 1 4 8 3 1 23

Off-label uses for the preferred TIMs were evaluated and none of the patients had a diagnosis
of the specified off-label indications. Cautionary diagnostic information was also queried from
the year prior to the use of the drugs and four of 42 patients (9.5%) were identified.
Adalimumab had one patient with a diagnosis of seizure and one with an infection diagnosis.
Etanercept had one diagnosis of heart failure and infliximab had one diagnosis of multiple



sclerosis. Incidence of infection 90 days after the start of TIMs was evaluated and only one
occurrence of infection was documented which included a diagnosis hepatitis C in a patient
taking adalimumab.

DMARDs, which are the first line therapy for RA, PsA and an optional first line for Ps, were used
in seven patients 1 year prior to the initiation of TIMs (Table 10).

Table 10-Users with DMARD in 1 year previously

Drug N=42 %

ADALIMUMAB 5 11.9%

ETANERCEPT 2 4.8%

INFLIXIMAB 0 0.0%
Discussion

This analysis is limited because it uses retrospective administrative data and thus suffers from
the possibility of missing diagnostic information. Diagnostic information cannot be directly
linked to drug use but is associated by patient and time period only. This evaluation is not
controlled and merely descriptive. Finally, the sample size is very small with only 42 new
patients identified. Thus conclusions should be cautiously drawn and applied to the larger
population.

There was no evidence of use for identified off-label indications or for children under the
recommended age. The recommended dose was exceeded in 25-50% of patients. Four
patients (9.5%) with a past history of seizure, MS, or infection were identified which are
contraindicated conditions in the use of some TIMs. Of most concern is the low number of
patients where previous DMARD therapy was detected in the year before the index TIMs claim.
It appears TIMs are not used in accordance with treatment guidelines.

Recommendations
1. Consider prior authorization to ensure DMARDs are used first line
2. Initiate a quantity limit to prevent doses from exceeding recommendations
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Appendix A — Codes identifying preferred drugs in fee-for-service pharmacy and professional

claims
Drug
Strength Maximum
per recommended
Billing billing units Corresponding Recommended
GSN Drug Unit per day Dose

51599 | ADALIMUMAB 40 0.071 | 40 mg every other week
61205 | ADALIMUMAB 40 0.071 | 40 mg every other week
63724 | ADALIMUMAB 20 0.143 | 40 mg every other week
40869 | ETANERCEPT 25 0.286 | 50mg once weekly
58214 | ETANERCEPT 50 0.143 | 50mg once weekly
61938 | ETANERCEPT 50 0.143 | 50mg once weekly
62624 | ETANERCEPT 50 0.143 | 50mg once weekly
40650 | INFLIXIMAB 100 0.119 | 100kg (at 5mg/kg) every 6 weeks
J0135 | ADALIMUMAB 20 0.143 | 40 mg every other week
11438 | ETANERCEPT 25 0.286 | 50mg once weekly
J1745 | INFLIXIMAB 10 1.190 | 100kg (at 5mg/kg) every 6 weeks




Appendix B — Codes identifying TIMs drugs in fee-for-service or managed care pharmacy or

professional claims

GSN/ J-code Drug

67681 ABATACEPT

J0129 Abatacept injection
60226 ABATACEPT/MALTOSE
51599 ADALIMUMAB

61205 ADALIMUMAB

63724 ADALIMUMAB

J0135 ADALIMUMAB

51694 ALEFACEPT

51695 ALEFACEPT

J0215 Alefacept

48899 ANAKINRA

63903 CERTOLIZUMAB PEGOL
65189 CERTOLIZUMAB PEGOL
J0718 Certolizumab pegol inj
40869 ETANERCEPT

58214 ETANERCEPT

61938 ETANERCEPT

62624 ETANERCEPT

11438 ETANERCEPT

65113 GOLIMUMAB

65114 GOLIMUMAB

40650 INFLIXIMAB

11745 INFLIXIMAB

58384 NATALIZUMAB

12323 Natalizumab injection
65775 OFATUMUMAB

67553 OFATUMUMAB

J9302 Ofatumumab injection
63759 RILONACEPT

36870 RITUXIMAB

J9310 Rituximab injection
65409 TOCILIZUMAB

65410 TOCILIZUMAB

65411 TOCILIZUMAB

13262 Tocilizumab injection
65993 USTEKINUMAB

65994 USTEKINUMAB

13357 Ustekinumab injection




Appendix C — Codes identifying DMARD drugs in fee-for-service or managed care pharmacy or
professional claims

GSN/Jcode | GroupByCategory* Strength
9580 HYDROXYCHLOROQUINE SULFATE | 200 mg
40549 LEFLUNOMIDE 10 mg
40550 LEFLUNOMIDE 20 mg
45266 METHOTREXATE SODIUM 2.5mg
35928 METHOTREXATE SODIUM 10 mg
36872 METHOTREXATE SODIUM 2.5mg
36874 METHOTREXATE SODIUM 7.5mg
47823 METHOTREXATE SODIUM 5mg
47824 METHOTREXATE SODIUM 15 mg
42778 MINOCYCLINE HCL 75 mg
52057 MINOCYCLINE HCL 75 mg
60730 MINOCYCLINE HCL 45 mg
60731 MINOCYCLINE HCL 90 mg
60732 MINOCYCLINE HCL 135 mg
65433 MINOCYCLINE HCL 65 mg
65434 MINOCYCLINE HCL 115 mg
66683 MINOCYCLINE HCL 55 mg
66684 MINOCYCLINE HCL 80 mg
66685 MINOCYCLINE HCL 105 mg
9226 MINOCYCLINE HCL 100 mg
9227 MINOCYCLINE HCL 50 mg
9230 MINOCYCLINE HCL 100 mg
9231 MINOCYCLINE HCL 50 mg
9402 SULFASALAZINE 500 mg
9403 SULFASALAZINE 500 mg
J9250 Methotrexate sodium inj 5 MG
19260 Methotrexate sodium inj 50 MG
18610 Methotrexate oral 2.5 MG 2.5 MG




Appendix D — International Classification of Diseases, 9th Revision (ICD-9) diagnostic codes identified in FFS and
prior to index fill.

managed care professional claims the year

FDA Indications FDA codes
Rheumatoid Arthritis (RA) 714.0
juvenile idiopathic arthritis (JIA) 714.3
Psoriatic arthritis (PsA) 696.0
Plaque Psoriasis (Ps) 696.1
Ankylosing Spondylitis (AS) 720.0
Chrohn's Disease (CD) 555.x
Ulcerative Colitis (UC) 556.x

Off-Label Indications

Off-Label Codes

Circumscribed scleroderma 701

Wegener's granulomatosis 446.4

Alzheimer's disease 331

Behcet’s disease 136.1

Behcet’s disease 711.2x
age-related macular

degeneration 362.5

Other Infection Indications

Infection Codes

Endemic Mycoses

114.xx - 116.xx

Septic Arthritis 711.0
Listeriosis 027.0
Legionella pneumonia 482.8,482.84
herpes zoster infection 053.xx
Cryptococcosis 117.5
Aspergillosis 117.3
Pneumocystis pneumonia 136.3
Non-healed infected skin ulcers 707 .xx
Hepatitis C 070.70
Hepatitis C 070.4
Hepatitis C 070.5
Cautionary Indications Cautionary Codes
Heart Failure 428.xx
Multiple Sclerosis 340.xx
Optic neuritis 377.3x
Guillain-Barre 357.0x
Hepatitis B 070.2x
Tuberculosis 010.xx - 018.xx
Seizure 345.xx




Targeted Immune Modulators (TIMS)

Goal(s):

» Cover TIMs according to OHP list guidelines.
> Promote use that is consistent with National Guidelines and medical evidence.
» Promote use of high value products.

Requires PA: Non-preferred products
Preferred products for non-approved indications

Preferred Products: Adalimumab (Humira®), Etanercept (Enbrel®)

Length of Authorization: 12 months

Generic Name | Trade Name Indication

Abatacept Orencia RA, Juvenile RA, Juvenile idiopathic arthritis

Adalimumab Humira RA, Psoriatic arthritis, ankylosing spondylitis, Juvenile idiopathic
arthritis, Crohn’s disease, Plaque psoriasis

Anakinra Kineret RA

Certolizumab Cimzia RA, Crohn’s disease

Etanercept Enbrel RA, psoriatic arthritis, ankylosing spondylitis, juvenile idiopathic
arthritis, plague psoriasis

Golimumab Simponi RA, psoriatic arthritis, ankylosing spondylitis

Infliximab* Remicade RA, Crohn’s disease, psoriatic arthritis, ankylosing spondylitis,
ulcerative colitis, plaque psoriasis

Natalizumab* Tysabri Crohn’s disease

Rituximab* Rituxan RA

Tocilizumab* Actemra RA, juvenile idiopathic arthritis

Ustekinumab Stelara Plaque psoriasis

Abbreviations: RA, rheumatoid arthritis
* Must be billed via J-code and payment requires trial of preferred self-administered drug first.

Approval Criteria : TIMS

1. Whatis the diagnosis? Record ICD-9 code
2. Is the diagnosis covered by OHP? Yes: Go to #3 No: Pass to RPH;
Deny (medical
appropriateness)
3. Is the product requested preferred? Yes: Goto#5 No: Go to #4
Will the provider change to a preferred product? Yes: Go to #5. No: Go to #6
5. Is the diagnosis a FDA-approved indication for the Yes: Approve treatment | No: Pass to RPH,;
product requested (see table above)? for up to 1 year Deny (medical
appropriateness)
6. Is the diagnosis psoriasis (ICD-9: 696.1-696.2, Yes: Refer to anti- No: Go to #7
696.8) and the product requested FDA approved psoriatics PA criteria at
for psoriasis (see table above)? http://www.dhs.state.or.u
s/policy/healthplan/quide
* Moderate/Severe psoriasis treatments are covered on | s/pharmacy/OR%20Med
the OHP. icaid%20PA%20Criteria/



http://www.dhs.state.or.us/policy/healthplan/guides/pharmacy/OR%20Medicaid%20PA%20Criteria/PA%200711.pdf�
http://www.dhs.state.or.us/policy/healthplan/guides/pharmacy/OR%20Medicaid%20PA%20Criteria/PA%200711.pdf�
http://www.dhs.state.or.us/policy/healthplan/guides/pharmacy/OR%20Medicaid%20PA%20Criteria/PA%200711.pdf�
http://www.dhs.state.or.us/policy/healthplan/guides/pharmacy/OR%20Medicaid%20PA%20Criteria/PA%200711.pdf�

PA%200711.pdf

response to conventional therapy including
immunosuppressive therapy (mercaptopurine,
azathioprine) and/or corticosteroid treatments?
Or,

Has an intolerance or contraindications to
conventional therapy?

for up to 1 year

7. s the diagnosis ankylosing spondylitis (ICD-9 720) | Yes: Approve treatment | No: Go to #8
and the product requested is FDA approved for forup to 1 year
ankylosing spondylitis?

8. Is the diagnosis rheumatoid arthritis (ICD-9 714.xx) | Yes: Go to #9 No: Go to #10
or psoriatic arthropathy (ICD-9 696.0) and the
product requested FDA approved for rheumatoid
arthritis (see table above)?

9. Has the patient had a trial and inadequate Yes: Approve treatment | No: Pass to RPH,;
response to methotrexate or other first line for up to 1 year Deny (medical
DMARDs (leflunomide, sulfasalazine, appropriateness)
hydroxychloroquine, penicillamine) and a disease
duration of 26 months?

Or,
An intolerance or contraindication to oral
DMARDs?

10. Is the diagnosis Crohn’s disease (ICD-9 555) and Yes: Go to #11 No: Pass to RPH;
the product requested FDA approved for Crohn’s Deny (medical
(see table above)? appropriateness)

11. Has the patient had a trial and inadequate Yes: Approve treatment | No: Pass to RPH,;

Deny (medical
appropriateness)

P&T Action: 8-30-12 (MH)
Revision(s):
Initiated:




Antipsoriatics

Goal(s): Cover topical antipsoriatics only for covered OHP diagnoses. Moderate/Severe psoriasis treatments are covered
on the OHP. Treatments for mild psoriasis (696.1-696.2, 696.8), seborrheic dermatitis (690.XX), keroderma (701.1-701.3)
and other hypertrophic and atrophic conditions of skin (701.8, 701.9) are not covered.

Length of Authorization: 1 year

Alternatives with no PA:
Topical corticosteroids, methotrexate, cyclosporine See: http://www.oregon.gov/DHS/healthplan/tools_prov/pdl.shtml

Requires PA for OHP coverage: TC =92 and HIC = L1A, L5F, L9D, TOA

After OHP coverage verified these products are preferred:

ANTHRALIN CREAM(GM)
CALCIPOTRIENE SOLUTION
DOVONEX CREAM(GM)
TACLONEX OINT.(GM)
TAZORAC CREAM(GM)
Approval Criteria
1. What is the diagnosis being treated? Record ICD9 code
2. Is the diagnosis for seborrheic dermatitis (690.XX), Yes: PASS TO RPH - Deny (Not No: Go to #3.
keroderma (701.1-701.3) or other hypertrophic and Covered by the OHP).

atrophic conditions of skin (701.8, 701.9)?

3. Is the diagnosis Psoriasis? Yes: Go to #4. No: Go to #6.
(1CD-9: 696.1-696.2, 696.8)

4. Is the Psoriasis Moderate/Severe? Defined as: Yes: Go to 5. No: PASS TO RPH
At least 10% body surface area involved or with Deny (Not Covered
functional impairment? by the OHP).
5. Is the product requested a non-preferred biologic Yes: Go to #6 No: Gotto7

agent approved for plague psoriasis?

6. Has the patient tried and not had an adequate Yes: Approve for length of treatment; No: Pass to RPH;
response to standard systemic therapies, including maximum 1 year. Deny (medical
cyclosporine or methotrexate or acitretin, or the person appropriateness)
is intolerant of or has a contraindication to these

treatments?

75. Is the product requested preferred? Yes: Approve for length of treatment ; No: Go to #86

maximum 1 year

86. Will the prescriber consider a change to a Yes: Inform provider of covered No: Approve for
preferred product? alternatives in class. length of treatment;
Message: http://www.oregon.gov/DHS/healthplan/t | maximum 1 year.

* Preferred products are evidence-based ools_prov/pdl.shtml. .Approve for length

reviewed for comparative effectiveness & of treatment or 1year.

safety by the Pharmacy and Therapeutics (P&T)
Committee.-Health-Resources-Commission

{HRC)- Reports are available at:
http://pharmacy.oregonstate.edu/drug policy/index.php
hitn ADNAAL O OHPP = ad
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96. RPH only
All other indications need to be evaluated as to whether
they are above the line or below the line diagnosis.

If above the line or clinic provides
supporting literature: approve for
length of treatment.

If below the line:
Deny, (Not Covered
by the OHP).

DUR Board/P&T Action:  09/16/2010 (DO),9/24/09 (klk), 3/19/09(klk), 2/26/06, 5/24/07
Revision(s): 09/16/2010 (DO),1/1/10, 7/1/09, 6/1/07, 6/28/12 (MH),

Initiated: 9-1-06




fingolimod (Gilenya)

Goal(s):

» To ensure appropriate and safe drug use of fingolimod

» Promote preferred drugs

Length of Authorization: One year

Approval Criteria

1. What is the diagnosis?

Record ICD-9 code

2. Does the patient have a diagnosis of relapsing
Multiple Sclerosis (ICD-9 340)?

Yes: Go to #3.

No: Pass to RPH; Deny (medical
appropriateness)

3. Will the prescriber consider a change to a
Preferred MS product?

Message:

* Preferred products are evidence-based
reviewed for comparative effectiveness

Yes: Inform Provider of
covered alternatives in
class.
http://www.oregon.gov/DH

S/healthplan/tools_prov/dl.

No: Go to #4

and safety by the Pharmacy and Therapeutics shtml

Committee.

4. Has the patient failed or cannot tolerate a full Yes: Go to #5. No: Pass to RPH; Deny (medical
course of interferon beta 1a or interferon beta 1b, appropriateness)

and glatiramer?

5. Is the medication being prescribed by or in Yes: Go to #6. No: Pass to RPH; Deny (medical

consultation with a neurologist? appropriateness)
6. Is the patient on concurrent treatment with a Yes: Pass to RPH; Deny No: Go to #7
disease modifying drug (i.e. interferon beta-1B, (medical appropriateness)

glatiramer acetate, interferon beta 1A,

natalizumab, mitoxantrone)?

7. Does the patient have evidence of macular Yes: Pass to RPH; Deny No: Go to #8

edema (ICD-9 362.07)?

(medical appropriateness)

8. Does the patient have as preexisting or recent
(within last 6 months) MI, unstable angina, TIA,

Yes: Pass to RPH; Deny
(medical

stroke, decompensated heart failure requiring
hospitalization or Class IlI/IV heart failure, or
taking Class la or Class lll anti-arrhythmic drugs
(see list below)? cardiac-diseaserisk-factorsfor
lia—or . henics.
Wﬁe‘w i .

appropriatenessGe-to#9-

No: Go to #9Approve-up-to-one-year

9. Is the patient on beta-blockers, digoxin or
calcium channel blockers?

Yes: Go to #10

No: Approve up to one year

109. Has the patient had a cardiology
consultation before initiation?

Yes: Approve up to one
year

No: Pass to RPH; Deny (medical
appropriateness)

Clinical Notes:

e Class la anti-arrhythmics: quinidine, procainamide, disopyramide.

e Class lll anti-arrhythmics: amiodarone, dofetilide, sotalol, dronedarone, ibutilide.
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Because of bradycardia and atrioventricular conduction, patients must be observed for six hours after initial dose in
a clinically appropriate area._The time of cardiovascular monitoring should be extended past 6 hours if patients are
at higher risk (prolonged QTc interval, severe bradycardia post-administration, HR lowering medications) or may not
tolerate bradycardia, which includes continuous ECG monitoring.

Patients on antiarrhythmics, beta-blockers or calcium channel blockers or with bradycardia risk factors (h/o Ml, age
>70 yrs, electrolyte disorder, hypothyroidism) may be more prone to development of symptomatic bradycardia and
should be initiated on fingolimod with caution and cardiology evaluation should be done before considering
treatment_in addition to extended monitoring. Posibility of switching to drugs that do not slow heart rate is an option.
Additional contraindications include baseline QTc interval >500 ms or a history or presence of Mobitz Type Il

second-degree or third-degree AV block or sick sinus syndrome unless patient has a functioning pacemaker.
Injectable disease modifying treatments remain first line agents in MS therapy.-

Injectable disease modifying treatments remain first line agents in MS therapy.

An ophthalmology evaluation should be repeated 3- 4 months after fingolimod initiation with subsequent evaluations
based on clinical symptoms.

DUR Board Action: 3-29-2012 (MH)

Revi

sion(s): 8-30-12 (MH)

Initiated:



Erythropoiesis Stimulating Agents (ESAs)

Goals:
e Cover ESAs according to OHP guidelines and current medical literature.
* Promote evidence based preferred drug list (PDL) options for covered diagnoses

Length of Authorization :
| e 8 weeks initially; then up to 12 months
e Quantity limit of 30 day per dispense

Requires PA: All ESAs require PA for clinical appropriateness

Covered Alternatives:
Preferred alternatives listed at http://www.oregon.gov/DHS/healthplan/tools _prov/pdl.shtml

Approval Criteria
1.|What anemia diagnosis is being

recode ICD9 code:

treated?
No: P RPh: D

2. Is the diagnosis covered by OHP? Yes: Go to #3 (Noot c?os\slet:)ed by’ O:g\)/
3.|Is this continuation therapy? Yes: Go to #12 No: Go to #4
4.|Is product requested preferred? Yes: Go to #6 No: Go to #5

Yes: Inform

i f

5.] Will provider change to a preferred provider of

preferred No: Go to #6
prpduct?

— products and go

to #6

6. Is the diagnosis anemia due to chronic Ves: Go to #7 No: Go to #8

renal failure or chemotherapy?

Yes: Approve for

7.|Is Hb < 10g/dl-erHet<30% 8 wggks with No: Pass to RPh; Deny

AND additional (Not Medically

Transferrin saturation >20% and/or approval based .

ferritin >100ng/ml? upon adequate Appropriate)
response.

8. Is the diagnosis anemia due to HIV? Yes: Go to #9 No: Go to #10



http://www.oregon.gov/DHS/healthplan/tools_prov/pdl.shtml�

9.|Is the Hb < 10g/dL-erHet<30%
AND

Transferrin saturation >20% and/or
fefritin >100ng/ml?

AND

Endogenous erythropoietin < 500 iu/L
AND

If on Zidovudine, dose is <
4200mg/week?

Yes: Approve for
length of Rx or 1

year, whichever is

less.

No: Pass to RPh; Deny
(Not Medically
Appropriate)

10. Is the diagnosis anemia due to
ribavirin treatment?

Yes: Go to #11

No: Pass to RPh; Deny
(Not Medically
Appropriate)

11. Is the Hb < 10g/dL-o+Het<30%
AND

Is the transferrin saturation >20%
and/or ferritin >100ng/ml

AND

Yes: Approve up
to the length of

No: Pass to RPh; Deny
(Not Medically

Has the dose of ribavirin been reduced %nt Appropriate)
by 200mg/day and anemia persisted>2 | —
weeks or to 600mg / day for patients on
triple antiviral therapy?
Yes, approve for
. I length of
#12. Has patient responded to initial orescription or 1 | No: Go to #13.

therapy?

year, whichever is

less.

#13. Does the patient have factors
where a slower response to ESA is
expected? For example:

Inadequate Fe repletion: minimum
ferritin of 100 ng/ml with suggested trial

Yes, Document
factors approve

of|200-500ng/ml
Inadequate ESA dosing:
Darbepoetin: 1.5mcg/kg/wk
Egoetin: 300iu/kg/wk SQ or
450iu/kg/wk IV

for 4-8 additional
weeks.

No: Pass to RPh: Deny
(Not Medically
Appropriate)
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	NOTE: Any agenda items discussed by the DUR/P&T Committee may result in changes to coverage, PDL composition, or utilization control recommendations to the OHA. Timing, sequence and inclusion of agenda items presented to the Committee may change at th...
	I. CALL TO ORDER
	II. DUR ACTIVITIES
	1.  Can The Diabetic War Be Fought By Aggressive Blood Pressure Control?
	III. OLD BUSINESS
	a. Oral Direct Factor X Inhibitors: Rivaroxaban (Xarelto®)*          K. Sentena (OSU)
	1. Proposed PA criteria update
	2. Public Comment
	3. Discussion of clinical recommendations to OHA
	b. Targeted Immune Modulators*                                     M. Herink (OSU)
	1.  Drug Use Evaluation
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	VII. ADJOURN
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	I. CALL TO ORDER
	II. OLD BUSINESS
	III. NEW BUSINESS
	a. Ms. Ketchum presented ESA class update and new drug review recommending peginesatide (Omontys®) non-preferred, limiting all to appropriate use per PA criteria and verify response at 8 weeks, and recommending the HERC update guideline note 7 with current
	*ACTION: All in favor after executive session with deferment of darbepoetin and epoetin status until September meeting to wait for supplemental rebate negotiations.
	b.  Dr. Liang presented nitrates abbreviated class review and new drug evaluation recommending PA criteria and the addition of nitrates to the PDL to include a short acting nitrate for angina prevention and treatment including sublingual tablets, isos...
	*ACTION: All in favor after executive session.
	c.  Dr. Herink presented targeted immune modulators (TIMS) drug class review recommending maintain the most recently approved TIMS golimumab, tocilizumab and ustekinumab as non-preferred TIMS, , consider additional clinical criteria for prior authori...
	*ACTION: All in favor after executive session.
	d. Dr. Willard presented the new drug review for deferiprone (Ferriprox®) recommending the addition of deferoxamine as preferred on the PDL and making the oral agents deferasirox and deferiprone non-preferred and use current PDL PA criteria to utiliz...
	*ACTION: All in favor after executive session.
	V. ADJOURN
	The meeting adjourned at approximately 3:50pm. The next meeting will be in Wilsonville on August 30, 2012.
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