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FDA Drug Safety Communication: Safety Review update of Abacavir
and possible increased risk of heart attack

Safety Announcement
Additional Information for Patients

Additional Information for Healthcare Professionals
Data Summary

Safety Announcement
I« ] The U.S. Foos and (FDA)is updating the public about ts ongoing safety review
of abacavir and a possivle increased risk of heart attack. Abacavir is an antiiral megication used in combination
With other antiretroviral drugs for the treatment of HIV-1 infection. Available medications that contain abacavic
Inchuce Ziagen, Trizwir, and Epzicom

There has been conflicting INfoMaton o the potential increased risk of Neart atack with abacavr treatment, An
Increased risk of Neart atack (Imyocardial INfarction or M) has been seen In Several observational studies 3nd
one randomized confrolled tal (RCT) with bacavir, However, an Increased risk of heart atiack has not been

In other RCTs and the safety database maintained oy the drug manufacturer

FDA conducted a meta-analysis of 26 randomzed cinicai trials that evauated abacavir. This meta-analysis did
nt show an increased risk of Mi associated weh the use of abacavr. Healthcare professionals should continue to
prescribe abacavir according to the protessiona label. Patients should not stop taking their abacavir without fist
talking to their heakhcare professional

FDAwill continue to communicate aery new safety information to the public s it becomes available.

Additional Information for Patients

* D0 ot 5top taking 3bACaVr WEhout taiing to your heathcare professionl

* Discuss any QUESLIONS Of CONCEMS 300Ut 3D3Cayir wih your heaRhcare professional

* Report any sice effects you experience 10 the FDIA MedWatch program using the informaton In the *Contact
Us® box at the bottom of the page.

Additional Information for Healthcare Professionals

* Continue to prescribe abacavir accoring to the professional isel

* Be aware there are conflicting data on whether abacavir treatment increases the risk of M. However, the FDA's
recent meta-analysis of 26 RCTS found no statistcaly signficant difference in M everts between pabents woo

received abacavir and those who did not

Report adverse events nvohing abacavi to the FDA MedWatch program, using the informaton in the *Contact

Us” box at the bottom of the page.

Data Summary
FDA's primary objective was to explore the association of abacavir with M. A fiterature search was conducted
‘among four databases (internatonal Phammaceutical Abstracts [IPA], Inteios, Embase and Scapus) for 34 cilnical
trials that Inciuded a randomized abacawir treatment arm. The FDA manually reviewed the resuts of the search to
Identy RCTS that met the following crieria conducted in adults, sample Stze greater than 50 Subjects, tral statis
comgieted, not 3 phanmacokinetc tial, and not conducted in ATica. FDA excluded trials concucted I Africa
bECaUse the primary nterest was in M events and | w3s NoUght that HIV disease Staus, Concomitant sk factors
expected ifespan and 3ccess o medical care were liely to be dfferent in the African clinical trial poputations
COMpArE to Pogesations in trials from stuclies conducted elsewnere. The Mantel-Haenszel method, wah risk
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m U.S. Food and Drug Administration
I A Protecting and Promoting Your Health

MedWatch: The FDA Safety
Information and Adverse Event
Reporting Program

Your FDA gatewsay for clinically important
safety information and reporting serious
problems with human medical products.
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Risikoinformationen

Arzneimittel unter Recherchemadglichkeit in der Datenbank unerwiinschter Arzneimittelwirkungen (,UAW-Datenbank™)

zusitzlicher Uberwachung

Aussdiess ird (Eremtar Das B.un.desin.stitut far Arzneimittel und Medizinprodukte (BfArM) bietet einen offentlichen Zugang zur Datenbank unerwunschter

o Arzneimittelwirkungen (,UAW-Datenbank™).
Periodic Safety Update Mit einer Filterfunktion kénnen Verdachtsfalle zu sinzelnen Nebenwirkungsbegriffen, Wirkstoffen, Zeitrdumen und Altersgruppen

Reports (PSURs) gesucht werden.

Lieferengpasse Auf diese Weise konnen sich Arzte, Patienten und andere interessierte Birger vertieft dber Arzneimittelrisiken informieren.

Die Datenbank umfasst alle dem BfArM seit 1995 gemeldeten Verdachtsfille unerwiinschter Arzneimittelwirkungen (UAW) aus
Deutschland (auBer Verdachtsfille aus klinischen Prifungen und solchen, die in der wissenschaftlichen Literatur publiziert worden
=sind).

b UAW-Datenbank Diese Verdachtsfalle beziehen sich auf unerwiinschte Ereignisse beim Patienten, die nach der Einnahme von Arzneimitteln

Leitlinie
Arzneimittelbezeichnungen

eingetreten sind und dem BfArM mit dem Verdacht auf einen ursachlichen Zusammenhang mit diesem Arzneimittel gemeldet
Bekanntmachungen

wurden.
Mitteilungen Die Rechercheergebnisse bediirfen einer medizinischen Interpretation und diirfen keinesfalls als Ersatz fiir eine arztliche

Auflcldrung dber miagliche Nebenwirkungen eines Arzneimittels betrachtet werden.
Aus Datenschutzgriinden lassen die dargestellten Verdachtsfalle keine Rickschlisse auf den Patienten oder die meldende Person
FAQ bzw. Institution zu.

Formulare

Betaubungsmittel/Grundstaffe Weitere Informationen und Zugang zur Datenbank unter:

Medizinprodukte

[+ Link zur Datenbank
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-~ MedSafety Alert Worksheet: California Regions Drug Information Services

Medication Name or | FDA MedWatch Alert for: Iclusig (ponatinib)
AHFS Ciass Class: Antineoplastic Agent — Tyrosine Kinase Inhibitor

Date of Alert: 10/11/2013

First Alert or Update: First Alert (10/11/2013)
Previous Alerts (dates, links): FDA follow-up expected, no ETA for follow-up at this time.

Summary of Current MedSafety Alert:

FDA MedWatch Alert:

Issue: FDA is investigating an increasing frequency of reports of serious blood clots and severe
narrowing in arteries and veins associated with the oral chemotherapy drug, lclusig (ponatinib). These
adverse drug effects are not new and are noted in the current product labeling, specifically in the
“‘Boxed Warning” and “Warnings and Precautions” sections (see below for more details).

Background:
* |clusig is an oral antineoplastic agent, which was approved in December 2012.

* Iclusig is indicated for treatment of select patients suffering from chronic myelogenous leukemia
or lymphoblastic leukemia (refer to the product prescribing information for additional details
regarding the appropriate indications for Iclusig).

« Data from clinical trials and postmarket adverse event reports show that serious adverse events
have occurred in patients treated with Iciusig, including narrowing of large arteries of the brain
and peripheral blood vessels, worsening coronary artery disease, heart attacks, stroke, and
even death.

« In clinical trials conducted before approval, serious arterial blood clots occurred in 8 percent
of lclusig-treated patients, and blood clots in the veins occurred in 3 percent of Iclusig-treated
patients. in the most recent clinical trial data submitted by the manufacturer to FDA, at
least 20 percent of all participants treated with Iclusig have developed blcod clots or narrowing
of blood vessels.

FDA Recommendation:
» Health care professionals should consider on a patient to patient basis, whether the benefits of
Iclusig treatment are likely to exceed the risks of treatment.

« Patients taking Iclusig should seek immediate medical attention if they experience symptoms
suggesting a heart attack such as chest pain or pressure, pain in their arms, back, neck or jaw,
or shortness of breath; or symptoms of a stroke such as numbness or weakness on one side of
the body, trouble talking, severe headache, or dizziness.

TPMG, SCPMG Chiefs of Oncology Recommendation:
s PMG Chiefs of Oncology are being made aware of this alert. If KP-specific recommendations
are issued, they will be disseminated in a subsequent alert “update.”

Kaiser Permanente Drug Information Services, California Regions ) )
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Clarification regarding whether additional information or data are pending {and if so, an
estimate of when additional data or follow-up by FDA is expected).

FDA is providing this information to patients and health care professionals while it continues its
iInvestigation. There is currently no ETA as to when additional foliow-up will be disseminated or be
made available by the FDA.

Impact on KP California Regions

Iclusig is a low-volume specialty drug; 21 prescriptions have been‘filled in the NCAL Region and 255 in
the SCAL Region between its approval in December 2012 and the present (10/14/2013).

Background:

» Details found in the current package insert(s) relating to this MedSafety Alert.

Iclusig (ponatinib) Package Insert
Boxed Warnings Section:

» Arterial Thrombosis: Cardiovascular, cerebrovascular, and peripheral vascular thrombosis,
including fatal myocardial infarction and stroke have occurred in Iclusig-treated patients. In
clinical trials, serious arterial thrombosis occurred in 8% of Iclusig-treated patients. Interrupt and
consider discontinuation of Iclusig in patients who develop arterial thrombotic events

Warning and Precautions Section:

» Arterial Thrombosis: Cardiovascular, cerebrovascular, and peripheral vascular thrombosis,
including fatal myocardial infarction and stroke have occurred in Iclusig-treated patients
including serious arterial thrombosis (8%), myocardial infarction or worsening coronary artery
disease (5%), serious cerebrovascular events (2%), and serious peripheral arterial events (2%).
Thirty of 34 Iclusig patients who experienced a serious arterial thrombosis event had one or
more cardiovascular risk factors (e.g., myocardial infarction, coronary artery disease, angina,
stroke, transient ischemic attack, hypertension, diabetes mellitus, hyperlipidemia, and smoking).
Patients with cardiovascular risk factors are at increased risk for arterial thrombosis with Iclusig.
Interrupt and consider discontinuation of Iclusig in patients who develop arterial thrombotic

¢ Venous Thromboembolism: Venous thromhoembolic events occurred in 3% of Iclusig-treated
patients, including deep venous thrombosis (9 patients), pulmonary embolism (4 patients), and
1 case each of portal vein thrombosis, and retinal vein thrombosis. Consider dose modification
or discontinuation of Iclusig in patients who develop serious venous thromboembolism

» Hemorrhage: Serious bleeding events, occurred in 5% (22/449) of patients treated with Iclusig,
including fatalities. Hemorrhagic events occurred in 24% of patients. The incidence of serious
bleeding events was higher in patients with AP-CML, BP-CML, and Ph+ALL. Cerebral
hemorrhage and gastrointestinal hemorrhage were the most commonly reported serious
bleeding events. Most hemorrhagic events occurred in patients with grade 4 thrombocytopenia

Patient Counseling Information Section:
¢ Thrombosis and thromboembolism: Inform patients that serious arterial thromboses (inciuding
arterial stenosis sometimes requiring revascularization) and venous thromboembolism events
have occurred. Advise patients to immediately contact their health care provider with any
symptoms suggestive of a blood clot such as chest pain, shoriness of breath, weakness on one
side of the body, speech problems, leg pain, or leg swelling [see Warnings and Precautions].

+ Manufacturer’s statement or current information relating to this MedSafety Alert.

Ariad Pharmaceuticals was contacted and asked whether they have any additional statements or
information to share about this issue. The manufacturer is working with the FDA to revise the lclusig

prescribing label but had no additional statements or information to share.

Kaiser Permanente Drug Information Services, California Regiens _ 7
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* Response to alert by professional societies (e.g. white paper, editorial response, etc.
American Heart Society, CDC; e.qg.)?

As of 10/14/2013, the National Cancer Institute (NCI), American Society of Clinical Oncology (ASCO),
American Cancer Society (ACS), National Comprehensive Cancer Network (NCCN), American College
of Clinical Pharmacy (ACCP), and American Society of Health-System Pharmacists (ASHP) did not
have any mention of this issue or any statement regarding this issue on their websites,

The Institute for Safe Medication Practices (ISMP) summarized the FDA MedWatch alert on their
website, but they did not provide any formal comments or additional information.

¢ Summary of data found in PubMed (pertinent search results attached as appendix)

Only one pertinent abstract was identified in a PubMed search. The citation and abstract are provided
below. It appears the focus of this article was the efficacy of ponatinib in treating leukemias; however,
ADRs, including the ADRs warned about in the FDA alert, are apparently highlighted in this article.

Price KE., et al. Potential of ponatinib to treat chronic myeloid leukemia and acute lymphoblastic
leukemia. Onco Targets Ther 2013; 20(6);1111-8.

The authors have shown that ponatinib improved outcomes for patients diagnosed with chronic myeloid
leukemia and Philadelphia chromosome positive acute lymphoblastic leukemia. However, Serious
adverse events included arterial thrombosis, hepatotoxicity, cardiovascular risks, pancreatitis,
hemorrhage, fluid retention, myelosuppression, rash, abdominal pain, and embryo-fetal toxicity. Due to
the risk of these adverse events and potential drug interactions, the use of ponatinib must be carefully
weighed against the benefits in treating patients who have limited treatment options.

¢ Summary of data found in EMBASE (Europe’s equivalent to PubMed; pertinent search
results attached as appendix)

A search conducted in EMBASE identified 49 articles (19 of which were review articles). The majority
of the original studies identified in the search investigated the efficacy of ponatinib and it does not
appear that ADRs are the major focus of any study. Some studies compare ponatinib to other tyrosine
kinase inhibitors (such as imatinib, nilotinib, or dasatinib) in patients with chronic myeloid leukemia
(CML) and Philadelphia chromosome-positive acute lymphoblastic leukemia (Ph-positive ALL). The
adverse events (which were the focus of the FDA MedWatch alert) appear to only be a minor focus of
most of the articles identified in EMBASE.

* Summary of data found in Reactions (database dedicated to adverse effects of drugs;
pertinent search results attached as appendix)

No citations were found in the Reactions database related to ponatinib and the adverse drug reactions
discussed in the FDA’s alert.

Prepared by:
Drug Information Services — California Region
Date: 10/14/2013
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Arzneimittel Information der Apotheke

Die Apotheke der Uniklinik Kéln informiert liber folgenden Herstellerhinweis:

bitte beachten Sie die wichtigen Informationen zu folgendem Arzneimittel:
Ruhen der Zulassung aller Tetrazepam-haltigen Arzneimittel zum 01.08.2013 [HEUTE]

Das BfArM hat das Ruhen der Zulassung aller Tetrazepam-haltigen Arzneimittel zum

01. August 2013 angeordnet. Hintergrund fiir diese MaRnahme sind die Ergebnisse des
européischen Risikobewertungsverfahrens der EMA zu Tetrazepam-haltigen Arzneimitteln.
Das Ruhen der Zulassung basiert auf dem erhéhten Risiko von seltenen aber
schwerwiegenden Hautreaktionen unter Tetrazepam.

Hieraus ergeben sich folgende Konsequenzen:

o Tetrazepam-haltige Praparate kénnen nach dem 01.08.2013 nicht mehr neu
verschrieben werden.

 Die Arzte werden gebeten, eine bestehende Tetrazepamtherapie zu beenden und
eine Alternativtherapie zu erwagen.

o Bei Absetzen der Therapie mit Tetrazepam sollte die Dosis schrittweise reduziert
werden.

Bei uns im Haus gelistet ist folgendes Praparat mit der SAP-Nr.: 102028

Tetrazepam HEXAL 50 mg |

Tabletien

CEACKUNG KUNHCEACKURND
aaaabreﬁsmma KUNIKPACKUNCNS

Bltte senden Sie uns nicht verbrauchte Packungen an Tetrazepam 50mg Filmtabletten
zur Gutschrift an die Apotheke zuriick.

¢ Fur Ruckfragen stehen wir Ihnen gerne zur Verfiigung.
( Mit freundlichen GruRen gez. i.A. ﬂ

Erreichbarkeit der Apotheke:

- Arzneimittel-Ausgabe: Tel. 88450

" “s ,' Mo, Di, Mi, Fr: 8.00-16.00 Uhr
- 3 o Donnerstag: 8.00-14.00 Uhr
-3 ﬁ&» ¥ e Notdienst an Samstagen 9.00-12.00 Uhr
%ﬁ' - Arzneimittel-Information: Tel. 88480
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