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From: 
To: 
Sent: 
Subject: 
Attachments: 

From: Natalie Thoma 

James Ciciriello 
Jamie Warner 
2/25/2016 3:34:46 PM 
FW: FYI Only: FDA call request letter 
Meeting Request Ur 02 24 16 FINAL.pdf 

Sent: Thursday, February 25, 2016 10:26 AM 
To: James Ciciriello 
Subject: FW: FYI Only: FDA call request letter 

FYI - the latest with regard to Vantrela ER review. 

Best regards, 
Natalie 

From: Susan Larijani 
Sent: Wednesday, February 24, 2016 4:15 PM 
To: James G King Jr; Shweta Shah; Matthew Wieman; Azhar Chaudhry 
Subject: FYI Only: FDA call request letter 

Dear Medical Affairs colleagues, 

Please see below email and attached correspondence to FDA. 

Best regards, 

Susan 

OUR PURPOSE & VA LUES 

From: Rob Falb 
Sent: Wednesday, February 24, 2016 4:01 PM 
To: Jeffrey Dierks; Grant Erdel; Douglas Harnish; Susan Larijani; Brian McCormick; Alexander Nikas; Richard Malamut; Jeffrey 
Martini; Terri Stewart; Patrick Puz 
Subject: FDA call request letter 

Attached is the letter being sent to the FDA requesting a call to discuss the ad comm. 
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From: Grant Erdel 
Sent: Wednesday, February 24, 2016 3:53 PM 
To: Rob Falb 
Subject: Fwd: vantrela alignment call 

Can you forward the letter? 

Sent from my iPhone 

Begin forwarded message: 

From: Jeffrey Dierks <Jeffrey .Dierks@tevapharm.com> 
Date: Febrnary 24, 2016 at 3:51:34 PM EST 
To: Grant Erdel <Grant.Erdel@tevapharm.com>, Douglas Harnish <Douglas.Harnish@tevapharm.com> 
Cc: Susan Franks <Susan.Franks@tevapharm.com>, Brian McCormick <Brian.McCormick@tevapharm.com>, 
Alexander Nikas <Alexander.Nikas@tevapharm.com>, Richard Malamut <Richard.Malamut@tevapharm.com>, 
Jeffrey Martini <Jeffrey.Martini@tevapharm.com>, Terri Stewart <Terri.Stewart@tevapharm.com>, Patrick Puz 
<Patrick:.Puz@tevapharm.com>, Doris Saltkill <Doris. Saltkill@tevapharm.com> 
Subject: RE: vantrela alignment call 

Also, would we be able to get a copy of the revised letter? 
Thanks in advance-
Jeff 

Jeffrey Dierks Director, Pain Care Marketing 
Tel: +1-610-786-7899 
Jeffrey .Dierks@tevapharm.com www.tevapharm.com 

-----Original Message----
From: Grant Erdel 
Sent: Wednesday, Febrnary 24, 2016 3:42 PM 
To: Douglas Harnish 
Cc: Susan Franks; Brian McCormick; Alexander Nikas; Jeffrey Dierks; Richard Malamut; Jeffrey Martini; Terri 
Stewart; Patrick Puz; Doris Saltkill 
Subject: Re: vantrela alignment call 

All, 

I just got off the phone with Deb. There is a very strong opinion in Israel that we do not want an ad comm and the 
directive is to work toward that end. There have been many discussions over the course of the week and Deb 
stressed that the direction is clear. She said that Erez and Michael themselves made edits to the letter and wants it to 
be sent tomorrow to try and get the call scheduled at the earliest possible date. 

There is currently no plan to issue a press release at this time. 

As we all know, all the relevant leaders are still together in Israel and available to discuss any concerns raised by this 
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group. 

Thanks, 
Grant 

Sent from my iPhone 

On Feb 24, 2016, at 12:22 PM, Douglas Harnish <Douglas.Harnish@tevapharm.com> wrote: 

[X] 

[X] 

Everyone's calendars are booked so took a chance people could free up 
their calendars for a quick call 

You're Invited. 

You've been invited to a GlobalMeet® phone only meeting. 

Have the meeting call you. 
Click the Connect Me link below. No need to dial-in. 
Connect Me <https://go.conferencinglrnb.com/25elc> 

Not at your computer? 
You can join by dialing one of the access numbers below. 

BlackBerry®: 
l-7 l 9-325-2623x*x62490 l l 953#<tel: l-7l9-325-2623x*x6249011953%23> 

iPhone® and BlackBerry® 7: 
tel://1-719-325-2623 * 6249011953# 

Phone Only Controls: 
https:// go. conferencinglrnb .com/25elc 

Primary Access Number: 
1-719-325-2623 

Guest Passcode: 
624 901 1953 

Additional Access: 

USA 
1-719-325-2623 

Canada, Calgary 
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+ 1 403 407 5778 

Canada, Montreal 
+l 514 669 5929 

Canada, Toronto 
+ 1 647 426 9180 

Canada, Vancouver 
+l 604 221 1658 

Argentina (toll free) 
0800 444 6021 

Australia (toll free) 
1 800 803 167 

Australia, Brisbane 
+61 (0) 7 3015 0527 

Australia, Melbourne 
+61 (0) 38 687 0621 

Australia, Sydney 
+61 (0) 2 8017 5267 

Austria (toll free) 
0800 886 63412 

Austria, Vienna 
+43 (0) 1 25302 1784 

Bahrain (toll free) 
8000 4546 

Bahrain, Manama 
+973 1619 8743 

Belgium (toll free) 
0800 39278 

Belgium, Brussels 
+32 (0) 2 401 2602 

Brazil, Rio de Janeiro 
+55 21 2730 0299 

Brazil, Sao Paulo 
+55 11 2730 0283 

Bulgaria (toll free) 
00800 111 4949 

Bulgaria, Sofia 
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+359(0)24917652 

Chile (toll free) 
123 0020 9379 

China (national) 
+4006 183 139 

China, Beijing 
+86 10 5667 0019 

China, Shanghai 
+86 21 2039 7156 

Colombia (toll free) 
01 800 518 1840 

Croatia (toll free) 
0800 805 911 

Cyprns (toll free) 
800 97423 

Czech Republic (toll free) 
800 701 226 

Czech Republic, Prague 
+420 225 986 553 

Denmark (toll free) 
80 70 35 63 

Denmark, Copenhagen 
+45 32 72 78 09 

Estonia (toll free) 
8000 111 562 

Estonia, Tallinn 
+372 622 6550 

Finland (toll free) 
0800 772 215 

Finland, Helsinki 
+358 (0) 9 2310 1530 

France (national) 
0811657731 

France (toll free) 
0800 946 516 

France, Lyon 
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+33 (0) 4 26 84 04 47 

France, Paris 
+33 (0)170371381 

Germany (national) 
01801 003 882 

Germany (toll free) 
0800 320 2295 

Germany, Frankfurt 
+49 (0) 69 2222 10600 

Germany, Munich 
+49 (0) 89 2030 35500 

Greece (toll free) 
00800 128 804 

Greece, Athens 
+30 211 181 3822 

Hong Kong 
+852 3018 9101 

Hong Kong (toll free) 
800 901 144 

Hungary (toll free) 
068 001 9656 

Hungary, Budapest 
+36 1408 8960 

Iceland (toll free) 
800 9846 

India (toll free) 
000 800 100 8366 

India (toll free) 
1800 266 0389 

India, Bangalore 
+91 (0) 80 6127 5118 

India, Chennai 
+91 (0)44 6688 6055 

India, Delhi 
+91 (0) 11 6641 1355 

India, Mumbai 
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+91 (0)22 6187 5042 

Indonesia (toll free) 
001 803 016 2547 

Ireland (national) 
1890 907 696 

Ireland (toll free) 
1800 937 890 

Ireland, Dublin 
+353 (0) 1 526 9406 

Israel (toll free) 
180 921 3165 

Israel, Tel Aviv 
+972 (0)3 721 7944 

Italy (toll free) 
800 146 048 

Italy, Milan 
+ 3 9 02 0066 1 714 

Italy, Rome 
+39 06 4523 6760 

Japan (mobile) 
0120 563 070 

Japan (toll free) 
0120 353 045 

Japan, Osaka 
+81 (0) 6 4560 2406 

Japan, Tokyo 
+81 (0) 3 4560 1265 

Kazakhstan (toll free) 
8800 333 7602 

Latvia (toll free) 
8000 4228 

Latvia, Riga 
+371 6601 3626 

Lithuania (toll free) 
8800 31314 

Lithuania, Vilnius 
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+370 5205 5467 

Luxembourg 
+352 2088 1771 

Luxembourg (toll free) 
800 28423 

Malaysia (toll free) 
1 800 816 158 

Malaysia,Kuala Lumpur 
+60 (0) 3 7724 8006 

Mexico (toll free) 
001 800 514 4667 

Mexico, Mexico City 
+52 55 1205 0738 

Morocco (toll free) 
0800 092 257 

Morocco, Casablanca 
+212 (0)520 480 127 

Netherlands (toll free) 
0800 020 2594 

Netherlands, Amsterdam 
+31 (0) 20 716 8343 

New Zealand (toll free) 
0800 452 934 

New Zealand, Auckland 
+64 (0) 9 929 1816 

New Zealand, Christchurch 
+64 (0) 3974 2616 

New Zealand, Wellington 
+64 (0) 4974 7857 

Norway (toll free) 
800 56603 

Norway, Oslo 
+47 21 00 48 19 

Panama (toll free) 
00 800 226 4662 

Pern (toll free) 
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0800 54 851 

Philippines (toll free) 
1 800 111 014 06 

Philippines, Manila 
+63 (0)2 395 3421 

Poland (toll free) 
00 800 121 4057 

Poland, Warsaw 
+48 22 295 3569 

Portugal (toll free) 
800 784 441 

Portugal, Lisbon 
+351 2131 64073 

Romania (toll free) 
0800 801 025 

Romania, Bucharest 
+40 (0) 21 529 3991 

Russia (toll free) 
8 800 500 9315 

Russia, Moscow 
+7 495 646 5135 

Saudi Arabia (toll free) 
800 844 9504 

Singapore 
+65 6622 1923 

Singapore (toll free) 
800 616 3182 

Slovakia (toll free) 
0800 002 000 

Slovakia, Bratislava 
+421 (0)2 3321 5502 

Slovenia (toll free) 
0800 81194 

Slovenia, Ljubljana 
+386 1 888 8192 

South Africa (toll free) 
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0800 999 606 

South Africa, Johannesburg 
+27 (0)11 589 8320 

South Korea (toll free) 
00798 6136 1450 

South Korea, Seoul 
+82 (0) 2 6007 0070 

Spain (toll free) 
900 828 034 

Spain, Barcelona 
+34 93 800 1944 

Spain, Madrid 
+34911146651 

Sweden (toll free) 
0200 125 587 

Sweden, Stockholm 
+46 (0) 8 5065 3954 

Switzerland (toll free) 
0800 740 345 

Switzerland, Geneva 
+41 (0) 22 592 7984 

Switzerland, Zurich 
+41 (0) 44 580 1023 

Taiwan (toll free) 
0800 666 581 

Taiwan, Taipei 
+886 (0) 2 2650 7325 

Thailand (toll free) 
001 800 6136 1469 

Turkey (toll free) 
00800 448 829 505 

UAE (toll free) 
8000 3570 2656 

UK (03) 
+44 (0)330 336 6013 

UK (national) 
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0844 581 8051 

UK (national) 
0845 351 3017 

UK (toll free) 
0800 368 0636 

lTicraine (toll free) 
0800 500 897 

Uruguay (toll free) 
0004 019 0516 

USA /Canada (toll free) 
1-800-425-1122 

Venezuela (toll free) 
0 800 102 9700 

Vietnam (toll free) 
1800 9276 

Questions? Go to GlobalMeet Support<http://community.globalmeet.com> 

© Premiere Global Services, Inc. and/or its affiliates I PGi 
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Febnmry 24, 2016 

Robert M. Califf, M.D. 
Aeling Commissioner 
U.S. Food and Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

Dear Dr. Califf: 

On behalf of Teva Pharmaceuticals, we are writing to request a teleconference with you as soon 
as possible to discuss the review process for our New Drug Application for Vantrela 
(Hydrocodone) Extended Release (ER). As you know, an estimated one in three American adults 
experiences chronic pain and we apprec iate the agency's commitment to balancing access to 
much needed, high quality treatment while limiting the potential for misuse and diversion of 
these products . 

Teva believes that abuse deterrent formulations for opioids represent an important tool in the 
effort to address the epidemic of prescription drug abuse in the United States. Well-controlled 
clinical studies have demonstrated a significant reduction (up to 60%) in various abuse-related 
parameters and indicators such as decreased mtcs of abuse and diversion following the 
introduction of a reformulated medication into the market. In our shared concern about patient,); 
abusing opioids, Teva is committed to investing in the research and development of abuse 
deterrent technologies and believes that our current application for Vantrela ER, as evidenced by 
the data package we have submitted including Human Abuse Liability (HAL) studies, represents 
one of the leading technologies available at this time to reduce the pote ntial for abuse. 

Unfortunately, after a robust review process with the agency and an anticipated decision on the 
application due on October 23, 2015, Teva has recently been notified by Sharon Hertz, M.D. 
Director, Division of Anesthesia, Analgesia, and Addiction Products, Office of New Drugs that 
our Vantrela ER application will now be subject to review by an Advisory Committee before 
final FDA action. This recent decision is a departure from the regulatory pathway Teva has been 
following with the agency and will delay a product that we believe will provide great public 
health benefit to patients. Teva is unaware of any outstanding scientific or regulatory 
deficiencies in the application we have submitted . Any delay in the approval of Vantrela ER 
will deny patient access to an abuse·deterrent hydrocodone product with unique properties 
currently not available in the market. 

By way of background, Vantrela ER is designed to manage pain through the continuous release 
of hydrocodone over a 12 hour period. The abuse deterrent characteristics of Vantrela ER are 
invisible to the patient who needs pain relief but the technology incorporated into the product 

Teva Corporate Headquarters. 
5 Basel St.. P.O.Box 3190 Pe1ach Tikva, Israel. 49131 Tel; +972.3 9257704 F11ic: +972 3 9148600 wv,w,tewapharm.com 
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protects against both the intentional and unintentional rapid release of the opioid from the drug 
product. As evidenced by an extensive in vitro testing regimen and corresponding human PK 
and liking studies, Vantrela protects against dose dumping through the use of intentionally 
manipulated drug product ,•ia the most common routes of abuse; oral, nasal, and IV. In addition, 
human PK studies show that Vantrela ER's slow release profile does not change when 
administered with varying amounts of alcohol, or unintentional dose dumping. 

For your review, we have provided a timeline of discussions between Teva and the FDA prior 
to, and afler submission, of our NOA. In these conversations, our understanding is that the 
agency has been supplied with the necessary information to make a determination on safety, 
efficacy and the abuse-deterrent label. For your further review, we have provided specific data 
analysis to evaluate the correlation between our abuse deterrent studies and an abuse deterrent 
label. 

Again, we are requesting a call with you to seek greater clarification from the agency regarding 
its decision to subject Vantrela ER to an Advisory Committee review. Teva is fully committed to 
working constructively with the agency to find a resolution and provide timely access to this 
product for patients who need it. 

Thank you very much for your consideration and we look forward to hearing from you as soon 
as possible. 

Sincerely, 

Ct l // t/,v· · 

Michael Hayde Erez Vigodman 
President and CEO President Glob R d Chief Scientific Officer 
Teva Phannaceutical Industries Teva Pharmaceutical Industries 

Enclosures 

cc: Janel Woodcock, M.D. 
Director, Center for Drug Evaluation and Research 

Sharon Hertz. M.D. 
Director, Division of Anesthesia, Analgesia, and Addie lion ProduclS, Office of New Drugs, 
Center for Drug Evaluation and Research 

Teva Ccrporate Headqullrters. 
5 Basel SC., P.O.Box 3190 f'etach Tikva, l:m1et 49131 Tet +9723,9267704 Fax: +972,3.,9148600 www.levapharm,com 
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