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ABSTRACT

Rivaroxaban, a Xa inhibitor, was recently approved (March 2013) in the setting of
post-acute coronary syndromes (ACS) by the European Medicine Agency. This is in
contrast to not being approved by the Food and Drug Agency in the United States for the
same indication in 2012 and 2013. The FDA's decision was based on a lack of follow-up
data for the patients enrolled in the study based on the pivotal Anti-Xa Therapy to
Lower Cardiovascular Events in Addition to Standard Therapy in Subjects with Acute
Coronary Syndrome (ATLAS-ACS 2-TIMI 51) trial. While both agencies have similar
roles when functioning as drug regulatory bodies and goal of granting approval of safe
and efficacious drugs, the difference in approval outcome in the case of rivaroxaban
highlights the differences in drug review process when both agencies are presented
with the same Phase 3 data to review.

drug administration, rivaroxaban

INTRODUCTION

Rivaroxaban, aXa inhibitor, blocks the cascade of blood
coagulation.! In the United States rivoraxaban was
approved by the Food and Drug Administration (FDA)
in July of 2011 as an anticoagulant used to prevent
blood clots associated with deep vein thrombosis, atrial
fibrillation, and pulmonary embolism. In addition
to all of the US approved indications, the European
Medicines Agency (EMA) approved rivoraxaban
in March of 2013 to prevent thrombotic events in
patients with post-acute coronary syndrome.?! Unlike
vitamin K antagonists like warfarin, rivaroxaban does
not require frequent monitoring, but is dosed-based
on creatinine clearance and does not have a reversible
antidote.

Pharmacological therapy plays a key role in the
treatment of acute coronary syndromes (ACS).
Patients who have had a recent ACS are still at risk
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for another cardiovascular event even though they
are being treated with aspirin and a thienopyridine.
The cause of this is thought to be related to excess
thrombin generation, which continues after the
presentation of ACS. Rivaroxaban inhibits factor
Xa, therefore, preventing the final common
pathway of the coagulation cascade which results
in the production of thrombin. According to the
2013 American College of Cardiology/American
College of Cardiology (ACC/AHA) ST-elevation
myocardial infarction (STEMI) guidelines, a vitamin K
antagonist should only be provided when there is
another indication for anticoagulation such as atrial
fibrillation with a CHADS, score 22, mechanical
heart valves, previous venous thromboembolism
or hypercoagulable disorder, due to a higher
risk for bleeding.*! These guidelines make no
recommendation for use of the newer anticoagulants,
such as rivaroxaban, in ACS patients due to a lack of
robust data and only suggest usage if in patients if
the risk for a thromboembolic event or stent occlusion
exceeds the risk of bleeding.!!

The European approval of rivaroxaban in prevention
of thrombotic events in post-acute coronary syndrome
patients helps highlight the differences and similarities
of drug regulating agencies in Europe, the EMA, versus
the regulating agency of the US, the FDA. Although the
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FDA and the EMA conduct overall similar processes
for approval of novel therapeutic agents there are
some key differences [Table 1].5%! An initial difference
in the two agencies is in their power to approve the
drug. The FDA is the sole regulator and approves
new therapeutic agents for market availability, while
the EMA is an evaluation board that reviews new
therapeutic agents and gives advice on safety and
efficacy.”®! The European Commission then permits or
denies drug approval based on the EMA's evaluations.
Another difference is in the preapproval application:
When one applies for FDA approval they are applying
for approval in all 50 states.”’ However, when one
applies for EMA approval they may apply for approval
of all states/countries of the European Union, filling
out a centralized application, or they may apply for
approval in one or some specific states/ countries of the
European Union, filling out a decentralized application.
[l A centralized application is required for therapeutic
agents used to treat human immunodeficiency virus
(HIV)/ Acquired immunodefi ciency syndrome (AIDS),
cancer, diabetes, neurodegenerative diseases, viral
diseases, autoimmune and other immune disorders,
and for orphan drugs.”? A centralized application
is also required for therapeutic agents derived from
biotechnological processes and medications for
advanced therapy, such as gene therapy.'* In clinical
trials and testing, the FDA requires a new therapeutic
agent to be compared with a placebo drug.?”! Clinical
trials evaluated by the EMA are preferably a new
therapeutic agent as compared with another drug and

a placebo, but can also be a new therapeutic agent only
compared to another drug.l”! Another difference is in
the median amount of time to review the drug and the
amount of time it takes for the approved drug to appear
on the market.”® The FDA has a shorter review time at
a median of 322 days per novel drug as compared to
the EMA which has a median review time of 366 days
per novel drug.”® Out of 190 novel drugs approved
by both the FDA and EMA, 121 (63.7 %) were initially
approved in the US at a median of 96 days earlier
approval by the FDA than the EMA."# Therefore,
drugs approved by FDA appear earlier on the market
as compared to drugs approved by the EMA.

Although there are a number of differences between
the regulatory and evaluation processes of the EMA
and FDA, both have a common application for orphan
drugs.”! An orphan drug is defined as an uncommon
condition affecting less than 200,000 people in the US or
less than 10,000 people in the European Union.® This
common application allows both parties to benefit in
treatment of a rare condition. Also, both the FDA and
EMA have similar stages of approval (e.g., preclinical
testing stage and phase one, phase two, and phase
three trials).®! Furthermore, the ultimate goal of
the FDA and EMA is same in providing safe and
efficacious medication to improve public health.

Both the EMA and FDA evaluations of rivoraxaban
for preventing thrombotic events in patients with
post-acute coronary syndrome were based on the

Table 1: Comparison of the FDA and EMA drug approval process

Food and drug
administration

European medicines agency

Role of Sole regulator

agency Approves new therapeutic agents
for market exposure

Pre-approval  Applicant applies for approval

application in all states of the US

Clinical trials ~ Drug A vs Control?

Median time 322 days

for review

Orphan drugs Common application for FDA and EMA for rare
diseases. An orphan drug application filed with the
FDA can hold valid with the EMA and vice versa

A part of a chain of regulators. Does NOT approve
new therapeutic agents for market exposure

Centralized: Applicant applies for approval for all states/countries of the
European Union (EU). Required for therapeutic agents used to treat
HIV/AIDS, cancer, diabetes, neurodegenerative diseases, autoimmune
and other immune dysfunctions, and viral diseases. Required for
therapeutic agents derived from biotechnological processes and
advanced therapy medications. Required for orphan drugs
Decentralized: Applicant applies for approval in one or

some of the members of the EU. Therapeutic agent does

not fall under requirements for centralized application

Drug A vs Drug B

OR

Drug A vs Drug B vs Placebo

366 days

aControl can be set as placebo, dose-comparison, no-treatment, active-treatment, or historical control. HIV=Human immunodeficiency virus, AIDS=Acquired
immunodeficiency syndrome, FDA=Food and drug administration, EMA=European medicines agency
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Anti-Xa Therapy to Lower Cardiovascular Events in
Addition to Standard Therapy in Subjects with Acute
Coronary Syndrome (ATLAS-ACS 2-TIMI 51) trial.
% This phase 3, double-blind, multicenter (766 sites)
study randomized more than 15,526 patients with
ACS to rivaroxaban 2.5 mg rivaroxaban twice daily, 5
mg of rivaroxaban twice daily, or placebo, in addition
to the standard dual antiplatelet therapy of a low
dose aspirin (81 mg) with clopidogrel or ticlopidine.
The primary endpoint in this study was death from
cardiovascular causes, myocardial infarction (MI), or
stroke (MEGA). The secondary endpoint was death
from any case, MI, or stroke. The primary safety
endpoint was major bleeding that was not related to
coronary artery bypass grafting (CABG). The baseline
characteristics were similar and 50.3% of the patients
had a STEMI, whereas 25.6% of patients suffered an
NSTEMI and 24 % had unstable angina unstable angina
(UA). Therapy with rivaroxaban was continued on
average for 13.1 months. Discontinuation of the drug
occurred in 26.9% (n = 5,174) of patients receiving the
2.5 mg dose, 29.4% (n = 5,176) of patients receiving
the 5 mg dose, and 26.4% (n = 5,176) in the placebo.
When the two doses were analyzed, the primary
endpoint occurred in fewer patients receiving the 2.5
mg dose when compared to placebo (9.1 vs 10.7%,
respectively; P =0.02). The primary endpoint occurred
in 8.8% in the 5 mg group compared to 10.7% in the
placebo group (P = 0.03). The 2.5 mg dose reduced
death from cardiovascular causes when compared
with the placebo 2.7 vs 4.1%, respectively (P = 0.002)
and reduced the risk of death from any cause (2.9 vs
4.5%; P =0.002). The 5 mg dose of rivaroxaban did not
reduce the risk of death from cardiovascular causes or
any cause. Rivaroxaban significantly increased the rate
of major bleeding that was not related to CABG when
compared to placebo (2.1 vs 0.6%, P < 0.001). There
were also more episodes of minor bleeds and bleeds
requiring medical attention (1.3 vs 0.5%, P = 0.003 and
14.5 vs 7.5%; P < 0.001). Rivaroxaban did not show
a significant difference in the rates of fatal bleeding
when compared with placebo (0.3 vs 0.2%, P = 0.66).
The rates of major bleeding were lower in the 2.5
mg dose compared to the 5 mg dose, but it was not
significant different.!

The authors of the ATLAS-ACS 2-TIMI 51 trial
concluded that rivaroxaban 2.5 mg twice daily
showed a promising reduction in the rates of death
of cardiovascular causes, MI, or stroke.l"”’ While
the study had appropriate inclusion and exclusion
criteria and the baseline patient characteristics were
similar amongst the groups, there was a high rate
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of discontinuation of the rivaroxaban arm due to
adverse events and other undisclosed reasons. The
authors of the study did not provide follow-up data
of long-term effects of rivaroxaban; however, the
investigators did set out an intention to treat model
that analyzes data from all subjects assigned to a
treatment regardless of completion of the study and
essentially measures the effectiveness of treatment.
Advantages of an intention to treat model are that the
analysis maintains randomization, mimics reality, and
is a more conservative estimate of effect. However,
because of dropout rates, a‘modified intention to treat’
model was adapted to only include those patients
who completed the trial. Such a model could lead
to overestimation of the true effect of rivoraxaban,
while simultaneously “hiding” potential adverse
reasons why the patients chose to dropout of the
study. It seems questionable that the 2.5 mg dose
would provide a mortality benefit in comparison to
the 5 mg dose. Finally, the reduction in the number
of events does not seem convincing enough when
compared to the significant increase in major bleeding
events.

Janssen Pharmaceuticals, the manufacturer of
rivaroxaban, has sought approval for this indication
twice from the FDA and it has been denied each
time. The FDA has turned down the new drug
application for rivaroxaban in the prevention of
stent thrombosis in patient post-ACS in May 2012
due to an incomplete follow-up, missing vital
statuses, a number of uncounted deaths, concerns
about increased risks of bleeding, and different
rates of outcomes between the interim analyses in
the ATLAS-ACS 2-TIMI 51 trial. (FDA website).!"!
The FDA wants more data on treatment analysis
because of questions of informative censoring on the
manufacturer’s part. The FDA has reason to believe
that patients may have withdrawn from the ATLAS
study due to adverse events associated with the use
of rivoraxaban.!"!

Although similar in overall processes, the differences
in the authorizing boards of drug approval in the
United States and Europe can be seen played out
with the case of approving rivaroxaban in the setting
of post-acute coronary syndrome. While the FDA is
requesting more safety and dropout data from the
manufacturer to help make its final decision, the
EMA in Europe felt that the data from the pivotal
phase 3 trial was sufficient to grant an approval. It
is understood that both agencies have the ultimate
goal of granting the use safe and efficacious drugs to
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European Medicines Agency. Overview. c2013
Available from: http://www.ema.europa.eu/ema/

the public, but it is important to recognize that their 6.
means to achieving this goal can vary and ultimately

impact the approval of drugs, as seen by story of index.jsp?curl=pages/about_us/general/general

rivaroxaban. content_000092.jsp and mid=WC0b01ac0580028a43.
[Last accessed on 2013 Oct 31].
REFERENCES 7. Downing NS, Aminawung JA, Shah ND, Braunstein ]D,

. Krumholz HW, Ross JS. Regulatory review of novel
1. Janssen Pharmaceutical Incorporated. Xarelto package

insert; 2013 Available from: http:/www.xareltous.
com/search/google appliance/package%2Binsert [Last
accessed on 2013 Oct 31].

2. Food and Drug Administration. United States. c2013
Xarelto Medication Guide. Available from: http:/www.

therapeutics- comparison of three regulatory agencies.
N Engl ] Med 2012;367:1165-7.

8. Gidron M, Hollis C, Jones E. European Medicines Agency
Do Not Mirror FDA. FDL. 2008;805:1-12.

9. Food and Drug Administration. News and Events. c2010

fda.gov/downloads/Drugs/DrugSafety/UCM280333.
pdf [Last accessed on 2013 June].
European Medicines Association. European Union.

Available at: http:/www.fda.gov/NewsEvents/Newsroom/
PressAnnouncements/ucm202300.htm [Last accessed on
2013 Oct 31].

C2013 Xarelto Public Assessment Report. Available from: 10
http:/www.ema.europa.eu/ema/index.jsp?curl=pages/
medicines/human/medicines/000944/human_
med_001155.jsp [Last accessed on 2013 June]. 11

4. O’Gara PT, Kushner FG, Ascheim DD, Casey DE Jr,
Chung MK, de Lemos JA, et al. American College of
Cardiology Foundation/American Heart Association
Task Force on Practice Guidelines. 2013 ACCF/AHA
guideline for management of ST-elevation myocardial
infarction: A report of the American College of Cardiology
Foundation/American Heart Association Task Force on
Practice Guidelines. Circulation 2013;127:362-425.

5. Food and Drug Administration. Development and Drug
Approval Process. C2013] Available from: http:/www.
fda.gov/Drugs/Development Approval Process/default.
htm [Last accessed on 2013 Oct 31].

. Mega JL, Braunwald E, Wiviott SD, Bassand JP, Bhatt DL,
Bode C, et al. Rivaroxaban in patients with a recent acute
coronary syndrome. N Engl ] Med 2012;366:9-19.

. Food and Drug Administration. FDA Briefing Document
for the Cardiovascular and Renal Drugs Advisory
Committee (CRDAC) for Xarelto® (Rivaroxaban) oral tablets
c 2012 Available from: http://www.fda.gov/downloads/
AdvisoryCommittees/CommitteesMeetingMaterials/
Drugs/CardiovascularandRenalDrugsAdvisoryCommittee/
UCM304755.pdf#page=192 [Last accessed on 2013
Oct 31 ].

How to cite this article: Arif SA, Bilfagi Z. Drug approval processes: A
case study of rivaroxaban. Arch Pharma Pract 2013;4:186-9.

Source of Support: Nil. Conflict of Interest: None declared.

Author Help: Reference checking facility

The manuscript system (www.journalonweb.com) allows the authors to check and verify the accuracy and style of references. The tool checks
the references with PubMed as per a predefined style. Authors are encouraged to use this facility, before submitting articles to the journal.
¢ The style as well as bibliographic elements should be 100% accurate, to help get the references verified from the system. Even a single
spelling error or addition of issue number/month of publication will lead to an error when verifying the reference.
*  Example of a correct style
Sheahan P, O’leary G, Lee G, Fitzgibbon J. Cystic cervical metastases: Incidence and diagnosis using fine needle aspiration biopsy.
Otolaryngol Head Neck Surg 2002;127:294-8.
®  Only the references from journals indexed in PubMed will be checked.
*  Enter each reference in new line, without a serial number.
*  Add up to a maximum of 15 references at a time.
*  [f the reference is correct for its bibliographic elements and punctuations, it will be shown as CORRECT and a link to the correct article
in PubMed will be given.
*  [f any of the bibliographic elements are missing, incorrect or extra (such as issue number), it will be shown as INCORRECT and link to
possible articles in PubMed will be given.

Archives of Pharmacy Practice « Vol. 4 « Issue 4 « Oct-Dec 2013 189


https://www.researchgate.net/publication/276022347

