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State of Alaska Department of Health and Social Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

E-mail as an attachment to patelu@magellanhealth.com and EAEdwards@magellanhealth.com; include in subject line Manufacturer Submission

OR Fax this request to: 1-888-656-6822 ATTN: Umang Patel, PharmD and Elaine Edwards, RPh
(Note: Processing May be Delayed if Information Submitted is lllegible or Incomplete)

Members of the Pharmacy and Therapeutics (P&T) Committee have requested that all clinical information, questions, or
comments about the Preferred Drug List (PDL) be sent directly to Magellan Medicaid Administration. Manufacturers
and other interested parties have been requested not to contact the members directly. Written comments on the PDL
from all interested parties should be submitted to Erin Narus, PharmD, R.Ph. at the State of Alaska.

Note: Manufacturers submitting comments are requested to do so through their Product Manager using this
form. This form constitutes a request for NEW information pertaining to peer-reviewed literature
including off-label peer-reviewed studies.

Contact Information

MANUFACTURER NAME: DATE:

Bristol-Myers Squibb & Pfizer 0 3 - 3 0 - 2 0 1 8
PRODUCT MANAGER’S NAME: TITLE:

Christopher Conner Director, US Health Economics & Outcomes Research
ADDRESS:

3401 Princeton Pike

aITy: STATE: ZIP CODE:
Lawrenceville N J 0 8 6 4 8
PHONE NUMBER: FAX NUMBER:
4 | 2|5 -14]9]|9]|- 1,6| 8] 6 - -
PRODUCT:
ELIQUIS

Clinical Rationale Request for Consideration (If additional space is required, use Clinical Rationale Continuation Page).

Note: The purpose of this document is to provide updated information since the drug was last reviewed, as requested by the State
of Alaska Medicaid P&T committee; it is not intended to be used for any other purpose. This document contains relevant
information for Eliquis, which may or may not be included in the U.S. Prescribing Information (USPI). BMS/Pfizer do not suggest or
recommend the use of Eliquis in any manner other than as described in the USPI.

No adequate and well-controlled head-to-head clinical trials have been conducted comparing the efficacy and safety of Apixaban
(Apix) vs. Rivaroxaban (Riva)/Dabigatran (Dabi)/Edoxaban (Edox) for reducing the risk of stroke or systemic embolism in patients
with NVAF. The real-world retrospective database analyses evaluating novel oral anticoagulants do not imply comparable efficacy,
safety, or product interchangeability. Interpretation of results is based on statistical association not causality.

Confidentiality Notice: The documents accompanying this transmission contain confidential health information that is legally privileged.

If you are not the intended recipient, you are hereby notified that any disclosure, copying, distribution, or action taken in reliance on the contents M a e Ilan
of these documents is strictly prohibited If you have received this information in error, please notify the sender (Via return FAX) immediately and

arrange for the return or destruction of these documents. H EA LT H -

© 2018, Magellan Health, Inc. All Rights Reserved.


mailto:patelu@magellanhealth.com
mailto:EAEdwards@magellanhealth.com

State of Alaska Department of Health and Social Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers
E-mail as an attachment to patelu@magellanhealth.com and EAEdwards@magellanhealth.com; include in subject line Manufacturer Submission

OR Fax this request to: 1-888-656-6822 ATTN: Umang Patel, PharmD and Elaine Edwards, RPh
(Note: Processing May be Delayed if Information Submitted is lllegible or Incomplete)

Clinical Rationale Request for Consideration (If additional space is required, use Clinical Rationale Continuation Page).

1. NOSEWORTHY CHEST 2017 DATA [1]: Using the OptumLabs Data Warehouse database, a retrospective observational analysis
evaluated the first inpatient admission for stroke/SE, including ischemic and hemorrhagic stroke, and major bleeding, including
intracranial bleeding, among adult NVAF patients prescribed with apixaban, dabigatran, or rivaroxaban from 010CT2010 to

28FEBO015. Using 1:1 propensity score matching, 3 matched cohorts were created:.

* For the primary effectiveness outcome of stroke/SE, there were no significant differences between any of the three direct oral

anticoagulant. For the primary safety outcome of major bleeding, apixaban was associated with lower major bleeding risk.
Apixaban vs Rivaroxaban
n =6565 vs n = 6565

Event Rate Per 100 Person-Years

Stroke/SE 1.21vs1.03 1.22vs 1.17 1.12vs 1.03
HR (95% Cl); P value 1.05 (0.64-1.72); .85 0.82 (0.51-1.31); .41 1.00 (0.75-1.32); .99
Ischemic stroke 1.04vs 0.73 1.05vs 0.86 0.79vs 0.80
HR (95% Cl); P value 1.27 (0.73-2.23); .39 0.93 (0.55-1.57); .79 0.91 (0.66-1.27); .58
Hemorrhagic stroke 0.13vs0.18 0.13vs0.16 0.23vs 0.12

HR (95% Cl); P value

Major bleeding 2.01vs 4.55 2.06 vs 3.25 3.77 vs 2.58
HR (95% Cl); P value 0.39 (0.28-0.54); <.001 0.50 (0.36-0.70); <.001 1.30(1.10-1.53); <.01
Intracranial 0.25vs 0.43 0.25vs 0.34 0.53vs 0.26

HR (95% Cl); P value

Limitations: As this is an observation study, no causal relationship can be inferred; potential residual confounders could not be
ruled out; potential coding errors; certain clinical and health behavior parameters were not captured in the database.

2. PHARMETRICS DATA [2]: Using the IMS PharMetrics Plus database, a retrospective, observational analysis evaluated healthcare
costs among adult NVAF patients prescribed apixaban, dabigatran, rivaroxaban, and warfarin from 01JAN2013 to 30SEP2015. Using

0.66 (0.16-2.78); .57

0.56 (0.21-1.45); .23

1:1 propensity score matching, 3 matched cohorts were created.

Apixaban vs Rivaroxaban
n =4062 vs n = 4062

Costs in PPPM (S)

Total all-cause healthcare costs 3950 vs 4333 3572 vs 3683 3919 vs 4177
P value .0002 .397 .025
All-cause medical cost 3577 vs 4011 3205 vs 3340 3556 vs 3905
P value <.001 .335 .004
All-cause pharmacy cost 532 vs 511 523 vs 527 519 vs 383
P value 173 .819 <.001
All-cause hospitalization cost* 1515 vs 2659 1239 vs 2759 1343 vs 3648
P value <.001 <.001 <.001
All-cause ER/outpatient medical cost 2182 vs 2189 1904 vs 1848 2101 vs 2014
P value .926 .513 .198
Total cost due to MB-related conditions** 100 vs 233 59 vs 132 96 vs 212
P value .096 .182 .026

*Likelihood of first all-cause hospitalization vs apixaban (HR; P value): rivaroxaban (1.44, <.001), dabigatran (1.98, <.001), warfarin
**Likelihood of first hospitalization due to MB-related conditions (HR; P value): rivaroxaban (1.57, .037), dabigatran

(2.22,<.001);
(1.36, .303), warfarin (2.05, <.001)

Abbreviations: ER, Emergency room; HR, Hazard ratio; PPPM, Per patient per month; MB, Major bleeding; NS, Nonsignificant
Limitations: Coding errors or missing data; follow-up period was not uniform; certain missing parameters in the database;
unobserved confounders may exist; population may not be generalizable; and, no causal inferences can be made.

Apixaban vs Dabigatran

n =6542 vs n = 6542

0.72 (0.18-2.86); .64

0.65 (0.25-1.65); .36

Apixaban vs Dabigatran
n=2684vsn=2684

Rivaroxaban vs Dabigatran
n=15787vsn=15787

1.70 (0.84-3.43); .14

1.79 (1.12-2.86); .02

Apixaban vs Warfarin
n=4847 vs n = 4847

Confidentiality Notice: The documents accompanying this transmission contain confidential health information that is legally privileged.

If you are not the intended recipient, you are hereby notified that any disclosure, copying, distribution, or action taken in reliance on the contents
of these documents is strictly prohibited If you have received this information in error, please notify the sender (Via return FAX) immediately and
arrange for the return or destruction of these documents.

Magellan

HEALTH..

© 2018, Magellan Health, Inc. All Rights Reserved.


mailto:patelu@magellanhealth.com
mailto:EAEdwards@magellanhealth.com

State of Alaska Department of Health and Social Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

E-mail as an attachment to patelu@magellanhealth.com and EAEdwards@magellanhealth.com; include in subject line Manufacturer Submission

OR Fax this request to: 1-888-656-6822 ATTN: Umang Patel, PharmD and Elaine Edwards, RPh
(Note: Processing May be Delayed if Information Submitted is lllegible or Incomplete)

Published Citations (If additional space is required, use Published Citations Continuation Page).

1. Noseworthy PA, Yao X, Abraham NS, et al. Direct comparison of dabigatran, rivaroxaban, and apixaban for effectiveness and
safety in non-valvular atrial fibrillation. CHEST. 2016; 150(6), 1302-1312.

2. Lin J, Trocio J, Gupta K, et al. Major bleeding risk and healthcare economic outcomes of non-valvular atrial fibrillation patients
newly-initiated with oral anticoagulant therapy in the real-world setting. ] Med Econ. Just-accepted (2017): 1-23.
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	Clinical_Rationale_1: Note: The purpose of this document is to provide updated information since the drug was last reviewed, as requested by the State of Alaska Medicaid P&T committee; it is not intended to be used for any other purpose. This document contains relevant information for Eliquis, which may or may not be included in the U.S. Prescribing Information (USPI). BMS/Pfizer do not suggest or recommend the use of Eliquis in any manner other than as described in the USPI.

No adequate and well-controlled head-to-head clinical trials have been conducted comparing the efficacy and safety of Apixaban (Apix) vs. Rivaroxaban (Riva)/Dabigatran (Dabi)/Edoxaban (Edox) for reducing the risk of stroke or systemic embolism in patients with NVAF. The real-world retrospective database analyses evaluating novel oral anticoagulants do not imply comparable efficacy, safety, or product interchangeability. Interpretation of results is based on statistical association not causality.



	Clinical_Rationale_2: 1. NOSEWORTHY CHEST 2017 DATA [1]: Using the OptumLabs Data Warehouse database, a retrospective observational analysis evaluated the first inpatient admission for stroke/SE, including ischemic and hemorrhagic stroke, and major bleeding, including intracranial bleeding, among adult NVAF patients prescribed with apixaban, dabigatran, or rivaroxaban from 01OCT2010 to 28FEB015. Using 1:1 propensity score matching, 3 matched cohorts were created:. 
• For the primary effectiveness outcome of stroke/SE, there were no significant differences between any of the three direct oral anticoagulant. For the primary safety outcome of major bleeding, apixaban was associated with lower major bleeding risk.
                                                                           Apixaban vs Rivaroxaban       Apixaban vs Dabigatran       Rivaroxaban vs Dabigatran 
                                                                            n = 6565 vs n = 6565               n = 6542 vs n = 6542               n = 15 787 vs n = 15 787
Event Rate Per 100 Person-Years 
Stroke/SE                                                                   1.21 vs 1.03                              1.22 vs 1.17                                  1.12 vs 1.03
HR (95% CI); P value                                           1.05 (0.64-1.72);  .85              0.82 (0.51-1.31);  .41                 1.00 (0.75-1.32);  .99 
Ischemic stroke                                                         1.04 vs 0.73                              1.05 vs 0.86                                  0.79 vs 0.80 
HR (95% CI); P value                                           1.27 (0.73-2.23);  .39              0.93 (0.55-1.57);  .79                 0.91 (0.66-1.27);  .58 
Hemorrhagic stroke                                                 0.13 vs 0.18                             0.13 vs 0.16                                    0.23 vs 0.12
HR (95% CI); P value                                           0.66 (0.16-2.78);  .57              0.72 (0.18-2.86);  .64                 1.70 (0.84-3.43);  .14 

Major bleeding                                                         2.01 vs 4.55                             2.06 vs 3.25                                     3.77 vs 2.58  
HR (95% CI); P value                                           0.39 (0.28-0.54);  < .001        0.50 (0.36-0.70);  < .001          1.30 (1.10-1.53);  < .01 
Intracranial                                                                0.25 vs 0.43                             0.25 vs 0.34                                     0.53 vs 0.26 
HR (95% CI); P value                                           0.56 (0.21-1.45);  .23              0.65 (0.25-1.65);  .36               1.79 (1.12-2.86);  .02 
Limitations: As this is an observation study, no causal relationship can be inferred; potential residual confounders could not be ruled out; potential coding errors; certain clinical and health behavior parameters were not captured in the database.

2. PHARMETRICS DATA [2]: Using the IMS PharMetrics Plus database, a retrospective, observational analysis evaluated healthcare costs among adult NVAF patients prescribed apixaban, dabigatran, rivaroxaban, and warfarin from 01JAN2013 to 30SEP2015. Using 1:1 propensity score matching, 3 matched cohorts were created.                             
                                                                          Apixaban vs Rivaroxaban       Apixaban vs Dabigatran       Apixaban vs Warfarin 
                                                                           n = 4062 vs n = 4062               n = 2684 vs n = 2684             n = 4847 vs n = 4847
Costs in PPPM ($) 
Total all-cause healthcare costs                          3950 vs 4333                            3572 vs 3683                          3919 vs 4177 
P value                                                                            .0002                                           .397                                          .025
All-cause medical cost                                           3577 vs 4011                            3205 vs 3340                          3556 vs 3905 
P value                                                                            <.001                                           .335                                          .004 
All-cause pharmacy cost                                          532 vs 511                                 523 vs 527                              519 vs 383 
P value                                                                              .173                                            .819                                        <.001 
All-cause hospitalization cost*                             1515 vs 2659                             1239 vs 2759                         1343 vs 3648 
P value                                                                             <.001                                           <.001                                       <.001 
All-cause ER/outpatient medical cost                  2182 vs 2189                             1904 vs 1848                         2101 vs 2014 
P value                                                                              .926                                              .513                                         .198 
Total cost due to MB-related conditions**           100 vs 233                                    59 vs 132                                96 vs 212 
P value                                                                              .096                                              .182                                          .026 
*Likelihood of first all-cause hospitalization vs apixaban (HR; P value): rivaroxaban (1.44, <.001), dabigatran (1.98, <.001), warfarin (2.22, <.001);    **Likelihood of first hospitalization due to MB-related conditions (HR; P value): rivaroxaban (1.57, .037), dabigatran (1.36, .303), warfarin (2.05, <.001)
Abbreviations: ER, Emergency room; HR, Hazard ratio; PPPM, Per patient per month; MB, Major bleeding; NS, Nonsignificant
Limitations: Coding errors or missing data; follow-up period was not uniform; certain missing parameters in the database; unobserved confounders may exist; population may not be generalizable; and, no causal inferences can be made.  
	Public_Citations_1: 1. Noseworthy PA, Yao X, Abraham NS, et al. Direct comparison of dabigatran, rivaroxaban, and apixaban for effectiveness and safety in non-valvular atrial fibrillation. CHEST. 2016; 150(6), 1302-1312.
2. Lin J, Trocio J, Gupta K, et al. Major bleeding risk and healthcare economic outcomes of non-valvular atrial fibrillation patients newly-initiated with oral anticoagulant therapy in the real-world setting. J Med Econ. Just-accepted (2017): 1-23.
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