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From: 
Sent: 



Knlghf, Janice (CDCICCIDIOD) 
Tuesday, September 01,2009 3:38 PM 



To: ~erkley;  ale (NIH100) [El: Foster, Joseph A. (CDCtOC0010Dj; Watkins, Andrew 
(CDC/OD/OCSO) 



Cc: Blake-DiSpigna, Lisa (CDCICC I DIOD) 
Subject: FW: MTA for reverse genet~cs plasmids 
Attachments: NCIRD-V095251-00 StJude 04 SeptO9.doc 



Here is the response from the program. It appears that they whl not be using the plasmid set for any prohibited reason 
Therefore, I will go ahead and try to execute the agreement as it appears in the attached. 



Thanks again for all your help. 



Janice 



From: Gubareva, Larisa (CDCICCIDINCIRD) 
Sent: Tuesday, September 01, 2009 3:06 PM 
To; Knight, Janice (CDC/CCID/OD); Klirnov, Alexander (CDC/CCID/N CIRD) 
Cc: Haelscher, Mary (CDC/CCID/NCIRD); Gubareva, Larisa (CDC/CClD/NCIRD) 
Subject: RE: MTA for reverse genetics plasrnids 



Janice, 
I have no problem with restrictions. We intent to use this system only for our laboratory research needs. 
Thank you very much, 
Larisa 



- +,_._- -----" llll-_llllllllll-_^l ----- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Tuesday, September 01, 2009 2:41 PM 
To: Klimov, Alexander (CDC/CCID/N CIRD); G ubareva, Larisa (CDCICCIDINCIRD) 
Cc: Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: W: MTA for reverse genetics plasmids 
Impoeance: High 



Sasha, Larisa, 



Please note the following restrictions as per email from Dale Berkley NlHlOD on your use of the St. J u d e  * ~ t .  



NIH 



I I 



Do you have any intention of using the materials for either purposed stated above? I will wait on processing the reverse 
MTA until I get confirmation from you. 



Best regards, I 
Janice 1 



B 
'4 



--- - +. - 
NIH 



1 











Sent: Thursday, August 27, 2009 1:16 PM 
To: Foster, Joseph A. (COC); Berkley, Dale (NIH/OD) [El 
Cc: Blake-Dispigna, Lisa (CDC); Watkins, Andrew C. (CDC) 
Subjack RE: MTA for reverse genetics plasmids 



Joe, Dale, 



In light of Andrew's comment, could you give me any recommendations on whether we can sign the MTA with St Jude? 
As I understand it the plasmid set to be provided has a different backbone to the earlier plasmids that Ruben Donis has. 



Janice 



-- -__-___-___l._"-__I_ ----- 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Thursday, August 27, 2009 9:48 AM 
To: Foster, Joseph A. (CDC/OCOO/OD); Berkley, Dale (MIHIOD) [El 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/QD); Knight, Janice (CDCjCCIDIOD) 
Subjeck RE: MTA for reverse genetics plasmids 



Given the previous sensitivities to this issue, ! defer to OGC for their expert advice. 



Andrew 



- . . -------I --+-- 



From: Knight, Janice (CDCICCIDIOD) 
Sent: Wednesday, August 26, 2009 4:59 PM 
TO: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Blake- DiSpigna, Lisa (CDC/CCID/OD) 
Subject: FW: MTA for reverse genetics plasmids 











Andrew. 



The following appears in the attached proposed reverse MTA with St. Jude: 



"The Recbien! acknowledges thaf fhe Materials and/or their method of production are or may be the subject of one or 
more patenfs or patent applications. Except as provrded In this Agreement, no express or implied licenses or other righfs 
are provided to the Recipient under any patents. patent applicatrons, trade secrets or other proprietary rights of St. Jude. 
Recipient acknowledges no rjghf or license is being granted by Sf. Jude under this MTA to commercialize or sell the 
Materials under any third parfy patents or patent applications or otherwise. To the exteflt any such rights or licenses are 
required, Recipierr f acknowledges that it is its responsibility to obtain such rights or licenses, as necessary. Recipient 
covenants thaf if will not use the Materials for commercial purposes such as screening, production or sale (including for 
any stockpile that is financially recognized by ETJ ue), without obtarning the necessary commercialization 
rights or ticenses wifh respect thereto from (a) (b)(4) and its affiliates (or their respectjve successors), as 
holders of  excluswe licenses o f  patents and/or pa en app icat~ons of fhe reverse genetics mefhodoiogy and/or products 
obtained using re verse genetics methods, and (b) any third parties that may ha we applicable rights in the Materials (or any 
materials used to produce Materials). Recipient acknovdedges that certain restrictions set foflh in this MTA are for the 
benefit of Medlmmune, lnc. and that Medlmmune, Inc. shall be deemed to be a third-parfy beneficiary to this MTA with the 
right of enforcement. " 



As you may remember we included very similar language in our earlier 2007 MTAs for distribution of influenza RG 
reassortants: 



"Recipient covenanfs that i f  will nof use fhe Research Material for commercial purposes such as screening, production or 
sale (including for any stockpile that is financially recognized by (b)(4) e), without obtaining the necessary 
commercialization rights or licenses with respect thereto from (a) rrz3 nd its affifiliates (or their respective 
successors), as holders or exclusive licensees of paterlfs and/or patent applications of the re verse genetics methodology 
and/or products obtained using reverse genetics methods? and (b) any third parties that may have applicable rights in the 
Research Material (or any materials used to produce the Research Material). Recipient agrees to comply with afl Federal 
and/or National rules and regr,lations applicable to the Research Project and the handling of the Research Material. 
Recipie17f acknowledges fhaf  certain restrictions set forth in this MTA are for the berlefif of Medlmmune, Inc. and fhaf 
Medlmmune, Inc. shall be deemed to be a third-parfy beneficiary to this IWTA with the righf of enforcement. At the time of 
execution, the CDC laboratory distributing the technology and the CDC Techt?ology Transfer Office have no knowledge of 
additional third party righfs in the Research Material transferred by this Agreement." We removed this language from 
those MTAs as you felt we had given Medlmmune enough "free advertisement" and just used the standard MTA 
language. Now it appears, we aren't using any legal documentation for influenza RG reassortant transfers. 



So, my question: Can we sign St. Jude's MTA with as it appears above? This MTA is for RG plasmids not reassortants if 
that makes a difference. 



Janice 



From: AHay, Esther fmailto:Esther.Aila~@STJUDE.O~] 
Sent: Friday, August 21, 2009 10157 AM 
To: Knight, Janice (CDCICCI D10D) 
Subject: FW: MTA for reverse genetics plasmids 



Hi Janice: 



I just spoke with Medlmmune - they were wondering why the language in sectjon 1 was struck. They are will~ng to 
consider this, but need an explanation before they can determine whether or not it will be acceptable. This same 
language is in the CDC's outgoing MTAs we have received for materials made u s ~ n g  reverse genetics, so I'm not sure 
why CDC cannot agree in this MTA. 



Reg a rd s, 
Esther 











From: Knight, Janice (CDCICCIDIOD) Lmai1to:ickl @cdc.qov] 
Sent: Wednesday, August '12,2009 1 :42 PM 
To: Allay, Esther 
Cc: Gubareva, Larisa (CDCICCIDINCIRD) 
Subject: RE: MTA for reverse genetics plasmids 



Esther, 



After discussions here, it is ro sed t he  we use the version dated 12Aug09 I have attached above for this transfer If Tee07 then we ,I! have to work within the delay. you need to consult with (b)(4) 



Thanks so much, 



From: Allay, Esther [maiito:Esther.Allay@STJUDE.~ 
Sent: Tuesday, August 11,2009 1 :40 PM 
To: Knight, Janice (CDCICCiDIOD) 
Subject: FW: MTA for reverse genetics plasmids 



Hi Janice: 



Piease see our comments in the attached. If you need "unmodified" in there, we will need to check with- 
which may cause significant delays in executing the agreement. 



Regards, 
Esther 



Esther R. AHay 
Licensing Associate 
Office of Technology Licensing - Mai I Stop 742 
St. Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 381 05 
Phone: 901 -595-4700 
FAX: 901-595-3148 
email: esther.allay@stjude.org ima~lto:esther.allav~stiude.org~ 
w.stjude.orgltechnology-licensing 



From: Knight, Janice (CDCICCIDtUD) [mailto:ickl @.cdc.gov] 
Sent: Tuesday, August 1 1,2009 752  AM 
To: Allay, Esther 
Cc: Gubareva, Larisa (CDCICCIDINCIRD); Klimov, Alexander (CDCICCIDINCIRD); Hoelscher, Mary (CDCICCIDtNCI RD) 
Subject: RE: MTA for reverse genetics plasmids 



Good morning Esther, 



So nice to be working with you again. I apologize for the lengthy delay in responding to Dr. Gubareva's submission of the 
MTA, but I do hope we can move this quickly foward. I have attached your original agreement along with a revised 
document for your review containing a few minor changes to the template that I hope will be acceptable based on the 
previous MTA we executed in 2007. 



Best regards, 











Janice 



From: Gubareva, Larisa (CDCICCI DINCIRD) 
Sent: Tuesday, March 24,2009 2 5 9  PM 
To: Knight, Janice (CDCICCIDIOD); Hoelscher, Mary {CDCICCIDINCIRD) 
Cc: Kfimov, Alexander (CDCICCIDINCIRD); Gu bareva, Larisa (CDCICCI DINCI RD); 'Esther.Allay@stjude.org' 
Subject: FW: MTA for reverse genetics plasmids 
Importance: High 



Hello Janice, 



Could you please review the terms in the attached MTA? 
Please let us know if you have any questions. 



Best regards, 



Larisa 



From: Allay, Esther [mailto: Esther.Allav@STJ UDE.ORG] 
Sent: Tuesday, March 24, 2009 2:05 PM 
To: Gubareva, Larjsa (CDGICCIDINCI RD) 
Cc: Klirnov, Alexander {CDCICCI DINCIRD) 
Subject: MTA for reverse genetics plasmids 
Importance: Low 



Dear Dr. Gubareva: 



Dr. Richard Webby has forwarded to me your request far the above-cited materials. St. Jude Children's Research Hospital 
and Dr. Webby would be pleased to provide these materials to you and the CDC under the terms of the attached Material 
Transfer Agreement (MTA). Whereas the terms of the MTA are designed to have minimal effect on the progress of your 
research, any requests to revise the  terms may significantly delay completion of the MTA. 



Piease print out two copies of the attached MTA, sign both copies and have an authorized official of the CDC sign both. 
Forward both copies to me at t he  address below. I shall return one fully executed original to you for your files. 



To expedite the transfer of materials, you may fax (901 -595-31 48) a copy of the signed MTA back to me provided one 
with original signatures follows by mail. If you have any questions, you may contact me by phone (902-595-4700) or by e- 
mail at: esther.allay@stjude.org. 



Regards, 



Esther 











Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 381 05 
Phone: 901-595-4700 
FAX: 901-595-3148 
email: esther.aIlay@stjude.org <mailto.esther.allav~stiude.orq~ 
www stjude.orgltechnolo~ y -licensing 



Attachment 



Ernail Disclaimer: www.stjude.orglemaildiscla jmer 
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CDC Reference: NCIRD-V095251-00 



March 24, 2009 



Materials f ransfer Agreement 



Dr. Larisa Gubareva 
I nfiuenza Division 
Centers for Disease Control and Prevention 
1600 Clifton Road, NE 
Atlanta, GA 30333 



Dear Dr. Gubareva: 



St. Jude Children's Research Hospital, Inc., ("St. Jude") agrees to provide Dr. Larisa 
Gubareva and the Centers for Disease Control and Prevention (collectively referred to 
herein as "Recipient") with materials developed at St. Jude by Drs. Erich Hoffrnann and 
Robert Webster subject to the following terms and conditions of this Materials Transfer 
Agreement (this "Agreement" or "MTA"): 



1 The biological materials to be provided to Recipient are: 



piasmids listed in Appendix A, 



including any progeny, portions, unmodified derivatives and any 
accompanying know-how or data ("Materials"). The Recipient acknowledges 
that the Materials andlor their method of production are or may be the 
subject of one or more patents or patent applications. Except as proAded in 
this Agreement, no express or implied licenses or other rights are provided to 
the Recipient under any patents, patent applications, trade secrets or other 
proprietary rights of St. Jude. Recipient acknowledges no right or license is 
being granted by St. Jude under this MTA to commercialize or sell the 
Materials under any third party patents or patent applications or otherwise. 
To the extent any such rights or licenses are required, Recipient 
acknowledges that it is its responsibility to obtain such rights or licenses, as 
necessary. Recipient covenants that it will not use the Materials for 
commercial purposes such as screening, production or sale (inciud ing for 
any stockpile that is financially recognized by Recipient as revenue):, without 
obtaining the necessa commercialization rights or licenses with respect 
thereto from (a) lnc, and its affiliates (or their respective 
successors), as holders of exclusive licenses of patents andlor patent 
applications of the reverse genetics methodology andlor products obtained 
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CDC Reference: NC IRD-V095251-00 



using reverse genetics methods, and (b) any third parties that may have 
applicable rights in the Materials (or any materials used to produce 
Materials). Recipient acknowledges that certain restrictions set forth in this 
MTA are for the benefit of Medlmmune, Inc, and that Medlmmune, Inc. shall 
be deemed to be a third-party beneficiary to this MTA with the right of 
enforcement. 



Upon recei~t of Materials from St. Jude, Recipient accepts sole responsibility 
for any and all receipt, storage, handling, disposition, transfer and uses of the 
Materials. The Materials will be used exclusively for non-clinical, non- 
commercial research by Recipient, and will not under any circumstances be 
used in humans or in any process used to make a product intended for use 
in humans. Use will be in compliance with all applicable laws ancl 
regulations. St. Jude reserves the right to terminate this agreement 
immediately at any time upon thirty (30) davs prior written notice t o t .  
Upon termination of this agreement, Recipient shall destroy all unused 
Materials. 



The Materials will not be transferred, distributed or released to any third party 
unless prior written permission is obtained from St. Jude. Without limiting 
the foregoing, Recipient acknowledges and agrees that (i) the Materials may 
not be taken or sent to another institution or company without written 
permission from St. Jude and (ii) the Materials may not be used in research 
that is subject to consulting or licensing obligations to another patty (other 
than those obligations imposed upon grantee institutions of the U.S. 
government) without express written consent by St. Jude. Recipient, its 
affiliates, agents and subcontractors agree to comply with all U.S. export 
control laws, rules and regulations with respect to its use and any permitted 
distribution of the Materials. 



4. Recipient agrees to provide St. Jude with a copy of any publication that 
contains experimental results obtained from the use of the Materials, and will 
acknowledge St. Jude as the source of the Materials. 



5. Recipient acknowledges St. Jude's ownership of the Materials and any 
progeny thereof. Recipient shall not commercialize any product that contains 
Materials without the prior written approval of St. Jude. The Recipient is free 
to file patent application(s) claiming inventions made by Recipient through 
use of the Materials but agrees to notify St. Jude within sixty (60) days of 
filing any patent application which claims subject matter that contains or 
incorporates the Materials or which claims a method of manufacture or use 
of the Materials. 



6. The Materials provided are experimental in nature, ancl are provided 
WITHOUT ANY WARRANTIES, EXPRESS OR IMPLIED, INCLUDlNG 
WITHOUT LIMITATION WARRANTIES OF MERCHANTABILITY AND 
FITNESS FOR A PARTICULAR USE. ST. JUDE MAKES NO 
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I CDC Reference: NCIRD-V095251-00 



REPRESENTATION AND PROVIDES NO WARRANTYTHATTHE USE OF 
THE MATERIALS WILL NOT INFRINGE ANY PATENT OR OTHER 
PROPRIETARY RIGHT. IN NO EVENT SHALL ST. JUDE BE LIABLE FOR 
ANY INDIRECT, INCIDENTAL OR CONSEQUENT1AL DAMAGES, EVEN IF 
ADVISED OF THE POSSIBILITY OF SUCH DAMAGES. 



7 .  No indemnification for any loss, claim, damage, or liability is intended or 
provided by either party hereto under this Agreement. Each party shall be 
liable for any loss, claim, damage or liability that said party incurs as a result 
of said party's activities under this Agreement except that Recipient, as an 
agency of the United States government, assumes liability only to the extent 
provided under the Federal Tort Claims Act (28 USC Chapter 171). 



If the terms and conditions set forth above are acceptabte, please return one copy to the 
Office of Technology Licensing after it has been signed by you and by an authorized official 
of your institution, and retain the other copy for your files. The Materials will be forwarded 
to you upon receipt of this signed Agreement. 



ST. JUDE CHILDREN'S 
RESEARCH HOSPITAL, INC 



CENTERS FOR DISEASE CONTROLand 
PREENTION 



By: By: 



J. Scott Elmer Melinda Wharton, MD MPH 
Director, Technology Licensing Acting Director, 



National Center for Immunization and 
Respiratory Diseases 



Date: Date: 



RECIPIENT INVESTIGATOR 



By: 
Larisa Gubareva, WID PhD 



Title: Senior Service Fellow 



Date: 
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I CDC Reference: NCIRD-V095251-00 



APPENDIX A 



List of reagents covered as "Materials" in MTA between St. Jude and the Centers for 
Disease Control and Prevention on behalf of Dr. Larisa Gubareva 



pHW2000, the cloning vector 











DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 



Centers for Disease Control 
and Prevention 



Jeffrey D. Chulay, MD 
Sr. VP ,Medical Affairs and Chief Medical Officer 
AlphaVax Human Vaccines Inc. 
2 Triangle Drive 
Research Triangle Park, NC 27709-0307 



RE: Biological Material License Agreement CDC Reference: E1,IJ-06-052 executed June 20,2004 



Dear Dr. Chulay: 



1 am writir~g to inform you that effective June 20,2009, the above referenced license agreement will terminate according to its 
tenns as specified in Paragraph 6 of the Agreement. Also by the terms of the Agreement, Paragraphs 1 I and I7 shall survive 
the Agreement's termination, as i-bllows: 



1 I .  THE MATERTAtS ARE SEISG SUPPI,IED WITH NO WARRANTIES, EXPRESS OR IMPLIED, INCLUDING ANY 
WARRANTY OF MERCHANTABILITY OR FITNESS FOR A PARTICULAR PURPOSE. 



17. LICENSEE is encouraged to publish the results of any research in scientific publications and the contribution of CDC, 
unless requested otherwise by CDC. 



CDC does not wish to request destruction of the Materials supplied under the agreement, and hereby waives Paragr-aph 15, 
which reads: 



15. Upon termination of this Agreement, LICENSEE agrees to return a11 Materials and 1,icensed Products lo PHs, orh provide 
PHs with certification o f  their destruction. 



Moreover, CDC places no restriction on further use or further disrribution of the Materials. I-lowever, if you choose to 
distribute Materials to others, CDC requests notification of the identity of the new recipient for tracking purposes only. 



AII notifications of shipment to another entity should be sent to the following address: 



Centcrs for Disease Control and Prevention 
lnflucnza Division, Mail Stop A20 
Altn 
I600 Clifton Road, NE 
Atlanta, GA 30333 



All correspondel~ce relating to the Biological Malerial License Agreement CDC Reference: FLU-06-052 s11ould be sent to the 
following address: 



Centers for Disease Control and Prevention 
CCID Technology Transfer, Mail Stop A42 
Arln Lisa Blake DiSpigna 
1600 Clifton Road, NE 
Atlanta, GA 30333 



Regards, 



Beth 1.'. Bell, MD MPH 











DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 



Centers for Disease Control 
and Prevention 



Acting Director: 
National Center for tmrnunization and Respiratory Diseases 
Centers for Disease Control and Prevention 
1600 Clifton Road, NE 
Atlanta, GA 30333 











From: Knight, Janice (CDCICCIDIOD) 
Sent: Thursday, May 28,2009 1 1.12 AM 
To: Lowenhaupt, Carol (CDCICCIDIOD) (CTR) 
Cc: Watkins, Andrew (CDCIODIOCSO) Blake-DiSpigna, Lisa (CDCICCID(0D) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N 1 
Attachments: Flu Termin Ltr Flu-06-052 Alphavax (3).aw.doc 



Dear Carol, 



Please use the letter attached for notification to LigoCyte. You will need to edit the document to contain the appropriate 
information pertaining to LigoCyte. Let me review before we send anything for Beth's signature as I will want to put 
various emails in t h e  signature folder. 



Janice 



.--- - - -  ^ -_..,____ _-"_.- -,+----.-- ---, - 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 5:22 PM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Subjeet: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Thanks. t would suggest the attached as a slightly different approach. 



Andrew Wafkins 
Director, CD C Techn obgy Transfer Omce 



-.._-__ +*" . - - - . . . -  .̂*, -,L-Auu-,.-.."-.--,"- --- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 4:54 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Shaw, Michael (CDC/CCXD/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Sasbje* RE: Transfer of CDC Materials between parties to execukxl MTAs re H5Hl 



You should be able to use these. 



--p-*---" +--""--- --p...o- -.----- 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 4:46 PM 
1 Q: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Ce: Cox, Nancy (CDC/CCID/NClRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



is there a way to unlock the attached letter so that 1 may modify it? It would be much easier that way. 



Andrew Wstkins 
Director, CDC Technology Transfer Office 











- P 



From: Knight, lanice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 3:46 PM 
TQ: Watkins, Andrew (CDC/OD/OCSO); Shaw, Michael (CDCjCCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between patties to executed MTAs re H5N1 



Would the  attached documents be appropriate? 



Janice 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27,2009 3 9 4  PM 
To: Shaw, Michael (CDCICCIDINCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N 1 



Michael et al, 



There is noth~ng In the agreements that requires us to renew and no reason to worry about Irability. The companies 
received what they paid for. Not renewifig a license that terminates naturally would not be considered a breach of the 
terms of the agreement. If rt is your desire to make these materials publicly available far free and with no restrictions 
imposed by CDC I believe you are free to do so. 



However, it might be wise to send them a formal letter waiving the requirements of Paragraph 15, which requires them to 
destroy or return the materials upon termination of the license. I assume that would not be your intent in opening these 
materials to public use. 



The companies should be delighted to be able to use the materials without obligation to pay monies, so I don't see a 
problem If they are not delighted, I still see no problem with not renewing the license. We have not agreed to do so 
anywhere in the agreement 



Andrew Watkins 
Director, CDC Technology Transfer Office 



- -- - 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 2:43 PM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/MCIRD); Shaw, Michael (CDC/CCTD/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H S N l  



Andrew, 



Please ftnd attached the executed BMLAs in question. "Natural Death" will occur mid to end of June 2009. Lig~Cyte is up 
to date an payments, Alphavax is slightly beh~nd, but an Invoice has been issued to them. 



Janice 



Phone: 404 639-2679 
FAX: 404 638-5465 











CoNFlDmrlALlTY NOTICE: This email and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disdosed and it should not be given or copied to anyone other than 
the persan(sj named or referenced above. If you have received this email in error, please contact the sender immediately. 



UIp---d..,w"-" -.."""..I--. * .-.I-2- -+ ""- --.̂ - IWL*.IIIŶ _*I".LII-----~-.- - .s--- 



Fmm: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 2:06 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Ce: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSNI 



Michael, 



I would like to see the agreements, but my first thought is that you can do what you want if the licenses are terminating by 
"natural death. " 



Andrew 



Andrew Watkins 
Direcfor, CDC Technology Transfer Office 



1_~---__1+ 11------ .---̂ I--. < ----" .-a-w-.., ---- --- 
From: Shaw, Michael (CDC/CCID/NClRD) 
Sent: Wednesday, May 27,2009 7:51 AM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/NURD); Knight, Janice (CDC/CCID/OD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Importance: High 



Andrew, 



We need some advice We have been dropping all MTAs whenever possible on "he" virus but these licenses cover 
cDNA copies of virus genes created from HPAl rsolates from Indonesia and Vietnam which, as you know, have been dealt 
with very carefully in the WHOlGlSN negotiations on benefits and virus sharing Both Nancy and I would prefer to drop 
them and let the companies deal with the countr~es themselves through the WHO Geneva office Thls particular case is 
complicated by the fact that money has been received for past licensing fees. Would there be any liability for CDC ~f 
these were now dropped and  the companies told they were on their own? 



Janice can forward the documents ~f you'd like to examine them. 



Michael 



M~chael W. Shaw, Ph.D 
Assoaate Director for Laboratory Science 
Influenza Division, MS G-26 
Centers for Disease Conlrol and Prevention 
Atlanta, GA 30333 USA 











.---- - 
From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 6:44 PM 
Po: Shaw, Michael (CDC/CCID/MCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5Nl 



We may need to seek counsel from Andrew Watkins. I would prefer to drop and let them work it out with the countries but 
don't know for sure if that is best way forward. 
N 



- -- .,__l__l--r--+"_l.7--- *.L-F-*."-p ---- 
Fmm: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 3:47 PM 
To: Cox, Nancy (CDC/CCID/NCIRD) 
Subjeck FW: Transfer of CDC Materials between parties to executed MTAs re H5Nl 
Importance: High 



Nancy, 



This case is not so obvious to me now that I know t h e  details. This is for plasm~d cDNA rather than t h e  viruses 
themselves. Should we renew the licenses or drop them and have the companies pursue permission from Indonesia and 
Vietnam through WHQ? 



.."-- -.--p-v*------p -- 
From: Knight, Jan ice (CDC/CUD/OD) 
Snt :  Tuesday, May 26, 2009 8:57 AM 
To: S haw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDCICCIDIN CI RO) 
Cc: Mawle, Alison (CDC/CCID/MCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Haelscher, Mary (CDC/CCID/NCTRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSNI I 
Importance: High 



Mike just for clarification: Early in 2006 several regular (i.e., not: reverse genetics related) plasmids containing Indonesian 
and Vietnamese genetic material were licensed to LigoCyte Pharmaceuticals and Alphavax. Both agreements expire this 
year in June. Shall I inform both companies that they do not need to renew the license and that they may continue to use 
t h e  materiais (including any derivatives) with no restrictions? 



Janice 



--.-------- , -- 
From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Saturday, May 23, 2009 1246 PM 
To: Knight, Janice (CDC/CCID/OD); Cox, Nancy (CDC/CCTD/NCIRD) 
Cc: Mawle, Alison (CDC/CCID/NCZRD); Donis, Ruben 0, [CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A, (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Bla ke-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Janice, 



1 concur with the proposed action. We no longer wish to exercise any control over use and further distribution of materials 
obtained through or derived from our role in the WHO Global Influenza Surveillance Network. 



Michael 











Michael W, Shaw, Ph,D. 
Associate Director for Laboratory Science 
Influenza Division, MS G-16 
Centers for Disease Control and Prevention 
Atlanta, GA 30333 USA 



. . - - _ -  .._<._ ____-*- .-,,.-.. -- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, May 22, 2009 3:31 PM 
To: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/P\ICIRD); Hoelscher, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa {CDC/CCID/OD) 
Subject: M: Transfer of CDC Materials between parties to executed MTAs re H 5 N l  
Importance: High 



Dear Nancy and Mike, 



In fight of the recent discussions among various CDC representatives from the Influenza Division, the National Center for 
lrnmunizat~on and Respiratory Diseases, CClD Technology Transfer, the Office of General Counsel and the NIH Branch- 
HHS Office of the General Counsel, it would appear that the  fully executed Material Transfer Agreements CDC Reference 
Numbers FLU-06-045 including Amendments thereto #1 and #2 with GIaxoSmithKline and FLU-06-086 with 
Kaketsuken should be terminated and any request asking far an amendment to the existing agreements need not be 
executed (see ernail from GSK below). Once the MTAs are terminated GSK and Kakefsuken will not be under any 
restrictions on use nor distribution of the Original Materials including any modified or unmodified derivatives. 



I have attached a draft Agreement to Terminate letter for your review and consideration. Your concurrence with this 
proposed action via email by COB May 28th will be much appreciated. GSK and Kaketsuken have been waiting a 
resolution to this issue for quiet some time and I would very much like to provide them with this document. 



Regards, 



Janice 



Health Scientist, ~ e c h n o l o ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CCID Technology Transfer MS A42 
7600 Clifion Road, ME 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE. This email and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be d~scIosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above, If you have received this emait in error, please contact the sender immediately. 











From: 
Sent: 
To: 
Cc: 



Subject: 



Knight, Janice (CDCICCIDJOD) 
Tuesday, September 01,2009 2:21 PM 
Berkley, Date (NIHIOD) [El 
Blake-DiS~iana, Lisa (CDCICCI DIOD); Watkins, Andrew (CDC10010CSO); Foster, Joseph A. 
(CDC/OCO~IOD) ' 



RE: MTA for reverse genetics plasmids 



Dale, 



Thanks so much for getting back so quickly. J will check with the program to be sure that the lab doesn't plan to use the 
plasmid set for the purposes you outlined below. As soon as 1 hear From them, 1 will let you know the answer. 



Best, 



Janice 



From: Knight, Janice C. (CDC) 
Sent: Thursday, August 27, 2009 1:16 PM 
To: Foster, Joseph A. (CDC); Berkley, Dale (NIH/OD) [El 
Cc: Blake-Dispigna, Lisa (CDC); Watkins, Andrew C. (CDC) 
Subject: RE: MTA for reverse genetics plasmids 



Joe, Dale, 











In light of Andrew's comment, caujd you give me any recommendations on whether we can sign the MTA with St Jude? 
As I understand it the plasmid set to be provided has a different backbone to the earlier plasmids that Ruben Danis has. 



Janice 



-- - 



From: Watkins, Andrew (CDCJODIOCSO) 
Sent: Thursday, August 27,2009 9:48 AM 
To: Foster, Joseph A. (CDC/OCOO/OD); Berkley, Dale (NIH/OD) [El 
Cc: Blake-OiSpigna, Lisa (CDC/CQD/OO); Knight, Janice (CDC/CCID/OD) 
Subject: RE: MTA for reverse genetics plasmids 



Given the previous sensitivit~es to this issue, I defer to OGC for their expert advice. 



Andrew 



From: Knight, Janice (CDCfCCIDiOD) 
Sent: Wednesday, August 26, 2009 4 5 9  PM 
To: Wat kins, Andrew (CDC/OD/OCSO) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: FW: MTA for reverse genetics plasmids 



Andrew, 



The following appears in t h e  attached proposed reverse MTA with St. Jude: 



"The Recipient acknowledges fhat the Materials and/or their method of production are or may be the subjecf of one or 
more patents or patent applications Except as provided in this Agreement, no express or implied iicenses or other rights 
are provided fo the Recipient under any patents, patent applications, trade secrets or other proprietary rights of St. Jude. 
Recipient acknowledges no right or license is being granted by Sf. Jude under this MTA to commercialize or sell fhe 
Materials under any third pa@ patents or patent applications or otherwise. To the extent any such rights or licenses are 
required, Recipian f acknowledges fhef if is ifs responsibility to obtain such rights or licenses, as necessary, Recipient 
covenants that it w11l not use the Materials for commercial purposes such as screening, production or sale (~ncluding for 
any stockpi/e fhat is financially recognized by Ppe---T ue), wtthout obtaining the necessary commercialization 
rights or licenses with respecf thereto from (a) and its affiliates (or their respective successors), as 
holders o f  exclusive licenses o f  patents and/or patent applications of the reverse genetics methodology and/or products 
obtained using reverse genetics methods, and (b) any third parties that may have applicable righ fs in the Materials {or any 
materials used to produce Materials). Recipient acknowledges that certain restrictions set forth in this MTA are for fhe 
benefit of Medlmmune, lnc. and fhat Medlmmune, Inc shall be deemed fo be a third-patty beneficiary to this MTA with the 
right of enforcement. " 



As you may remember we included very similar language in our earlier 2007 MTAs for distribution of influenza RG 
reassortan ts: 



"Recipient covenants that it wili not use !he Research Material for commercial purposes such as screening, productran or 
sale (including for any stockpile that is financially recognized by Recpient as re venue), wrfhout obtaining the necessary 
commercialization rights or licenses with respect thereto from (a) Medlmmune, Inc. and its affiliates (or their respective 
successors), as holders or exclusive licensees of patents and/or patent applications of the reverse genetics methodology 
and/or products obtained using reverse genetics methods, and (6) any third parties that may have applicable rights in the 
Research Material (or any materials used to produce the Research Material). Recipient agrees to comply wifh ail Federal 
and/or National rules and regulations applicable to the Research Project and the handling aterial. 



dges that certain restrictions set forfh in this MTA are for the benefit of (b)(4) and that 
hall be deemed to be a third-paHy beneficiary to this IWTA with the right p o enforcemenf. At the time of 



execution, the CDC iaboratory distributing the technology and the CD C Technology Transfer Office have no knowledge of 
additional third party rights in the Research Material transferred by this Agreement." We removed this language from 
those MTAs as you felt we had given Medlmmune enough "free advert~sement" and lust used the standard MTA 
language Now it appears, we aren't using any legal documentation for influenza RG reassortant transfers. 











So, my question: Can we sign St. Jude's MTA with as it appears above? This MTA is for RG plasmids not reassortants if 
that makes a difference. 



Janice 



From: Allay, Esther [mailto:Esther.Allay~STJUDE.ORGJ 
Sent: Friday, August 21, 2009 1 0 5 7  AM 
To: Knight, Janice (CDCICCI DIOD) 
Subject: FW: MTA for reverse genetics plasmids 



Hi Janice: 



1 just spoke with Medlmrnune -they were wondering why the language in section 1 was struck. They are willing to 
consider this, but need an explanation before they  can determine whether or not it will be acceptable. Thjs same 
language is in the CDC's outgoing MTAs we have received for materials made using reverse genetics, so I'm not sure 
why CDC cannot agree in this MTA. 



Regards, 
Esther 



From: Knight, Janjce (CDCICCIOIQD) [mailto:ickl@cdc.qov] 
Sent: Wednesday, August 12, 2009 1.42 PM 
To: Allay, Esther 
Cc: Gubareva, Larisa (CDCICCIDINCI RD) 
Subject: RE: MTA for reverse genetics plasmids 



Esther. 



After discussions here, it is proposed the we use the version dated 12Aug09 I have attached above for this transfer, If 
you need to consult with Medlmmune, then we will have to work within the delay. 



Thanks so much, 



Janice 



Frcm: Allay, Esther [mailto: Esther.AIlay@STJUDE,ORG] 
Sent: Tuesday, August 11, 2009 1:40 PM 
To: Knight, Janice (CDCICCIDIOD) 
Subject: FW: MTA for reverse genetics plasmids 



Hi Janice: 



Please see our comments in the attached. If you need "unmodified" in there, we will need to check with Medimmune, 
which may cause significant delays in executing the agreement. 



Regards, 
Esther 



Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 











S t  Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 38105 
Phone: 901 -595-4700 
FAX: 901-595-3148 
email: esther.allay@stjude.org <rnailto:esther.allay@stiude.orq~ 
www.st~ude.orgltechnology -licensing 



From: Knight, Janice (CDCICCIDIOD) [mailto:ick'r @.cdc.aov] 
Sent: Tuesday, August l 7,2009 752 AM 
To: Allay, Esther 
Cc: Gu bareva, Larisa (CDCICCI DINCIRD); Klirnov, Alexander (CDCICCIDINCIRD}; Haelscher, Mary (COCICCI DINCIRD) 
Subject: RE: MTA for reverse genetics plasmids 



Good morning Esther, 



So nice to be working with you again. I apologize for the lengthy delay in responding to Dr. Gubareva's submisskn of the 
MTA, but I do hope we can move this quickly forward. I have attached your original agreement along with a revised 
document for your review containing a few minor changes to the template that 1 Rape will be acceptable based on the 
previous MTA we executed in 2007. 



Best regards, 



Janice 



From: Gubareva, Larisa (CDCICCI DINCI RD) 
Sent: Tuesday, March 24, 2009 259 PM 
To: Knight, Janice (CDCICCIDIOD); Hoelscher, Mary (CDCICCIDINCIRD) 
Cc: Klimov, Alexander {COCICCIDINCI RD); Gu bareva, Larjsa (CDCICCI DINCIRD); 'Esther.Allay@stjurle.org' 
Subject. FW: MTA for reverse genetics plasmids 
Importance: High 



Hello Janice, 



Could you please review the terms in the attached MTA? 
Please let us know if you have any questions. 



Best regards, 



From: Allay, Esther [maitto:Esther.Allav@STJUDE,ORGJ 
Sent: Tuesday, March 24, 2009 2:05 PM 
To: Gu bareva, Larisa (CDCICCIDINCIRD) 
Cc: Klirnov, Alexander (CDCICCIDINCIRD) 
Subject: MTA for reverse genetics plasmids 
Importance: Low 



Dear Dr. Gubareva: 











Dr. Richard Webby has forwarded to me your request for the above-cited materials. St, Jude Children's Research Hospital 
and Dr. Webby would be pleased to provide these materials to you and the CDC under the terms of the attached Material 
Transfer Agreement (MTA). Whereas the terms of the MTA are designed to have minimal effect on the progress of your 
research, any requests to revise the terms may significantly delay completion of the MTA. 



Please print out two copies of the attached MTA, sign both copies and have an authorized official of the CDC sign both. 
Forward both copies to me at the address below. I shall return one fully executed original to you for your files. 



To expedite the transfer of materials, you may fax (90 t -595-31 48) a copy of the signed MTA back to me provided one 
with original signatures follows by mail. If you have any questions, you may contact me by phone (901-595-4700) or by e- 
mail at: esther.allay@stjude.org. 



Regards, 



Esther 



Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 38105 
Phone: 901 -5954700 
FAX: 901 -595-31 48 
email: esther.al~ay@stjude.org <mailto:esther.altav@stiudetorq> 
www.stjude.orgltechnology-licensing 



Attachment 



Email Disclaimer: www,stjude.org/ema~ldisciaimer 











From: Watkins, Andrew (CDCIODIOCSO) 
Sent: Wednesday, August 12,2009 239 PM 
To: Knight, Janice {CDCICCI DJOD) 
Subject: Re: MTA for reverse genetics plasmids 



In my opinion, we are free to do research with FIG or RG plasrnids. What a vaccine manufacturer does with it is up to 
them. Any issue l m a y  (b)(4) have should be with the company. not us 



Not to worry. 



Andrew Watkins, J.D., PR.D. 
Director, COC Technology Transfer Office 



From: Knight, Janice (CDC/CCID/OD) 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Blake-DiSpigna, Lisa (CDCJCCID/OD) 
Sent: Wed Aug 12 14:26:54 2009 
Subject: RE: MTA for reverse genetics plasmids 



Yes, that is true. In your opinion, does CDC need any kind of license with Medlrnmune to use the R E  methodology? Or 
so long as we don't commercialize we're ak? If Flu decides to make a flu RG reassortant for a vaccine to help in a 
pandemic setting and make it available to vaccine man eurefs like they do the seasonal isolates is there any problem 
with that so long as the manufacturer has a license wit k n d  what if they don't? Is this even worth worrying 
about? 



___- _(-_. *- *-,. "-___"p-l_q- .-.- _._X,W.r l lL,~~~*--_"n~-- -+-- .L_I- - -  --".,* 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, August 12, 2009 2:20 PM 
To: Knight, Janice (CDC/CCID/OD) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: MTA for reverse genetics plasrnids 



Not necessarily, but it is my understanding that those companies all have obtained licenses from med immune, so the 
issue is moot. 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, August 12, 2009 2:  19 PM 
TO: Watkins, Andrew {CDC/OD/OCSO) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: MTA for reverse genetics plasmids 



PS: So far, according to Ruben Donis. the RG reassortants have been generated using CDC plasmids rnodlfied from the 
Oxford set sent ta Yumi Matsuoka when she was here at CDC. So, if we never use any of the plasmids from Medlmmune 
to generate the RG reassortants do we avoid obligations to them? 1 hope so as I th~nk GSK, Sanofi and Novartis may 
have created stockpiles of vaccine for NlH using Ruben's RG reassartants> 



J K 



__Y-~_____g~____r--~--I*LII1IWIXI.----~--*---u---.- , -,,..- 



From: Knight, Janice (CDC/CCED/OD) 
Sent: Wednesday, August 12, 2009 2:14 PM 











To: Wat kins, Andrew (CDC/OD/QCSO) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subjeck RE: MTA for reverse genetics plasrnids 



Thanks so much for the quick response! Words in blue are mine that 1 want to insert. I thought adding unmodified was 
necessary and Lisa was in agreement with you to end the statement at "revenue". 



Only glitch is the FLU-07-260 agreement where~n we agreed to the language and there is no termination date other than 
St, Jude may terminate u on 30 day notice. Does this affect the new agreement? And if this is going to be a long drawn 
out hassle w i t h e ]  as per Esther Allay, is changing the document worth it since we agreed to it before? 



From: Watkins, Andrew (CDC/QDjOCSO) 
Sent: Wednesday, August 12, 2009 203  PM 
To: Knight, Janice (CDC/CCID/QD); Foster, Joseph A, (CDC/QCOO/OD) 
Subject: RE: MTA for reverse genetics plasmids 



Janice 



Are the words in blue words that you want to add, or they words you want to delete? I think "unmodified" derivatives 
should be correct as it appears in the original MTA with Rub~n.  



As to 1 ( 6 i o _ ~ s s u e ,  I would offer to end the sentence at "revenue)." That way, if we simply pro ' not tn QV 



commercialize their material, then we shouldn't need to worry about needing a license or permission fr~mT,~l 
any one else. - 
To me, article 2 i) is fine if that is a promise that we plan to actually live up to. 



Andrew 



- .  - ---.. 



from: Knight, Jan ice (CDC/CCID/OD) 
Sent: Wednesday, August 12,2009 1:36 PM 
TQ: Watkins, Andrew (CDC/OD/OCSO); Foster, Joseph A. {CDC/OCOO/OD) 
Subject: FW: MTA for reverse genetics plasrnids 
Importance: High 



Andrew, Joe, 



It has been about 2 years since we executed a reverse agreement (see pdf Flu-07-260) with St: Jude for their reverse 
genetics plasmid set and I just want to be sure that the terms of the attached agreement are still acceptable. Particularly 
the following: 



Article 1 



i) First sentence: definition of materials to include derivatives as opposed to "unmodified" derivatives which is 
unacceptable to us. 



ii) Seventh sentence: Recipient: covenants that it will not use the Materials for commercial purposes such as screening, 
production or sale (including for any stockpile that is financ~ally recognized by Recipient as revenue), without obtaining the 
necessary comrnerc~aiizatron rights or licenses with respect thereto from (a) Medlrnrnune, Inc, and its aff~liates (or the~r 
respective successors), as holders of exclusive licenses of patents and/or patent applications of the reverse genetics 
methodology andlor products obtained using reverse genetics methods, and (b) any third parties that may have applicable 
rights in the Materials (or any materia aterials). Recipient acknowledges that certain restrictions set 
forth in this MTA are for the benefit nd that Medlmmune, Inc. shall be deemed to be a third-party 
beneficiary to this MTA with the 











Article 2 



i) The Materials will be used exclusively for non-clinical, non-commercial research by Recipient, and will not under any 
circumstances be used in hllrnans or in any process used to make a product intended for use In humans 



Thanks, 



Janice 



From: Allay, Esther \mailto: Esther.Allay@STJ UDE.ORG] 
Sent: Tuesday, August 1.1, 2009 1.40 PM 
To: Knight, Janice (CDCICCI DIOD) 
Subject: FW: MTA for reverse genetics ptasrnids 



U i Jan ice: 



Please see our comments in the attached. It you need "unmodified" in there, we will need to check with 
which may cause s~gnificant delays in executing the agreement. 



Regards, 
Esther 



Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 38105 
Phone: 901-595-4700 
FAX 901-595-3148 
ernail. esther.allay@stjude.org <mailto.esther.atlav@stiude.arg~ 
www.stjude.orgltechnology-licensing 



From. Knight, Janice (CDCICCIDIOD) [mailto:o:jck f @cdc.qovj 
Sent: Tuesday, August 11, 2009 7: 52 AM 
To: Allay, Esther 
Cc: Gubareva, Larisa (CDCICCID/NCIRD); Klimov, Alexander (CDCICCIDINCIRD); Hoelscher, Mary (CDClCClDlMClRD) 
Subject RE: MTA for reverse genet~cs plasmids 



Good morning Esther, 



So nice to be working with you again. 1 apologize for the lengthy delay in responding to Dr. Gubareva's submission of the 
MTA, but I do hope we can move this quickly forward. I have attached your originai agreement along with a revised 
document for your review containing a few minor changes to the template that I hope will be acceptable based on the 
previous MTA we executed In 2007. 



Best regards, 



Janice 











From: Gubareva, Larisa (CDCICCIDINCIRD) 
Sent: Tuesday, March 24,2009 259 PM 
To Knight, Janice (CDCICCIDIOD), I-loelscher, Mary (CDCICCIDlNCIRD) 
Cc: Klirnov, Alexander (CDCJCCIDINCIRD); Gu bareva, Larisa (CDCICCIDINCIRD); 'Esther.Allay@stjude.orgl 
Subject: FW: MTA for reverse genetics plasmids 
Importance: High 



Hello Janice. 



Could you please review the terms in the attached MTA? 
Please let us know if you have any questions. 



Best regards, 



Larisa 



From: Allay, Esther [mailto: E s ~ ~ ~ ~ . A I I ~ v @ S T J U D E . O R G ~  
Sent: Tuesday, March 24, 2009 2:05 PM 
To: Gubareva, Larisa (CDCICCIDINC!RO) 
Cc: Klirnov, Alexander (CDCICCIDINCIRD) 
Subject: MTA for reverse genetics plasmids 
Importance: Low 



Dear Dr. Gubareva: 



Dr Richard Webby has forwarded to me your request for the above-cited materials. St. Jude Children's Research Hospital 
and Dr. Webby would be pleased to provide these materials to you and the CDC under the terms of the attached Material 
Transfer Agreement (MTA). Whereas the terms of the MTA are designed to have minimal effect on the progress of your 
research, any requests to revise the terms may significantly delay completiofi of the MTA. 



Please print out two copies of the attached MTA, sign both copies and have an authorized official of the CDC sign both. 
Forward both copies to me at the address below. I shall return one fully executed original to you for your files. 



To expedite the transfer of materials, you may fax (901 -595-3148) a copy of the signed MTA back to me provided one 
wltb original signatures follows by mail. If you have any questions, you may contact me by phone (901-595-4700) or by e- 
mall at: esther.allay@stjude.org. 



Regards, 



Esther 



Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research Hospital 











262 Danny Thomas Place 
Memphis, TN 38105 
Phone: 901-595-4700 
FAX: 901 -595-31 48 
emai I: esther.atlay@stjude.org ~maiIto:esther.allay~stiude.orq~ 
www.stjude.orgltechnology-iicensing 



Attachment 



Ernail Disclaimer: www.stjude.org/emai~d~sclaimer 











From: 
Sent: 
To: 
Subject: 



Watkins, Andrew (CDCIODIOCSO) 
Wednesday, August 12,2009 2:03 PM 
Knight, Janice (CDCICCI DIOD); Foster, Joseph A. (CDCIOC0010D) 
RE: MTA for reverse genetics plasmids 



Janice. 



Are the words in bhe words that you want to add,  or they words you want to delete? 1 think "unmodified" derivatives 
should be correct as it appears in the original MTA with Rubin. 



As to t h e k b l ( " ) y u e ,  I would over io end the sentence at "revenue)." That way, if we simply pro 
cornmercla lee elr m erial, then we shouldn't need to worry about needing a license or permission 
any one else. - 
To me, article 2 i) is fine if that is a promise that we plan to actually live up to. 



Andrew 



From: Knight, Jan ice (CDC/CCID/OD) 
Sent: Wednesday, August 12, 2009 1:36 PM 
To: Watkins, Andrew (CDC/OD/QCSO); Foster, Joseph A. (CDC/QCOO/OD) 
Subject: FW: MTA for reverse genetics plasmids 
Importance: High 



Andrew, Joe, 



It has been about 2 years since we executed a reverse agreement (see pdf Flu-07-260) with St Jude for their reverse 
genetics plasmid set and 1 just want to be sure that the terms of the attached agreement are still acceptable. Particularly 
the following: 



Article 7 .  



i )  First: sentence: definit~on of materials to include derivatives as opposed to "unmodified" derivatives which IS 
unacceptable to us. 



ii) Seventh sentence: Recipient covenants that it wi!l not use the Materials for commercial purposes such as screening, 
production or sale (including for any stockpile that is financially recognized b Reci ient as revenue), without obtaining the 
necessary commercialization rights or licenses with respect thereto from (a) (b)(4) and its affiliates (or their 



of the reverse genetics 



rights in the Materials (or any mate 



EzJ respective successors), as holders of exclusive licenses of patents andlor pa en app IC 



methodology andtor products obtained using reverse genetics methods, and (b) any third parties that may have applicable 
nowledges that certain restrictions set 



forth in this MTA are for the benefit . shall be deemed to be a third-party 
beneficiary to this MTA with the right 



Article 2. 



i) The Materials will be used exclusively for non-clinical, non-commercial research by Recipient, and will not under any 
circumstances be used in humans or in any process used to make a product intended for use in humans. 



Thanks, 



Janice 











From: Allay, Esther [mailto Esther.Al/av@ST JUDE.QRG] 
Sent: Tuesday, August 1 I, 2009 1140 PM 
To: Knight, Janice (CDCICCIDjOD) 
Subject. FW: MTA for reverse genetics plasrnids 



Hi Janice: 



Please see our comments in the attached. I f  you need "unmodified" I ~ I  there, we will need to check with (b)(4) 



which may cause significant delays in executing the agreement. 0 
Regards, 
Esther 



Esther R.  Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research Hospital 
262 Danny Thomas Place 
Memphis, TN 38205 
Phone: 901 -595-4700 
FAX: 901 -595-31 48 
ernail: esther.allay@stjude.org ~rnailto:esther.allav~stiude.orq~ 
www.stiude.orgltechnology-limosing 



From: Knight, Janice (CDCICCIDIQD) [mailto:ickl@cdc.aov] 
Sent: Tuesday, August 11, 2009 7:52 AM 
To: Allay, Esther 
Cc: Gubareva, Larisa (COCICC/D/NCIRD); Klimov, Alexander (CDCICCIDINCIRD); Hoelscher, Mary (CDCICCIDINCIRD) 
Subject: RE: MTA for reverse genetics plasrnids 



Good morning Esther, 



So nice to be working with you again. I apoiogize for the lengthy delay in responding to Dr. Gubareva's submission of the 
MTA, but I do hope we can move this quickly foiward. 1 have attached your original agreement along with a revised 
docurnen t for your review containing a few minor changes to the template that 1 hope will be acceptable based on the 
previous MTA we executed in 2007. 



Best regards, 



Janice 



From: Gubareva, Larisa (CDCICCIDINCIRD) 
Sent: Tuesday, March 24, 2009 2159 PM 
To. Kn~ght, Janice (CDCICCIDIOD): Hoelscher, Mary (CDCICCIDINCIRD) 
Cc: Klimov, Alexander (CDCfCCID/NCIRD), Gubareva, Larisa (CDCiCCIOiNCIRD); 'Esther.Allay@stjude.org' 
Subject- FW: MTA for reverse genetics plasmids 
Importance High 



Hello Janice, 



Could you please review the terms in the attached MTA? 











Please let us know if you have any questions. 



Best regards, 



Larisa 



From: Allay, Esther \mailto: Esther.AIlay@STJ U DE.ORG] 
Sent: Tuesday, March 24, 2009 245  PM 
To: Gubareva, Larisa (CDC/CCID/NCIRD) 
Cc: Klimov, Alexander (CDCICClDINClRD) 
Subject: MTA for reverse genetics plasmids 
importance: Low 



Dear Dr. Gubareva: 



Dr. Richard Webby has fotwarded to me your request for the above-cited materials. St. Jude Children's Research Hospital 
and Dr. Webby would be pleased to provide these materials to you and the CDC under the terms of the attached Material 
Transfer Agreement (MTA). Whereas the terms of t he  MTA are designed to have minimal effect on the progress of your 
research, any requests to revise the terms may significantly delay completion of the MTA. 



Please print out two c~p ies  of the attached MTA, sign both copies and have an authorjzed official of the CDC sign both. 
Forward both copies to me at the address below. 1 shall return one fully executed original to you for your files. 



To expedite the transfer of materials, you may fax (901-595-3148) a copy of the signed MTA back to me provided one 
with original signatures follows by mail. If you have any questions, you may contact me by phone (901-595-4700) or by e- 
mail at: esther.allay@stjude.org. 



Regards, 



Esther 



Esther R. Allay 
Licensing Associate 
Office of Technology Licensing - Mail Stop 742 
St. Jude Children's Research H~spital 
262 Danny Thomas Place 
Memphis, TN 38105 
Phone: 901 695-4700 
FAX: 901 -595-31 48 
email: esther.allay@stjude.org ~mailto:esther.allav@,stiude.orq> 
www.stjude.org/technolog y-l~censing 



Attachment 











Ernail Disclaimer: w.stjude.org/emaildisctaimer 











From: Knight, Janice (CDCICCIDIOD) 
Sent: Thursday, June 18,2009 1242 PM 
To: Watkins, Andrew (CDCIODIOCSO); Welch, Alice Y. (FDA) 
Cc: Hoeischer, Mary (CDC/CCIDINCIRD) 
Subject: RE: QUESTION re MTAs that CDC uses for pandemic flu strain sharing 
Attachments: Biosafety Recommendations for swH1 N1 Virus shipment insert, doc; swHl Nl Virus shipment 



insert (rev).doc 



I have attached the most current version of the package jnsert that accompanies the HINI  viruses. 



Janice 



"+".A ---.p. C__ -.--- "-, wPI>--.---~m-.--M4" ---- - 0 -  



- P 



From: Knight, Janice (CDC/CCID/OD) 
Sent; Tuesday, June 16,2009 10: 14 AM 
To: Watkins, Andrew (CDC/OD/OCSO); Welch, Alice Y. (FDA) 
Subject: RE: QUESTION re MTAs that: CDC uses far pandemic flu strain sharing 



I will need to contact Dr. Ruben Donis for the most current version of the language included as the package insert. 1 hope 
to hear from him today and will forward as soon as 1 receive the documents. 



Janice 



_--+___ -.--~----~.~--.--..,..----+-IIL-I-4L.-L-Î .Î _+---. ----- - 
From: Watkiits, Andrew [CDC/OD/OCSD) 
Sent: Tuesday, June 16, 2009 8:13 AM 
To: Knight, Janice (CDC/CCID/OD); Welch, Alice Y, (FDA) 
Subject: RE: QUESTION re MTAs that CDC uses for pandemic flu strain sharing 



Thanks Janice. Would you mind sharing the current label language with FDA? 



Andrew Watkins 
Director, CDC Technology Transfer Office 



.I_C___I...L_I___I--..-Il.ll,...IX--- ". . "--" .-l.-l----.---++"---l II . * -  --- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Tuesday, June 16, 2009 7:46 AM 
To: Watkins, Andrew (CDC/OD/OCSO); Welch, Alice Y,  (FDA) 
Subject: RE: QUESTION re MTAs that CDC uses for pandemic flu strain sharing 



Yes, Andrew, your statement is in fine with current internal Influenza Division policies. 



Regards, 



Janice 
Janice Knight 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 











CCiD Technology Transfer 
Phone: 404 639-2679 
FAX: 404 838-5465 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Monday, June 15, 2009 1:25 PM 
To: Welch, Alice Y. (FDA); Knight, Janice (CDC/CCID/OD) 
Subject: RE: QUESTION re MTAs that CDC uses for pandemic flu strain sharing 



n MTA that specifically references (")"' (All the major manufacturers have now taken iicenaas 
In fact: we no longer use an MTA r n u e any live attenuated influenza vaccine virus. We are now 
a pretty simple label only, that discla~ms warrantylindemnity and suggests that the recipient be 



responsible for doing their own freedom to operate due djligence. And we request that they inform us of to whom further 
distribute the virus. 



Janice, can you confirm that this would cover the virus that Al~ce 4s plann~ng to share, and the actual label language? 



Of course, Alice, this is as yet an internal CDC policy on flu vaccine virus distribution, but it was developed in coordination 
and with the support {prodding?) of HHS OGC (Dale). 



I 
Thanks, Andrew 



Andrew Wafkins 
Director, CDC Technology Transfer 0 ft'ice 











FDA 



NIH 



- FDA 
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Biasafety recommendations for in vifro laboratory work with uovel swine-origin 
HI N l  influenza virus: 



General laboratory work, including growth of virus in cell culture or embryonated eggs 
shouid be performed in a BSL2 laboratory with BSL3 practices. All viral manipulations 
should be done inside a BSC that is certified annually. 



Persond protective equipment may include the following based on a site specific risk 
assessmel~t : 



Respiratory protection - f'lt-tested N95 respirator or higher level of protection. 
e Shoe covers 
B Closed-front gown 



Double gloves 
Eye protection 



Laboratory waste 



All waste disposal procedures should be folIowed as outlined in your facility standard 
laboratory operating procedures. Steam autoclaving is the preferred method for all 
decontamination processes. Alternative methods may be considered based on a sire 
specific risk assessnzent. 



Appropriate disinfectants 



Several chemical disinfectants, including chlorine, alcohols, peroxygen, detergents, 
iadophors, quaternary ammonium and phenolic compounds, are effective against human 
influenza viruses if used at the corrcct concentration for tlre appropriate contact time as 
specified in the manufacturer's recommendations. 



Occupational Health 



All personnel should sclf lnor~iiar for fever and other symp~oms such as cough, sore 
throat, runny or stuffy nose, body aches, headache, chills, and fatigue. Any influenza- 
like illness should be reported to your supervisor immediately. 



Persolme1 w11o have had an occupational exposure .to clinical material 01- live virus from a 
confirmed case of novel influenza A (HI NI) should immediately report to their 
supervisor. Antiviral chernoprophylaxis should be considered, For additional information 
on antiviral treatment visit: Interim Guidance 011 Antiviral Recommendatio~ls for Palients 
with Confinncd or Suspected Swine 1nfluenz.a A (11 1 N I I Virus Infection and Close 
Contacts 



For additional infor~nation: Biosafeij: in Mic~+obiolo~rical and Biomedical Laboratorjes 
[RMBL) 5th Edition 











THIS RESEARCH MATERIAL MAY NOT BE USED IN IIUMAN SUBJECTS. This 
Research Material, provided at the discl+etion of CDC, will be used by Recipient under 
suitabk containmenl conditions. Recipient agrees to cox~~ply with all Federal rules and 
regulations applicable to the Research Project and the handling of ihe Research Material. 
Current CDC recommendations for the handling of novel swine-origin HI N l influenza 
viruses can be found at htt~:ltwww.cdc.aovIhl n l  fl Widelines labworkers htm which are 
summarized in the attached sheet. 



THE MATERIALS ARE BEING SUPPLIED WITH KO WAFSANTIES, EXPRESS 
OR IMPLIED, INCLUDING ANY WARRANTY OF MERCHANTABILITY OR 
FITNESS FOR A PAKX'ICULAR PURPOSE. 



AT THE REQUEST OF USDA, CDC STRONGLY RECOMMENDS THAT THE 
ENCLOSED VIRUS SAMPLES ARE: 



1) not used for in viva studies i~lvolving swine, pouitry and other livestock species 
without contacting USDNAPHISNS at 30 1-734-7783 or 30 1-734-3277 to ascerkain the 
biosafety precautions that must be used in order lo protect US swine, poultry and other 
livestock species population from inadvertent infection; 



and, 



2) only fuither distributed to other laboratories for public health and research purposes 
and not for in vivo studies involving swine, poultry and other livestock species. 



111 all oral presentations and written publications concerning this Material, you will 
acknowledge our cailtribution in a mutually acceptable manner. 



Unless Recipient is an academic or non-profit entity, Recipient agrees to hold the United 
States Government harmless and to indemnify the Government for all liabiIitie$ demands, 
damages, expenses, and losses arising out of Recipient's use for any purpose of the 
Research Material. 



Recipient understands that the supplied material may posc healtli risks to laboratory 
workers, the community, and the environment. Recipient agrees to employ the 
apprupriale biosafety standards including special practices, equipment and facilities as 
necessary, and will mmply with all applicable Recipient and Government health and 
safety regulations. 











Waiki ns. Andrew lCDCIOSELSILSPPPQl 



From: 
Sent: 
To: 
Subject: 



Watkins, Andrew (CDCIODIOCSO) 
Monday, June 15,2009 I :25 PM 
Welch, Alice Y .  (FDA); Knight, Janice (CDCICCIDIOD) 
RE: QUESTION re MTAs that CDC uses for pandemic flu strain sharing 



Hi Alice. 



MTA that specifically references Medimmune. All the major manufacturers have now taken licenses 
n fact, we no longer use an MTA to distribute any live attenuated influenza vaccine virus. We are now 



pretty simple label only, that disclaims warrantylindemnity and suggests that the recipient be 
responsible for doing their own freedom to operate due diligence. And we request that they inform us of to whom further 
distribute the virus. 



Janice, can you confirm that this would cover the virus that Atice is planning to share, and the actual tabel language? 



Of course, Alice, this is as yet an internal CDC policy on flu vaccine virus distribution, but it was developed jn coordination 
and with the support {prodding?) of HHS OGC (Date). 



Thanks, Andrew 



Andrew Wafkins 
Director, CDC Technology Transfer Office 



,------ -**,.-...A'---+.* ", --uuw<-* wv-,. 



FDA 
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DEPARTMENT OF HEALTH & HUMAM SERVICES Public Health Service 



Centers for Disease Control 
and Prevention 



W jsoshi Mizokami, Phll 
Executive Managing Director 
Board of Directors 
Kaketsuken, Japan 
Kikuchi Resear~h Center Kyokushi 



RE: Material Transfer Agreement CDC Reference: FLU-06-086 executed September 26,2006 



Dear Dr. Mimkami, 



I am wriring to inform you as the Executive Managing Director, Board of Directors, Kaketsuken that effective June 01.2009, 
the Centers for Disease Control and Prevention wisl~es to termitlate the above referenced transfer Agreement. Referencing the 
terms of the original Agreement, Pa~'agraphs 6 and I 1 shall survive the Agreement's termination, as follows: 



6 .  THE MATERlALS ARE BEING SUPPLIED WITH NO WARRANTIES, EXPRESS OR IMPLIED, 
INCLUDING ANY WARRANTY OF MERCHANTABILITY OR FlTNESS FOR A PARTICULAR PURPOSE 
and with no guarantee lhar the use of  the Material will not infiinge any patent or proprietaql rights of  third pafiies. 



l l a .  The supplied Malerials may pose health risks lo laboratory workers, the community, and the environment. CDC 
recommends that the Recipient employ the appropriate biosafety standards including special practices, equipment 
and facilities as necessary, and recoinmcnds compliance with ail applicable Recipient and Government health and 
safety regulations as described in the A ~ p e n d i x A .  Fiote: If Recipient is not governed by US Law, Recipient is 
advised to follow all rdes and regulations stipulated by the country in which Recipient resides or by International 
Age~lcies such as the World Jqealth Organization. 



11 b. Recipient is encouraged to publish the I-esults of any research in scientific publications and the contribution of CDC, 
unless requested otherwise by CDC. 



CDC does not wish lo request destruction of the Materials supplied under the agreement, and hereby waives Paragraph 5 ,  
which reads: 



5. This Research Material represents a significant investment on the part of Provider, and is considered proprietary to 
Provider. Recipient's iilvestigator therefore agrees to retain contra1 over this Research Material, auld further agrees 
not to tramfer the Research Material to others not under his or her dircct supervision without advance writtcn 
approval af Provider. Provider reserves the rig111 to distribute the Research Material to others and to use it for its 
own purposes. When the Kcsearch Project is completed, or three (3) years have elapsed frotn receipt of Research 
Material. whichever occurs f rst, the Research Material ~ 4 1 1  be destroyed by Recipient or otherwise disposed of as 
inutually agreed by Provider and Recipient. 



Moreover, CDC places no resrrictio~~ on further use or further distribution of the 'Materials. However, if you choose to 
distribute Materials to others, CDC requests notification of the identity of the new recipient for tracking purposes only. 



All notifications of shipment to another entity should be sent to the following address: 
Centers for Disease Control and Prevention 
Influenza Division: Mail Stop A20 
Attn Mary Hoelscher 
1600 Clifton Road, NE 
Atlanta, GA 30333 











DEPARTMENT OF HEALTH & HUMAN Sf RVJCES Public Health Service 



Centers for Disease Controf 
and Prevention 



All correspondence relating to the Material Transfer Agreement CDC Reference: FLU-06-086 should be sent to tbe following 
address: 



Centers for Disease Control and Prevention 
CCID Technology Transfer, Mail Stop A42 
Ann Lisa Blake UiSpigna 
1600 Clifton Road, NE 
Atlanta, GA 30333 



Regards, 



Beth P. Belt, MI3 MPH 
Acting Director, National Center for lmrnirnization and Respiratory Diseases 
Centers for Disease Conrrol and Prevention 
1600 Clifton Road, NB 
Atianta, GA 30333 



Enclosure: Appendix A 











DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 



Centers for Olsease Control 
and Prevention 



Influenza BranchlDVRDlNClD Biosafety recommendations for labora~o~y handling of high g ~ o w t h  PK8 reassortants of 
influenza virus bearing engineered H5 HA dcrived from highly pathogenic avian influenza virus strains. 



Definitions: This appendix concerns the use of vaccine reference stocks of reassortant viruses carrying the internal genes from 
A!PRIS/34, and the surface genes from highly pathogenic avian influenza (HPAI) strains (e.g., H5N1). The reassortant virus is 
considered to be equivalenr to the H 5  low pathogenicity avian influenza (LPAI) viruses wit11 regards to its virule~tce properties. 
These reassortmts are referred to as 13eltaI.15-PUB candidate vaccine reference stocks. Information on risk assessment of these 
reference vaccine stocks can be obtained at the WHO website URL: 
www,who.int~e11tit~/c~:!reso~r~~s/publications/influenza,~e~1/infl~e~~~aRMD2003~5~pdf~ 



Risk assessment: The AIPR/8/34 i s  considered to bc attenuated in humans. The AIPRf8134 has vi14ulence properties equivalerlt 
to LPAI strains. There arc no documented hulnan il~fections with strains of the H5 subtype of LPAJ. Therefore, the reassortants 
are predicted to pose a minimal risk to humans. Ilourever, caution is necessary because of the limited experience with vaccine 
strains possessing a combination of avian genes and genes from a hurnan virus, albeit egg-adapted. While the DeItaH5-PR8 
virus is expected to be replic&ion-deficient in humans, there is a remote possibility of secondary reassortnlent with a normal 
lluman influenza A virus which could generate a replication-competent virus. 



Laboratory hazards: The primary laboratory hazard is inhalation of DeIial4.S-PR8 virus or rnucosat exposure from aerosols 
generated by aspirating, dispensing, mixing, centrifuging or otherwise manipulating virus-infected samples. 



Recorninended Precautions: Riosafety Level 2 facilities, with enhanced practices and procedures are recommended for 
research and production activities utilizing live Deltal-IS-PR8 candidate vaccine reference stocks. 



'She enhancements beyond all the applicable BSL2 protocols include: 



I )  The laboratory where work with DeItaH5-PRX is performed should have negative pressure relative to the atmosphere 
and adjacent hallways or laboratories with direct access. 



2) All manipulations of open cvntairlers with LIeltaI-15-PRS calldidate vacci~le reference stacks should be perfomled in a 
class I1 biological safety cabinet. Ilowever this may not bc possible in a manufacturing environment and alternative 
control measures are therefore needed: 



a. use of other suitable barrier systems; 
b. staff should use of powered full-face respirators, equipped with HEPA filters; 
c. antiviral prophylaxis for staff in the pl-oduction area and those in adjacent arcas. Neuraminidase inhibitor 



antiviral drugs {e.g., oseltamivir, zanarnivir) should be available for treatment and post-exposure propbytaxis, 
as necessary (MMWR May 28,2004 / 53(RR06); 1-40). 



3) 'There should be 110 need to inactivate efluerlt tiom sinks, because any liquid effluent from sinks should have becn 
disinfected by validated proccdures and there is little risk of hand-washing effluent posing a hazard to the 
environment. 



4) A code of practice for the work should be prepared, the key features of which arc: 



a. Access to the laboratory is restricted to authorized personnel. A sign should be posted at the entrance door 
during the times that experiments are in progress ta indicatc this fact. No other experimei~t of any kind 
should be conducted simultaneously in the same room where the DeltaHS-PRS reassortant i s  being used. 



b. Personnel should wear complete protective gear, including head cover, goggles, N95 nose and face mask, 
gown, and boories. Double gloves should be used to allow safe disposal of all the protective gear into an 
autoclave bag wirhit~ the room. 











DEPARTMENT OF HEALTH 8 HUMAN SERVICES Public Health Service 



Centers for D~sease Control 
and Prevention 



c. Showering is not required, as protective clothing and haud washing procedures are normally considered 
adequate to protect human health and the environment for this IcveI of hazard. 



d. Procedures to prevent exposure of tIlc H5N1 reassortant to normal human and animal influenza viruses. Staff 
shouid have received a conventional influenza vaccine to limit their susceptibility to infection with norma1 
human viriises. If pilot lots of DeltaHS-PR8 vaccine are available, staff should receive them. 



e .  There should aIso be an Occupational Hcalth Policy for antiviral prophyla~is or for treatment following 
accidental exposure to the DeltaH5-PRS reassorta~~t virt~s. All personnel at risk should be enrolled in an 
appropriately constituted respiratory protection program. Personnel shouId be counseled regarding the risks 
and monitored for disease symptoms and absenteeism. PersonncI should monitor their body tenlperature 
daily and report any fever (temperature >3S "C or 100.4 OF) if accompanied by sore throat and cough and/or 
dyspnea (difficult respiration or laborious breathing). 



f. Review of al l  working practices to minimize the creation of aerosols from the vaccine virus. 
g. Standard Operating Procedures for the safe decontamination of waste and equipment should be established. 
h. Emergency procedures for events such as spillages documented. 
i. The staffbiosafety training program shouId document the proficiency of the trainees. 



5) All virus samples that are not saved for future use in a secure location should be autoclaved im~nediately and 
discarded. 



6;) Storage of baseline serum samples from individuals working with these influenza strains is recotnmended. 











PUBLIC HEALTH SERVICE MATERIAL, TRANSFER AGREEMENT 



This Material Transfer Agreement ("MTA") has been adopted for use by the National Institutes of 
Health, the Food and Drug Administration and the Centers for Disease Control and Prevention, 
collectively referred to herein as the Public Health Service ("PHS1') in all transfers of research 
material (Research Material) whether PHs is identified below as its Provider or Recipient. 



Provider: Centers for Disease Control and Prevetian 



Recipient: Kaketsuken 



Provider authorizes the National Institute of Infectious Diseases, Tokyo, Japan (CDC Ref: Flu- 
06-074) to transfer to Recipient's investigator named below the foltowing Original Material: 



Influenza A virus reassortant Inde/OS/2005(H5iM1)/PR8-fBCDIC-R62 reference strain. 



Research Material includes Otiginal Material, Progeny, and Unmodified Derivatives. The 
Research Material shall not Include: (a) Modifications, or (b) other substances created by the 
Recipient through the use of the Research Material which are not Modjflcations, Progeny, or 
Unmodified Derjvatives. 
Progeny: Unmodified descendant from the Research Materlal such as virus from virus, cell from 
cell, or organism from organism, 
Unmodified Derivatives: Substances created by the Recipient which constitute an unmodified 
functional subunit or product expressed by the Original Material or containing changes (e.g., 
mutations) that arise during the process of passaging through or adaptlng to a substrate (e.g., a 
cell iine or eggs). Some examples include: adaptive mutants of virus strains, subclones of 
unmodified cetl lines, purified or fractionated subsets of the Original Material, proteins expressed 
by DNAjRNA supplied by the Provider, or monoclonal antibodies secreted by a hybrldoma cell 
line. 
Modifications: Substances created by the Recipient which contain/lncorporate the Research 
Material. 



I. Research Material wiB1 only be used far research purposes by Recipient far the 
Research Project described below, under suitable containment conditions. 
Notwithstanding anything ta the contrary in the description of the Research 
Project or elsewhere in this MTA, Recipient acknowledges no right or ]license is 
being granted by Provides under this MTA to commercialize or sell the Research 
Material under any third party patents or patent applications or otherwise. To 
the extent any such rights or licenses are required, Recipient acknowledges 
that it is its responsibility to obtain such rights or licenses, as necessary. 
Recipient covenants that it will not use the Research MaterFal f ~ r  eommercial 
purposes suck as screening, production or sale (including for any stockpile that 
is financially recognized by Recipient as revenue), without: obtaining the 



mrnercialization rights or licenses with respect thereto from (a) 
(b)(4) and its affiliates (or their respective successors), as holders a ees of patents and/or patent applieations of the reverse 
genetics methodology andlor products obtained using reverse genetics 
methods, and (b) any third parlies that may have applicable rights in the 
Research Material (or any materials used to produce the Research Material), 
Recipient agrees to camply with all Federal ;and/or National rules and 
regulations applicable to the Research Project and the handling of the Research 
Material. Recipient ac ain restr 



'p-""-"'.r:.d t , , t r ; ' = y l  this MTA 
are for the benefit af shall be 
deemed to be a thir -pa ene rclarlp to this MtA w t  t e right of 
enforcement. A t  the time of execution, the CDC laboratory distributing the 
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PUBLIC HEALTH SERMCE MA7E6UAL TRANSFER AGREEMENT 



IVIOWI~WB of addkiorral third garty rights in the Research Matmrial tranrfnrrd 
by thla Agreemmat. 



2. 4re #re ReSearch Materials of human origin? 



Cl Yes 



If Yes, were R t s e a ~ h  Materials mllected aaxlrdlng to 45 CFR Part 46, "Pmtedlon of 
Human Suhjwts"? 



Yes s;CP1&5e provide Assumnce Number: -1 a N o  



3, This #-a& MMerial will be wed bpi Rdplewt'r inwatigatar in 
mnnaction with the following renaarrh projmet; plaasa &rk bsach bux that 
applilht: 



a,  a Genemuon o f  virus seed for prnduction of pllrrt lots OF Inactivated mndidabe 
vacxlnes Tor use ~II hurnarl clinical trials. 



b, a Generatiart of vlrus seed for pmductlan of pllot lob a) InactlvaW uaalnes for 
use in animals. 



c. Far in 3itm studies  to assess Immune responses to HSPl1, In humans or animals. 
d. bd Far In vko studies in laboratory anlmak to a$$ess Immune reponses to H5N1. 
e. Other - Picum utkacfr a b r M  Qemrlption of mmarak p m j a  ta cia* 



Prpmlemartt. 



4. In alt amf presencatlorls or wrftten publlcatkrirs conwmtng the Research Project, Rwlplent 
will acknauiedge Provider's anrribunon of this Reeardr Material unlross requested 
otherwise, To the exrent ptrmlmd by law, Recipient agrees to &cat h mnfldsnce, fiar a 
perrod of threa (3) years From the dare of f& disclasure, any of Pmvlde?s written 
Information abaut thls Ra~wtrh Matsml lthat Is sbrnped "COFIRDENTLAL," excwt: For 
infomatron that was p~vl0ysly known to Recipkank or that Is or becorn- publicfy aavatfable 
or whrch is d~sclosad m Reziplent without: s aonfIdenflallLy obLgatlan or that the Reziplent 
can esrabfrsh by reawnable proof is Independently dweloped by crnpbyea of the 
Redplenl. who had no knowledge of the ctrnfidentut infomatian dlzbsed. Any oral 
disclasum h m  Pmviderr M Rectplent shall be Idanttfied as bclng C O W  DEWTlAL by notla 
ddlveed to Rectplefit witbin ten (10) days aMr a e  date of the om1 dlsctosure. Rwlplent 
may publish ur othemRe publlcly drsclase Phe resul# of  2h.e Rese;lrch P r o j e ,  but I f  
Provider has given CQNRDCHf WL ififumatbn t o  Recipient such publlc dlsclosora magi be 
made anjy a h r  Prnvbdar has had thirty (303 days to  revfew the pmpossd dmcbsure to 
detennlne if It includes any CONFTDENTXAL Inhrma~on, except when a s h r k n d  lime 
p~rfod under court order or the Freedam of h?&rmati~n A a  pertalna. 



5. Thlrs Research Ma terhl represene a slgnlfil;ant investment on the part of Provider, and is 
mnsldcred proprie&ry tO Provider. Rerlpienfs investlgamr kheefore agrees to retain 
mrllml over this S s ~ r c h  Matarrial, aad further a g m s  not ta kranskr the Research Materfal 
to others tiot under his or her d i r e  superulslon without advancje writtee apgmvdll of: 
Pwulder, Pwvider reawes the right to dbtrlbute theRerearch Makrlal tm athers and to use 
It fur I& own purposes. When the R m x m h  Project b completed, or three 13) years have 
elapsed From receipt of Rewrch  Material, whkhever occurs Rat, the Raseam Matedal wlll 
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be destroy4 by Reckplent or othemlsc disposed d as mutually agreed by Pmvldrer and 
Reelplent. 



6.  Thls Reseafih Ma teridl Is pmvtd& as e service to met fesmrctr mrnmunlty. TT IS BEING 
SUPPUEO TO RECtPlENT W h m  NO WARRANTIES, EXPRESSED OR TMPLIED, INCLUDING 
ANY WARRANTY OF HERCHANTABIUIY OR FITNESS FOR A PARTICULAR PURPOSE. 
Provider m a k e  no representations mat Ule use of the Research Wa terlal wllf not Infringe 
any pa tent or proprietary rlgh te af third paw-, 



7, When Prouidw IS PHs: Rstlplent shall retnh title to any patent or other intellertun1 
pmpety rlghis in inwntlons made by Is ernpbyees in the! course of  ?he R e a r c h  Project, 
Recipfent agrem mat: to clalrn, infer, or Imply Governmental endorsement of the Research 
Project, the Instltukion or p e ~ n ~ l  conducting the Research Project ar any rwultlng 
cornmertial pfbd~a($), ReClplen t agrees ta hold the United 5 tates Government harttess 
and Lo 4ndemnlfy the Gavernrnerlt hr all Ilablliuts, dernafids, damages, expenses, and 
iosses arising out of Reclplerlt's use for any pumas& of the Restarch MsterlaF, 



5, When the recipient Is PHs: The PHS shall retain elMe to any patent or other Inteilechtal 
prapem rights In Inventions made by its employees in the course cf the Reseatth Project. 
The PHS Is not authorized ta promise rlghk In advance br  lnventlans developed under thls 
Ag reament. Pmvlder acquire no Lntellectual property rlghE under WCs; MTA, but may apply 
for license rights to any patentable! invenkbn that might iesuk h m  this Resear& Project. 
I t  ltli the tnbntlon af CDC that: Prwldw nor be IlaWe to BHS for any cfalms or damages 
arlslng from PHSs OF the Research Makrlal; however, r r ~  indmnfflcatlon Is pravlded or 
intended. 



8. The undemigned Pmvlder anel Redplcnt expressly certify and affirm that the contents of  
anv Rakrnenft made hereln are truthful and arxurak. 



30. Thls MTA shall be construed in smrdanw wlfh Fderal law as applied by the Federal mu* 
in the Oistricr of Columbls, 



a.  recipient^ Bkarfoty Official shaH acflrpt W11 rsapondbilii for the safety 
of the  RqegleaM kajuck and thmt tha Wmlebarrch Pmjeet will be performe4 in 
accordr nce with applicable tl~StRMti4ri and Govemmant hiablth and srfety 
raqulationm w d  iRa qu3detlinu d&ai ld  in Appendix 8: as well as 
Bhsahry tn MlumhkWIcaIund iWmedrCrrI ubmhdes, 4kh EditImm, GPO 
$to& Wo. 017-040-OQ84I-4, May f g99, or the mast m a l t  rwiuan of 
thasm guidehas. 



b. No la* thlm asts mmnth bcvlbre a publiwtion oonamlw the mulw 
ablkatd w i h  th R e a s a d  PBahrial b adnfi ao bar &ubmi#ed, Rwipqtglg 
rg- to semd 8 taw Or draft OF the paper to the P ~ l d & %  Xnwt#rtIgwtor. 
Xf them 8s no puhiication, tBra &&pien@ r 0- km arnmunbtg  t h ~  remit# 
of the studies mmrning fhm Rmmar& netarirl Po the Prwlder's 
Invnstipator. Any mu& MUM shall ba kwt in mfidaraee% In mccmlancca 
with Ohas FmWom of En€umntion A& [S US.C. ' 5?12), Dapartmant of 
H a k h  anti Human S4wices ragrgla4lnns (4s C.F.R. * 6.48), land Ix~Wlrsar 
Order No. 126 00, 



c, In all publication# rslMad to thm Retaarm BSatsrlrB, it$ arbin and the name 
giwan by Qhe Crguldmr mu;Pt be indicated. 











'~ppendlx A. The Influenza Branch guldellnes for the rem mmanded BSU-en hanced safety 
p r a t e d u e  for the handltng of the Rgseareh Flaterlal, 



CDC RMwa~m: (ID- 











CeRiRc~lrlon of Redplent Sclentlst: P have read and understaod Pha esndltionas outtjned in 
this Ag-ment, and I undemkand that X must abide by them ta m i w e  artd ufm the 
Research Material. 



BECIPXEIY7 IHVESTHGATm 



Signah re: f h r * ~ ~  C ~ Q  Date: . - 0 6  



Name: Shuro Goto 
Titk: Deputy General Manager, First Pradudion Department 



IRECWPEHT'S rlr~OSAf Em OFFICIAL: 



Date: &@-a, 2 0 0 6  
Name of Bfosalety OPRclal: sac& Tokioshi, D.V.M., PhD. 
Telephone number: ( 8 ~ ) 9 6 8 - 3 ? - i ~ ~ -  



AUTHORIZED 



Signature: ~ a e : u 2  + -6 
Akira Tashiro, Ph.D. 



Tttle: hcut ibe  Managing Director, Board of Directors 



Kaketsuken, 
1-8-4 Okuh, Kumamoto-shi. Kurnamato, 860-8568, Japan 



PWOWXDER XI4VIESRGATb)Ik Ruben Donis, Ph.D. 
Chief, Molear lar Genetics SeEUan, Influenza Branch 



0 Dlrecbr, ~at ' inal  Center for lnkctlous Dirmses 



ProwEdark Wai l ing  Addmss: Centers for Disease Control and Prevention 
1600 Clifton Road, N.E., 
(Malf Stop A-42 ARn. MCID Technotog y Coordinator Office) 
Atlanta, Geargra 30333 











From: Knight, Janice (CDCICCIDIOD) 
Sent: Wednesday, June 03,2009 2:08 PM 
To: Foster, Joseph A (CDCIOC00100), Watkins, Andrew (CDC10010CSO); Berkley, Dale 



(NIHIOD) [El 
Cc: Blake-DiSpigna, Lisa (CDCICCIDIOD) 
Subject: FW. Transfer of CDC Materials between padres to executed MTAs re H5N 1 
Attachments: Flu Terrnin Ltr FLU-06-086 Kaketsuken-OS.doc, FLU-06-086 Kaketsuken.pdf 



Importance: High 



I have modeled a termination letter for the MTAs governing the transfer of the reverse genetics influenza reassortants in 
accordance with the recommendatjons from CDC Influenza Division on a document provided by Andrew for termination 
of a BMLA. Before I use the MTA termination letter, I ask that you review and send me your comments. I have attached 
the MTA in question along with my draft letter of termination for Kaketsuken, FLU-06-086. 



Your kind and prompt attention to this will be very, very appreciated. 



Janice 



Health Scientist, ~ e c h n o l o ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CCID Technology Transfer MS A42 
1600 Cliffon Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and t h e  attached document{sj may'contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied ta anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 



From: Watkins, Andrew {CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 5:22 PM 
To: Knight, Jan ice (CDC/CCID/O D); Shaw, Michael (CDCICCIDINCIRD) 
Cc: Cox, Nancy (CDC/CClD/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Thanks. I would suggest the attached as a slightly different approach. 



Andrew Wafkhs 
Director, CDC Technology Transfer Office 











From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27,2009 4:54 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Shaw, Michael (COC/CCIDJNCIRD) 
Cc: Cox, Nancy (COCJCCIDjNCIRD) 
SubjecP: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



You should be able to use these. 



--- 
Fmm: Watkins, Andrew (CDC/O D/OCSO) 
Sent: Wednesday, May 27, 2009 4:46 PM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCI D/NClRD) 
Subjeck RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Is there a way to unlock the attached letter so that I may modify it? It would be much easier that way. 



Andrew Watkins 
Direciar, CDC Technology Transfer Office 



Fmm: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27,2009 3:46 PM 
To: Watkins, Andrew (CDC/OD/OCSO); S haw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Would the attached documents be appropriate? 



Janice 



- .".- -- - 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 3:04 PM 
To: Shaw, Michael (CDC/CCID/MCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) i 
Subject: RE: Transfer of  CDC Materials between parties to executed MTAs re H5N1 



Michael et al, 



There is nothing in the agreements that requires us to renew and no reason to worry about liability. The companies 
received what they paid for. Not renewing a license that terminates naturally would not be considered a breach of the 
terms of the agreement. If it is yourdesire to make these materials publicly available for free and with no restrictions 
imposed by CDC, I believe you are free to do so. 



However, it might be wise to send them a formal letter waiving the requirements of Paragraph 15, which requires them to 
destroy or return the materials upon termination of the license. I assume that would not be your intent in opening these 
materials to public use. 



The companies should be del~ghted to be able to use the materials without obligation to pay monies, so 1 don't see a 
problem If they are not delighted, I still see no problem with not renewing the license. We have not agreed to do so 
anywhere jn the agreement. 











Andrew Watkins 
Director, CDC Technology Transfer Office 



.+--- ----- ---- 
From: Knight, Janice (CDC/CCID/OO) 
Sent: Wednesday, May 27,2009 2:43 PM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5M1 



Andrew, 



Please find attached the executed BMLAs in question. "Natural Death" will occur mid to end of June 2009. LigoCyte is up 
to date on payments, Alphavax is slightly behind, but an Invoice has been issued to them. 



Janice 



Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE. This email and the attached docurnent(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disctosed and it should not be given or copied to anyone other than 
the person($) named or referenced above. If you have received this email in error, please contact the sender immediately. 



_ _ _ _ - _ _ I + ~ .  p_-r- -_,. + . . - +  -"....-- - 
F ram: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 2:Q6 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCXRD); Knight, l a n k  (CDC/CaD/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSN1 



Michael, 



I would like to see the agreements, but my first thought is that you can do what you want if the licenses are terminating by 
"natural death." 



Andrew 



Andrew Watkins 
Director, CDC Technology Transfer Office 



----P*---'- +*-*--- *"*XX-nrm-+II+~--~LIIIIXl~X14Yd -,-- - -%-- 



From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Wednesday, May 27, 2009 7: 51 AM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 











Subject: W: Transfer of CDC Materials between parties to executed MTAs re HSNI 
f rnpertance: High 



Andrew, 



W e  need some adv~ce. We have been dropping all MTAs whenever possible on "live" virus but these licenses cover 
cDNA copies of virus genes created from HPAl isolates from Indonesia and Vietnam which, as you know, have been dealt 
with very carefully in the WHOlGlSN negot~ations on benefits and virus sharing. Both Nancy and I would prefer to drop 
them and let the companies deal with the countries themselves through the WHO Geneva office. This particular case is 
complicated by the fact that money has been received for past licensing fees. Would there be any liability for CDC if 
these were now dropped and the companies told they were on their own? 



Janice can fonvard !he documents if you'd like to examine them. 



Michael 



Michael W. Shaw, Ph,D. 
Associate Director for Laboratory Science 
Influenza Division, MS G-16 
Centers for Disease Control and Prevention 
Atlanta, GA 30333 USA 



Tel , (404)-639-f 405 
Fax. (4043-539-2350 
Email: mws2@cdc.gov 



-- - 
From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 6:44 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Sarbjeck RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



We may need to seek counsel from Andrew Watkins. I would prefer to drop and let them work it out with the countries but 
don't know for sure if that is best way forward. 
N 



From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 3:47 PM 
TQ: Cox, Nancy (CDCjCCID/N CI RO) 
Subject: fW: Transfer of CDC Materials between parties to executed MTAs re HSN1 
I mporbnce: High 



Nancy, 



This case is not so obvious to me now that I know the details, This is for pfasmid cDNA rather than the viruses 
themselves. Should we renew the licenses or drop them and have the companies pursue permission from Indonesia and 
Vietnam through WHO? 



Fmm: Knight, Janice (CX/CCID/OD) 
Sent: Tuesday, May 26, 2009 8:57 AM 
To: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/elCIRD) 
Cc: Mawle, Alison (CDCICCIDINCIRD); Donis, Ruben 0.  (COC/CCXD/NCIRD); Hoeischer, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A, (CDC/OCOO/OD); Wa t ki ns, Andrew (CDC/OD/OCSO); Blake- DiSpigna, Lisa (CDC/CCID/OD) 











Subjjeck RE: Transfer of CDC Materials between parties to executed MTAs re H5M 1 
rtmporbnce: High 



Mike just for clarification: Early in 2006 several regular (i.e., not reverse genetics related) plasmids containing Indonesian 
and Vietnamese genetic material were licensed to LigoCyte Pharmaceuticals and Alphavax. Both agreements expire this 
year in June. Shal I inform both companies that they do not need to renew the license and that they may continue to use 
the materials (including any derivatives} with no restrictions? 



Janice 



From: Shaw, Michael (CaC/CCID/NCIRD) 
Sent: Saturday, May 23, 2009 12:46 PM 
To: Knight, Janice (CDC/CCID/QD); Cox, Nancy (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDCJCCIDINCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCZRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Bla ke-DiSpigna, Lisa (CDC/CUD/OD) 
Subject. RE: Transfer of CDC Materials between parties to executed MTAs re H5N 1 



Janice. 



1 concur with the proposed action. We no longer wish to exercise any control over use and further distribution of materials 
obtained through or derived from our role in the WHO Global Influenza Surveillance Network, 



Michael 



Michael W. Shaw, Ph.D. 
Associate Director for Laboratory Science 
Influenza Division, MS Gal 6 
Centers for Disease Control and Prevention 
Atlanta, GA 30333 USA 



From: Knight, Janice {CDC/CCID/OD) 
Sent: Friday, May 22, 2009 3:31 PM 
To: Cox, Nancy (CDC/CQD/N U RD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDCJCCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCXRD); Hoelscher, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Imporbnce: High 



Dear Nancy and Mike, 



In light of the recent discussions among various CDC representatives from the Influenza Division, the National Center for 
Immunization and Respiratory Diseases, CClD Technology Transfer, the Office of General Counsel and the NIH Branch- 
HHS Office of the General Counsel, it would appear that the fully executed Material Transfer Agreements CDC Reference 
Numbers FLU-06-045 including Amendments thereto #I and #2 with GlaxoSmithKline and FLU-06-086 with 
Kaketsuken should be terminated and any request asking for an amendment to the existing agreements need not be 
executed {see email from GSK below). Once the MTAs are terminated GSK and Kaketsuken will not be under any 
restrictions on use nor distribution of the Original Materials including any modified or unmodified derivatives. 



I have attached a draft Agreement to Terminate letter for your review and consideration. Your concurrence with this 
proposed action via email by COB May 28th will be much appreciated. GSK and Kaketsuken have been waiting a 
resolution to this issue for quiet some time and I would very much like to provide them with this document. 











From: 
Sent: 
To: 
Cc: 
Subject: 



Knight, Janice (CDCICCIDIOD) 
Thursday, May 28,2009 1:19 PM 
Watkins, Andrew (CDCIODIOCSO); Shaw, Michael (CDCICCIDINCIRD) 
Cox, Nancy (CDCICCIDINCIRD) 
RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Ok. I will draft the letter and send it to you for final "or. GSK will be so happy! 



Fr~m:  Watkins, Andrew (CDC/OD/OCSO) 
Sent: Thursday, May 28, 2009 11: 18 AM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCTRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5Nl 



I don't see why not. It should do the trick nicely. 



Andrew Watkins 
Director, CDC Technology Transfer Office 



From: Knight, Janice (CDC/CCID/OD) 
Seat: Thursday, May 28, 2009 7:43 AM 
To: Watkins, Andrew (CDC/ODfOCSO); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CK/CCID/NCIRD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Could 1 modify t he  above for use in terminating the MTAs for the reassortant viruses with GSK and Kaketsuken, Japan? 
Both companies have requested amendments to the original agreements to allow for their collaboration using the viruses 
and derivatives therefrom. I have tried to get resolution of this issue for some time and these 2 in particular wish answers. 



Thanks so much, 



Janice 



. . . - - . . . - - - .  



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 5:22 PM 
Yo: Knight, Janice (CDCICCIDIOD); Shaw, Michael (CDC/CCID/NURD) 
Ce: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to  executed MTAs re H5N1 



Thanks. 1 would suggest the attached as a slightly different approach. 



Andrew Wafkins 
Director, CDC Technology Transfer Office 











From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 4:54 PM 
To: Watkins, Andrew (CDC/OD/OCSQ); Shaw, Michaei (CDC/CCID/NCIRD) 
Cc: Cox, Nancy [CDC/CCED/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSNI 



You should be able to use these 



m_.l_l--*_---____ - - 
from: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 4:46 PM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5Nl 



Is there a way to unlock the attached letter so that I may modify it? It would be much easier that way. 



Andrew Watkins 
Director, CD C Technology Transfer Office 



--.Y_---_l__.--."..ll-__r, -- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 3:46 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
SubjeeA: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Would the attached documents be appropriate? 



Janice 



- -- 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 3:04 PM 
To: Shaw, Michael (CDC/CUD/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5Nl  



Michael et al, 



There is nothing in the agreements that requires us to renew and no reason to worry about liability. The companies 
received what they paid for. Not renewing a license that terminates naturally would not be considered a breach of the 
terms of the agreement. If it is your desire to make these materials publicly available for free and with no restrictions 
imposed by CDC, I believe you are free to do so. 



However, it might: be wise to send them a formal letter waiving the requirements of Paragraph 15, which requires them to 
destroy or return the materials upon termination of the license. I assume that wou Id not be your intent in opening these 
materials to public use. 











The companies should be delighted to be able to use the materials without obligation to pay monies, so I don't see a 
problem If they are not delighted, I still see no problem with not renewing the license. We have not agreed to do so 
anywhere in the agreement. 



Andrew Watkins 
Director, CDC Technology Transfer Office 



Fmm: Knight, Janice (CDC/CCtD/OD) 
Sent: Wednesday, May 27, 2009 2:43 PM 
To: Wa tki ns, Andrew (CDC/OD/OCSO) 
Ce: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDCICCIDINCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Andrew, 



Please find attached the executed BMLAs in question. "Natural Death" will occur mid to end of June 2009. LigoCyte is up 
to date on payments, Alphavax is slightly behind, but an lnvo~ce has been issued to them. 



Janice 



Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attached document(s) may contain confidential information and may be 
othenvise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 



...--4-A-- .. -- --- - 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 2:06 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



I would like to see the agreements, but my first thought is that you can do what you want if the licenses are terminating by 
"natural death." 



Andrew 



Andre w Wa tkins 
Director, CD C Technology Transfer Office 



From: Shaw, Michael (CDC/CCIDfNCIRD) 
Sent: Wednesday, May 27, 2009 7:51 AM 











To: Watkins, Andrew (COC/OD/OCSQ) 
Cc: Cox, Nancy (CDVCCIDINCIRD); Knight, Janice (CDC/CCZD/OD) 
Subject: W: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Importance: High 



Andrew, 



We need some advice. We have been dropping all MTAs whenever possible on "live" virus but these licenses cover 
cDNA copies of virus genes created from HPAl isolates from Indonesia and Vietnam which, as you know, have been dealt 
with very carefully in the WHOIGISN negotiations on benefits and virus sharing. Bath Nancy and I would prefer to drop 
them and let the companies deal w~th the countries themselves through the WHO Geneva office. This particular case is 
complicated by the fact that money has been received for past licensing fees. Would there be any liability for COC if 
these were now dropped and the companies told they were on their own? 



Janice can fotward the documents if you'd like to examine them. 



Michael 



Michael W, Shaw, Ph.D. 
Associate Director for Laboratory Science 
Influenza Division. MS G-56 
Centers for Disease Control and Prevention 
Atlanta. GA 30333 USA 



Ter.: (4041-639-1 4 5  
F a .  (404)-639-2351 
Emarl: rriws2@cdc gov 



- - ----.-- -- 
From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 6:44 PM 
TQ: Shaw, Michael (CDC/CCID/NCIRD) 
Subjea RE: Transfer of CDC Materials between parties to executed MTAs re H5M1 



We may need to seek counsel from Andrew Watkins, I would prefer to drop and let them work it out with the countries but 
don't know for sure if that is best way forward. 
N 



. . 



From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26,2009 3:47 PM 
To: Cox, Ma ncy (CDC/CCI D/NCIRD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Importance: High 



Nancy, 



This case is not so obvious to me now that 1 know the details. This is for plasmid cDNA rather than the viruses 
themselves. Should we renew the licenses or drop them and have the companies pursue permission from Indonesia and 
Vietnam through WHO? 



- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Tuesday, May 26, 2009 8 5 7  AM 
To: Shaw, Michael (CDC/CCID/NCIRO); Cox, Nancy (CDC/CCID/MCIRD) 











Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0, (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CQC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE; Transfer of CDC Materials between parties to executed MTAs re H5N1 
I mporkance: High 



Mike just for clarification: Early in 2006 several regular (i.e., not reverse genetics related) plasmids containing Indonesian 
and Vietnamese genetic material were licensed to LigoCyte Pharmaceuticats and Alphavax. Both agreements expire this 
year in June. Shall I inform both companies that they do not need to renew the license and that they may cont~nue to use 
the materials (including any derivatives) with no restrictions? 



Janice 



-" -- -" ---- d+.L -.-..-.- "- - . - 
From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Saturday, May 23, 2009 12:46 PM 
To: Knight, Janice (CDC/CCID/OD); Cox, Nancy (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben Q. (CDC/CCXD/NCIRD); Hoeischer, Mary (CDC/CCID/NCIRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Janice, 



I concur with the proposed action. We no longer wish to exercise any control over use and further distribution of materials 
obtained through or derived from our role in the WHO Global Influenza Surveillance Network. 



Michael 



Michael W. Shaw, Ph.D. 
Associate Director for Laboratory Science 
Influenza Division, MS G-16 
Centers for Disease Control and Prevention 
Atlanta. GA 30333 USA 



Tel.: (4C4)-639-1405 
Fax: (404)-639-2350 
Email: mwsZ@cdc.gou 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, May 22, 2009 3:31 PM 
To: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); foster, 
Joseph A. (CDC/OCQO/OD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5Nl 
Imporkance: High 



Dear Nancy and Mike, 



In light of the recent discussions among various CDC representatives from the Influenza Division, the National Center for 
Immunization and Respiratory Diseases, CClD Technology Transfer, the Office of General Counsel and the NIH Branch- 
HHS Oflice of the General Counsel, it would appear that the fully executed Material Transfer Agreements CDC Reference 
Numbers FLU-06-045 including Amendments thereto #I and #2 with GlaxoSmithKiine and FLU-06-086 with 
Kaketsuken should be terminated and any request asking for an amendment to the existing agreements need not be 
executed (see email from GSK below). Once the MTAs are terminated GSK and Kaketsuken will not be under any 
restrictions on use nor distribution of the Original Materials including any modified or unmodified derivatives. 











From: Knight, Janice (CDCICCI DIOD) 
Sent: Thursday, May 28,2009 11 :12 AM 
To: Lowenhaupt, Carol (CDCICC1DIOD) (CTR) 
Cc : Watkins, Andrew (CDCIODIOCSO); Blake-DiSpigna, Lisa (CDCICC1DIOD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Attachments: Flu Termin Ltr Flu-06-052 Alphavax (3).aw doc 



Dear Carol, 



Please use the letter attached for notification to LigoCyte. You will need to edit the document to contain the appropriate 
information pertaining to LigoCyte. Let me review before we send anything for Beth's signature as I will want to put 
various emails in the signature folder. 



Janice 



. - +  __I______ -- 
From: Watkjns, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 522 PM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Thanks. 1 would suggest the attached as a slightly different approach. 



Andrew Watkins 
Director, CDC Technology Transfer Office 



_ _ I - _  _I_______ql" ----- ..--- 
From: Knight, Janjce (CDC/CClD/OD) 
Sent: Wednesday, May 27, 2009 4:54 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Shaw, Michael (CDC/CCIDINCIRD) 
Cc: Cox, Nancy (CDC/CWD/NCIRD) 
Subjeck RE: Transfer of CDC Materials between parties to executed MTAs re H5Nl  



You should be able to use these. 



------p-"--" ----------+- ---- 
From: Watki ns, Andrew (CDC/OD/OCSO) 
§ent: Wednesday, May 27, 2009 4:46 PM 
To: Knight, Janice (CDC/CCID/OD); Shaw, Michael (CDC/CCID/NCIRD) 
Ce: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Is there a way to unlock the attached letter so that I may modify it? It would be much easier that way. 



Andrew Walkins 
Director, CDC Technology Transfer Office 











From: Knight, Jan ice (CDC/CCID/OD) 
Sent: Wednesday, May 27, 2009 3:46 PM 
To: Watkins, Andrew (CDC/OD/OCSO); S haw, Michael (CDCJCCX D/MCERD) 
CC: Cox, Nancy (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSNl 



Would the attached documents be appropriate? 



Janice 



--- 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 3:04 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Sarbjeck RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 



Michael et al, 



There is nothing in the agreements that requires us to renew and no reason to worry about liability. The companies 
received what they paid for. Not renewkg a license that terminates naturally would not be considered a breach of the 
terms of the agreement. If it is your desire to make these materials publicly available for free and with no restrictions 
imposed by CDC, I betieve you are free to do so. 



However, it might be wise to send them a formal letter waiving the requirements of Paragraph 15, which requires them to 
destroy or return the materials upon termination of the license. 1 assume that would not be your intent in opening these 
materials to public use, 



The companies should be delighted to be able to use the materrals without obligation to pay monies, so 1 don't see a 
problem If they are not delighted, I still see no problem with not renewing t h e  license We have not agreed to do so 
anywhere in the agreement. 



Andrew Watkins 
Director, CDC Technology Transfer Office 



-- -- -- 
From: Knight, Janice (CDC/CCIDJOD) 
Sent: Wednesday, May 27,2009 2:43 PM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NURO) 
Subject: RE: Transfer of CDC Materials between parbes to executed MTAs re H5N1 



Andrew, 



Please find attached the executed BMLAs in question, "Natural Death" will occur mid to end of June 2009, LigoCyte is up 
to date on payments, Alphavax is slightly behind, but an Invoice has been issued to them. 



Janice 



Phone: 404 639-2679 
FAX: 404 838-5405 











CONFIDENTIALITY NOTICE: This ernail and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have rece~ved this ernail in error, please contact the sender immediately. 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Wednesday, May 27, 2009 2:06 PM 
To: Shaw, Michael (CK/CCID/NCIRD) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N 1 



Michael, 



I would like to see the agreements, but my first thought is that you can do what you want if the licenses are terminating by 
"natural death." 



Andrew 



Andrew Watkins 
Director, CDC Technology Transfer Office 



From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Wednesday, May 27,2009 7:51 AM 
To: Wa tkins, Andrew (CDC/OD/OCSO) 
Cc: Cox, Nancy (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re H5M1 
f mportane: High 



Andrew. 



We need some advice. We have been dropping all MTAs whenever possible on "live" virus but these licenses cover 
cDNA copies of virus genes created from HPAI isolates from Indonesia and Vietnam wh~ch, as you know, have been dealt 
with very carefully in the WHOlGlSN negotiations on benefits and virus sharing. Both Nancy and I would prefer to drop 
them and let the companies deal with the countries themselves through the WHO Geneva office. This particular case is 
complicated by t h e  fact that money has been received for past licensing fees. Would there be any liability for CDC if 
these were now dropped and the companies told they were on their own? 



Janice can forward the documents if you'd like to examine them, 



Michael 



Michael W. Shaw, Ph.0. 
Associate Director for Laboratory Science 
Influenza Division, MS G-16 
Centers for Disease Control and Prevention 
Atlanta, GA 30333 USA 



Tel.: (404)-639-7405 
Fax: (404)-639-2350 
Emall mwsZ@cdc.gw 











From: Cox, Nancy (CDC/CCTD/NCIRD) 
Sent: Tuesday, May 26, 2009 6:44 PM 
To: Shaw, Michael (CDC/CCID/NCIRD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H 5 N l  



We may need to seek counsel from Andrew Watkins. I would prefer to drop and let them work it out with the countries but 
don't know for sure if that is best way forward. 
N 



.- 



From: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Tuesday, May 26, 2009 3:47 PM 
TQ: Cox, Nancy (CDWCCIDINCTRD) 
Subject: FW: Transfer of CDC Materials between parties to executed MTAs re HSNI 
Importance: High 



Nancy 



This case is not so obvious to me now that I know the details. This is for pfasmid cDNA rather than the viruses 
themselves. Should we renew the licenses or drop them and have the companies pursue permission from Indonesia and 
Vietnam through WHO? 



FkQm: Knight, Janice (CDC/CCID/OD) 
Sent: Tuesday, May 26, 2009 857  AM 
To: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCTRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCERD); Foster, 
Joseph A. (CDCIOCOOIOD); Watkins, Andrew (CDC/OD/OCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re H5N1 
Importance: High 



Mike just for clarif~cation: Early in 2006 several regular (i.e., not reverse genetics related) plasmids containing Indonesian 
and Vietnamese genetic material were licensed to LjgoCy te Pharmaceuticals and Aiphavax. 50th agreements expire this 
year in June. Shall I inform both companies that they do not need to renew the license and that they may continue to use 
the materials (includ~ng any derivatives) with no restrictions? 



Janice 



fmm: Shaw, Michael (CDC/CCID/NCIRD) 
Sent: Saturday, May 23, 2009 12:46 PM 
To: Knight, Janice (CDC/CCID/OD); Cox, Nancy (CDC/CCID/NCIRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCIRO); Hoelscher, Mary (CDC/CCIO/MClRD); Foster, 
3oseph A, (CDC/OCOO/UD); Watkins, Andrew (CDC/OD/QCSO); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Transfer of CDC Materials between parties to executed MTAs re HSN1 



Janice, 



I concur with the proposed action. We no longer wish to exercise any control over use and further distribution of materials 
obtained through or derived from our role in the WHO Global Influenza Surveillance Network. 











Michael W. Shaw, Pb.D. 
Associate Director for Laboratory Science 
Influenza Division, MS G-16 
Centers for Disease Control and Prevention 
Atlanta, GA 30333 USA 



Tel. (4041-639-1 405 
Fax, (404)-639-2350 
Email: mws2@cdc,gw 



From: Knight, Janice (CDC/CUD/OD) 
Sent: Friday, May 22, 2009 3:31 PM 
Po: Cox, Nancy [CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/MCTRD) 
Cc: Mawle, Alison (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/MCIRD); Hoelscher, Mary (CDC/CCID/MCIRD); Foster, 
Joseph A. (CDC/OCOO/OD); Watkins, Andrew (CDC/OD/OCSO); Bla ke-DiSpigna, Lisa (CDC/CCID/OD) 
Subjeck: FW: Transfer of CDC Materials between parties to executed MTAs re HSNl 
Importance: High 



Dear Nancy and Mike, 



In light of the recent discussions among various CDC representatives from the Influenza Division, the National Center for 
lmmuniration and Respiratory Diseases, CClD Technology Transfer, the Office of General Counsel and the NIH Branch- 
HHS Office of the General Counsel, it would appear that the fully executed Material Transfer Agreements CDC Reference 
Numbers FLU-06-045 including Amendments thereto #j and #2 with GlaxoSmithKline and FLU-06-086 with 
Kaketsuken should be terminated and any request asking for an amendment to the existing agreements need not be 
executed (see ernail from GSK below). Once the MTAs are terminated GSK and Kaketsuken will not be under any 
restrict~ons on use nor distribution of the Original Materials including any modified or unmodified derivatives. 



1 have attached a draft Agreement to Terminate letter for your review and consideration. Your concurrence with this 
proposed action via email by COB May 28th will be much appreciated. GSK and Kaketsuken have been waiting a 
resolution to this issue for quiet some time and I would very much like to provide them with this document. 



Regards, 



Janice 



Health Scientist, Technology Transfer Specialist 
Centers for D~sease Control and Prevention 
CC ID Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFLDENTIALITY NOTICE: This email and the attached docurnent(s) may contain confidential jnformat~on and may be 
otherwise protected by law. Its content should not be disclosed and it should not be gjven or copled to anyone other than 
the person(s) named or referenced above. If you have received this email in error, please contact the sender immediately. 



[Out of Scope] 
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please notify the originator immediately. Tlze unauthorized use, disclosure, copying or alteration of this message 
is stricily forbidden. GlaxoSmithKline Biologicals will not be liable for direct, special, indirect or consequential 
damages arising from alteration of the contents of this message by a lhird party or as a result of any virus being 
passed on. 











From: Knight, Janice (CDCICCIDIOD) 
Sent: Thursday, April 30, 2009 10:06 AM 
To: Donis, Ruben 0. (CDCICCI DINCIRD) 
Cc: Klimov, Alexander (CDCICCIDINCI RD); Hoelscher, Mary (CDCICCIDINCIRD); Blake- 



DiSpigna, Lisa (CDCICCIDIOD); Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael 
(CDCICCIDINCIRD); Mawle, Alison .(CDCtCCiDINCIRD), Watkins, Andrew (CDCIODIOCSO); 
Foster, Joseph A. {CDCIOCOOJOD) 



Subject: RE: RE: Distribution of Influenza viruses 



Importance: High 



Ruben, 



Do not share this email with anyone outside CDC. I have not received comments from Alison Mawle, Andrew Watkins 
and Joe Foster. Only Mike Shaw has responded so far. I do not know what the next step may be in publishing this policy 
if this is accepted as an accurate statement. Others will need to advise. 



Janice 



CONFIIIENTIAUTY NOTICE: This email and the attached docurnent(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this emall in error, please contact the sender immediately. 



From: Donis, Ruben 0, (CDC/CCID/NCIRD) 
§ent: Thursday, April 30, 2009 9 4 5  AM 
?lo: Knight, Janice (CDC/CClD/OD) 
Cc: Klimov, Alexander (CDC/CCID/NCIRD); Haelscher, Mary (CDC/CCIO/NCIRD); Blake-DiSpigna, Lisa (CDC/CCID/OD); 
Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Mawle, Alison (CDC/CCID/NCIRD); Watkins, Andrew 
(CDC/OD/OCSO); Foster, Joseph A. (CDC/OCOO/OD) 
Subject: RE: RE: Distribution of Influenza viruses 



Janice, 



Thanks this is very helpful -please let IFPMA know. 



Can we summarize this into a brief policy statement? Such as (sfrawman): 



CDC will distribute inffuenza viruses without any restrictions on use or further distribution; including I) all 
influenza virus isolates of human, swine, and avian origin, as well as 2) all engineered reassortant viruses 
regardless of whether they are engineered using classical techniques or reverse genetics techniques. 



Regarding << 1 have several pending amendments to existing agreements for the RG reassortants and need direction on 
how to proceed. >> 



My suggestion would be for CDC to contact the requestors to let them know that an MTA wilt not be necessary and CDC 
will be providing the material as soon as possible. 



Thanks, 
Ruben 



- -- -- -- . 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Thursday, April 30, 2009 9:23 AM 
To: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Mawle, Alison (CDC/CCID/NCIRD); 



1 











Watkins, Andrew (CDC/OD/OCSO); Foster, Joseph A, (CDC/QCOO/OD) 
Cc: Donis, Ruben 0. (CDC / CCID/NCTRD); Kl imav, Alexander (CDC/CCID/NCTRD); Hoelscher, Mary 
(CDC/CCID/NCI RD); Blake-DiSpigna, Lisa (CDC/CCID/O D) 
Subject: RE: RE: Distribution of Tnfiuenza viruses 
Importance: High 



Please respond to this email with your concurrence that the following statement reflects the official NCl RD policy 
on distribution of Influenza viruses: 



No COC influenza virus, other than the K9 isolate, will be transferred with any accompanying documentation 
containing any restrictions on use ncr further distributian. The only documentation will be a package insert stating 
only that the material is provided as is with no warranties express or implied. The "influenza viruses" include the 
following: 



1) all seasonal influenza virus isolates regardless of strain, i.e., swine, human, avian etc. (excluding the K9 isolate 
under patent with outside entity) 
2) all eng~neered reassortant viruses regardless of whether they are engineered using classical techniques or 
reverse genetics techniques 



In light of the above statement, all MTAs having been executed to govern the transfer of the RG viruses by CDC, 
i.e.: 1) Influenza A virus reassaflant lndo105/2000(H5N 1)IPR8-ISCOC-RG2; 2) influenza A virus reassortant 
Viet/l203/2004(H5N I)/ PR8-I BCDC-RG; 3) Influenza A vlrus reassortant Anhui10 112005(H5N 1)-PR8-IBCDC-RG6 
are no longer in effect and may be considered terminated Any request asking for an amendment to the existing 
agreements need not be executed and the requestor may be informed that there are no Ianger any restrictions on 
use not distribution of any of these materials. 



I have several pending amendments to existing agreements for the RG reassortants and need direction on how to 
proceed. 



Thank you for your kind attention to this urgent matter. 



Janice Kn jght 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CCID Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX- 404 838-5465 



CONFIDENTIALITY NOTICE This ernail and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named OF referenced above. I f  you have received this email in error, please &tact the 
sender immediately. 



-- -" 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 23, 2009 12:30 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Cox, Nancy (CDC/CCIID/NCIRD); Mawle, Alison (CDCICCIDINCIRD); 
Schuchat, Anne MD (CDUCCIDIMCIRD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Klimov, Alexander (CDC/CCID/NCXRD); Shaw, Michael 
(CDC/CCTD/NCIRD); Hoelscher, Mary (CDC/CCIO/NCZRD); Blake-DiSpigna, Lisa (CDC/CUD/OD) 
Subject: RE: Distribution of Influenza viruses 











I would like to summarize what I understand to be the current: recomrnendati~n on the distribution of influenza 
viruses. No influenza virus, other than the K9 isolate, will be transferred with any accompanying documentation 
containing any restrictions on use nor further distribution. The only documentation will be a package insert stating 
only that the material is provided as is with no warranties express or implied. To this end I have drafted for your 
review a sample of what an insert might include. Please see attached. Perhaps in addition to this disclaimer, 
biosafety guidelines might be included where applicable. 



Your comments may be reserved until the scheduled meeting on Jan 29, 



Thank you, 



Jan ice 



Health Scientist, ~echnol& Transfer Specialist 
Centers for Disease Control and Prevention 
CCID Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attacked docurnent(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named or referenced above. If you have received this ernail in error, please contact the 
sender immediately. 











From: 
Sent: 
To : 



Cc: 



Subject: 



That is correct. 



Shaw, Michael (CDCICCIDINCIRD) 
Thursday, April 30, 2009 9:24 AM 
Knight, Janice (CDCICCIDIOD); Cox, Nancy (CDCICCIDIMCIRD}; Mawle, Alisott 
(CDCiCCtDINCIRD); Watkins, Andrew (CDC10010CSO); Foster, Joseph A. 
(COC/OCOO/OD) 
Donis, Ruben 0. (CDCICCIDINCIRD); Klimov, Alexander (CDCICCIDINCIRD); Hoelschet, 
Mary (CDCICCIDINCIRD); Blake-DiSpigna, Lisa (CDCICCI D100) 
Re: RE: Distribution of Influenza viruses 



From: Knight, Janice (CDC/CCID/OD) 
To: Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDCICCIDjNCIRD); Mawle, Alison (CDC/CCiD/NCIRD); Watkins, 
Andrew (CDC/OD/OCSO); Foster, Joseph A. (CDC/OCOO/OD) 
Cc: Donis, Ruben 0. (CWCCID/MCIRD); Kiimov, Alexander (CDCJCCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); 
Blake-Di Spigna, Lisa (CDC/CCID/OD) 
§ent: Thu Apr 30 09:22:32 2009 
Subject: RE: RE: Distribution of lnfluenza viruses 
Please respond to this email with your concurrence that the following statement reflects the official NClRD policy on 
distribution of Influenza viruses: 



No CDC influenza virus, other than the K9 isolate, will be transferred with any accompanying documentation containing 
any restrictions on use nor further distribution. The only documentation will be a package insert stating only that the 
material is provided as is with no warranties express or implied. The "influenza viruses" include the following: 



1) all seasonal influenza virus isolates regardless of strain, i.e., swine, human, avian etc. (excluding the K9 isolate under 
patent with outside entity) 
2) all engineered reassortant viruses regardless of whether they are engineered using classical techniques or reverse 
genetics techniques 



In light of the above statement, all MTAs having been executed to govern the transfer of the RG viruses by CDC, i.e.: 1) 
Influenza A virus reassortant lndo105/2000(H5Nl)IPRB-IBCDC-RG2; 2) Influenza A virus reassortant 
Viet/l20312004{H5N l) i  PR8-IBCDC-RG; 3) Influenza A virus reassortant Anhui/01120Q5(H5N l)-PR8-lBCDC-RG6 are no 
longer in effect and may be considered terminated. Any request asking for an amendment to the existing agreements 
need not be executed and the requestor may be informed that: there are no longer any restrictions on use not distribution 
of any of these materials. 



I have several pending amendments to existing agreements for the RG reassortants and need direction on how to 
proceed. 



Thank you for your kind attention to this urgent matter 



Janice Knight 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CCID Technology Transfer MS A42 
-1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 











CONFIDENTIALITY NOTICE: This email and the attached dacument{s) may conta~n confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 23, 2009 12:30 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Cox, Nancy {CDCJCCIDINCIRD); Mawle, Alison (CDC/CCID/NCIRD); Schuchat, 
Anne MD (CDC/CCID/NCIRD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Klimov, Alexander (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRO); 
Hoelscher, Mary (CDC/CCTD/MCIRD); Blake- DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: Distribution of Influenza viruses 



I would like to summarize what I understand to be the current recommendation an the distribution of influenza viruses. No 
influenza virus, other than the K9 isolate, will be transferred with any accompanying documentation containing any 
restrictions on use nor further distribution. The only documentation will be a package insert stating only that the material 
is provided as is with no warranties express or implied. To this end I have drafted for your review a sample of what an 
insert might include. Please see attached. Perhaps in addition to this disclaimer, b~osafety guidelines might be ~ncluded 
where applicable. 



Your comments may be reserved until the scheduled meeting on Jan 29, 



Thank you, 



Janice 



Health Scientist, ~ e c h n o l ~ ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CCl D Technology Transfer MS A42 
1600 CIifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONF!~ENTIALITY NOTICE: This ernail and the attached document(s) may contain confidential information and may be 
otherwise protected by law Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this email in error, please contact the sender immediately. 











From: 
Sent: 
To: 



Knight, Janice (CDCICCIDIOD) 
Thursday, April 30, 2009 9:23 AM 
Cox, Nancy (CDCICCIDINCIRD); Shaw, Michael (CDCICCIDINCIRD); Mawle, Alison 
(CDCICCI DINCIRDJ, Watkins, Andrew (CDCIODIOCSQ); Foster, Joseph A. 
(CDCIOCOOIOD) 



Cc: Donis, Ruben 0. (CDCICCIDINCIRD), Klimov, Alexander (CDCICCIDINCIRD); Hoelscher, 
Mary (CDCICCIDINCIRD); Blake-DiSpigna, Lisa (CDCICCIDIOD) 



Subject: RE: RE: Distribution of Influenza viruses 
Attachments: Package Insert-2009.doc 



Importance: High 



Please respond to this email with your concurrence that the following statement reflects the official NClRD policy on 
distribution of Influenza viruses: 



No CDC influenza virus, other than the K9 isolate, will be transferred with any accompanying documentation containing 
any restrictions on use nor further distribut~on. The only documentation will be a package insert stating only that the 
material is provided as is with no warranties express or implied. The "influenza viruses" include the following: 



1) all seasonal influenza virus isolates regardless of strain, i.e., swine, human, avian etc, (excluding the K9 isolate under 
patent with outside entity) 
2) all engineered reassortant viruses regardless of whether they are engineered using classical techniques or reverse 
genetics techniques 



In light of the above statement, al I MTAs having been executed to govern the transfer of the RG viruses by CDC, i. e.: I ) 
Influenza A virus reassortant lndo10512000(H5N 1 JIPR8-IBCDC-RG2; 2) Influenza A virus reassortant 
Wet/? 20312004{H5N I )I PR8-I BCDC-RG, 3) Influenza A virus reassortant Anhui10112005(H5N 1 J-PR8-I BCDC-RG6 are no 
longer in effect and may be considered terminated. Any request asking for an amendment to the existing agreements 
need not be executed and the requestor may be informed that there are no longer any restrictions on use not drstribution 
of any of these materials. 



I have several pending amendments to existing agreements for the RG reassortants and need d~rection on how to 
proceed. 



Thank you for your kind attention to this urgent matter. 



Janice Knight 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This ernail and the attached docurnent(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 











From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 23, 2009 12:30 PM 
Po: Watkins, Andrew (CDC/OD/OCSO); Cox, Nancy (CDC/CCID/MCIRD); Mawte, Alison (CDC/CCID/NCI RD); Sch uchat, 
Anne MD (CDC/CCID/NCIRD) 
Cc: Donis, Ruben 0. (COC/CCID/NCIRD); Klimov, Alexander (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); 
Hoelscher, Mary (CDC/CCI D/NCIRD); Blake- DiSpigna, Lisa (CDC/CCID/OD) 
Subjjeck RE: Distribution of Influenza viruses 



I would l~ke to summarize what I understand to be the current recommendation on the distribution of influenza viruses No 
influenza virus, other than the K9 isolate, will be transferred with any accompanying documentat~on containing any 
restrictions on use nor further distribution. The only documentation will be a package insert stating only that the material 
is prov~ded as is with no warranties express or implied. To this end I have drafted for your review a sample of what an 
insert might include. Please see attached. Perhaps in addition to this disclaimer, biosafety guidelines might be included 
where applicable. 



Your comments may be reserved until the scheduled meeting on Jan 29. 



Thank you, 



Janice 



Health Scientist, Technology Transfer Specialist 
Centers far Disease Control and Prevention 
CClO Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content: should not be disclosed and it shauld not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 











I .  THE MATERIALS ARE BElNG SUPPLIED WITH NO WARRANTIES, EXPRESS OR IMPLIED: 
INCL,UDING ANY WARRANTY OF MERCHANTABILlTY OR FI'I'NESS FOR A 
PARTICULAR PURPOSE. 



2. Recipient is encouraged to publish the results of any research in scientific publications and the 
corltributio~~ of CDC, unless requesled otherwise by CDC. 



3.  The Materiais may pose health risks to laboratory workers, the community, and the environmenl; 
tl~erefore, the appropriate biosafely standards including special practices, equipment and facilities as 
necessary shall be employed. All applicable Recipient: and Government health and safety regulations 
shall be followed. 











From: 
Sent: 
To: 
Cc : 
Subject: 



Hoelscher, Mary (CDCICCIDINCIRD) 
Tuesday, March 31, 2009 1 1 :32 AM 
Watk~ns, Andrew (CDCJODIQCSO) 
Villanueva, Julie M. (CDCICCI DINCIRD) (CTR) 
RE: HSviruses 



Andrew, 



Might you have some time to chat briefly by con call to discuss what we need to complete the documents (per the TTO 
side of things) to get a process in place as wquested by Alison for the Center? Alison would like the policy to be 
comprehensive in anticipation for issues with the rest of CDC as others might start questioning why they have to deal with 
MTAs. I am holding several requests for the reassortants and plasmids until we have a process and SOP in place. Thanks 



Mary 



Fmm: Villanueva, Julie M . (CDC/CCID/NCIRD) (CTR) 
Sent: Wednesday, March 25, 2009 10:03 AM 
TQ: Hoelscher, Mary (CDC/CCID/NCIRD); Watkins, Andrew (CDC/OD/OCSO) 
Subject: RE: HSviruses 



Hello Andrew, 



I have been asked by Mary I-loelscher and Alison Mawle t o  assist with the writing of a new policy/SOP for the 
Influenza Division for H5 virus requests. T was hoping t o  speak with you regarding the email chain below that 
discusses the IP issues surrounding the vaccine candidate H5 reassortant viruses created by Rubin Donis' 
group. Is i t  possible t o  arrange some time t o  discuss this matter? 



Thank you so much for your time, 
Julie Vi llonueva 



Juiie Villanueva, Ptl.D., PMP 



Program Manager / Battelle (CTR) 



Centers for Disease Control and Prevention 



CCIDINCIRD/lnfluenza Division 



1600 Clifton Road NE, MS G-03 



Atlanta, GA 30333 



404-639-3851 



JVillanueva@cdc.gov 



From: Hoelscher, Mary (CDCICCIDINCIRD) 
Sent: Monday, March 23, 2009 11:OO AM 
To: Villanueva, Julie M. (CDC/CCID/NCIRD) (CTR) 
Subject. FW: H5viruses 



For tomorrow's meeting with Alison 











*- 



From: George Browniee [maitto:george. brownlee@path.ox.ac.ukf 
Sent: Nonday, March 23, 2009 11:08 AM 
To: Cox, Nancy (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD) 
Cc: Hoelscher, Mary (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); 'Ervin Fador' 
Subject: RE: HSviruses 



Dear Nancy and Ervin, 
I have modified your proposed letter (see attachment) slightly to delete the statement that your rnodificantion to our 
plasmids is a significant IP modiftcation; I cannot judge that: in terms of IP input - that is for the lawyers to decide. Instead, 
1 inserted the precedent {next paragraph) set by the Wood lab which, as far as I am concerned, was a prime reason for rn-nyhvmyr laboratory could distribute the candidate vaccine strains, subject to any IP matters being discussed 



With kind regards, 
George 



"..-- 
From: Cox, Nancy (CDCICCIDINCIRD) [mailto:njcl@cdc.gov] 
Sent: 22 March 2009 14:31 
To: george. brownlee@path.ox,ac.uk; Donis, Ruben 0. (CDC/CCID/NCIRD) 
Cc: Hoeischer, Mary (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD) 
Subject: FW: HSviruses 



Dear George, 



Thank you again for your discussion and for your agreement for us to distribute seed rg H5Nl viruses that are suitable as 
potential vaccine viruses without an MTA limiting their use I have been asked by our technology transfer staff to ask you 
to read what I have written below and indicate that you agree with it or if there are any restrictions on our distributing such 
rg vaccine candidates. 



I am sorry for the inconvenience and thank you for your collaboration and cooperation over many years. Please let us 
know at your earljest convenience. 



Sincerely, 
Nancy 



---- -- 
Fwm: Cox, Nancy 3 ,  (CDC) 
Sent: Thursday, March 05, 2009 1: 16 PM 
To: Watkins, Andrew C. (CDC); Hoelscher, Mary A. (CDC); Shaw, Michael W. (CDC); Danis, Ruben (CDC); Miller, Joseph 
(CDC); Jernigan, Daniel 8. (CDC); Berkley, Dale (NIH/OD) [El; Rohrbaug h, Mark (NIH/OD) [El 
Cc: Miller, Daniel S (0s) 
Subject: FW: HSviruses 



Andrew and All, 



Ruben Donis and I phoned Or George Brownlee yesterday morning to discuss whether or not we needed and MTA to I 



send out the rg viruses made using the CDC modifled Oxford University plasmids that were received from them. We 
explained that we had used their 12 plasmid system and had modified the ends of the relevant plasmids so as to convert 
their 12 plasmrd system to a 8 plasmid system. He agreed that CDC had put a substantial amount of IP into the 
modifications. I 



He stated that we are free to send out the rg viruses made with the modifled Oxford plasmids without an MTA. Therefore, 
I believe we have the go ahead to send out the rg candidate vaccine viruses using the disclaimer form that states that the 
end user is responsible for "taking care of 1P inherent in the material" , proper biosafety and all the rest. 











Batow is the e-mail he sent after he spoke with his Oxford colleagues who were also involved with making the original 
Oxford 'I2 plasmids for reverse genetics of influenza viruses. Oxford's IP is now u n d e d ( b l O 1 o  i think that this all 
fits together nicely. Please call me if you have any questions. 



Thanks, 
Nancy 



-____I---__W.. "_.___.-_ .___p,,--,.,e""-.- L-,r+-I - I.uL̂ ÎIXI-pd--,-- - 
From: George Brownle [mailto:george.brownlee@path.~x.ac.uk] 
Sent: Wednesday, March 04,2009 9:33 AM 
To: Cox, Nancy (CDC/CCID/NCIRD) 
Cc: 'Ervin Fodor' 
Subject: HSviruses 



Dear Nancy, 
Following our telephone discussjon this morning, we agree to the course of action you propose i.e. to distribute seed 
H5N1 viruses suitable as potential vaccine strains. 
With hind regards, 
George G Brownlee 











From: 
Sent: 
To : 
Cc: 
Subject: 



Lindstrom, Stephen (CDCiCCIDINCI RD) 
Monday, March 16,2009 2:08 PM 
Watkins, Andrew (CDCIODIOCSO) 
Candal, Francisco (Paco) (CDCi0010CSO) 
RE: Taqman 1P 



Hi Andrew, 
Thanks for the background. It looks like the main patent is the following: 



United States Patent 
Livak , et  al. 



5,723,591 



March 3,1998 
---a--.+ 



Self-quenching fluorescence probe 



Abstract 



An oliganucleotide probe is provided which includes a fluoresceni reporter rnoleculc and a quencher nlolecule 
capable of quenching the fluorescence of the reporter molecule. The oligonucleatide probe is constructed such 
that the probe cxists in a1 least one single-stranded conformation when unhybridized where the quencher 
molecule is near enough to the reporter molecule to quench the fluorescence of the reporter molecule. The 
oligonucleotide probe also exists in at least one co~for~nation when hybridized to a target poly nucleoiide where 
ihe quencher rnolecule i s  not positioned close enough to the reporter molecule to quench the fluoresce~lce of the 
reporter molecule. By adopting ihese hybridized and ud~ybridized conformations, the reporter molecule and 
quencher molecule on the probe exhibit different fluorescence signal intensities when the probe is hybridized 
and unhybridized. As a result, it is possible to determine whether the probe is hybridized or urlhybridized based 
on a change in the fluorescence intensity ofthe reporter molecule, the quencher molecule, or a combination 
thereof. In addition, because the probe can be designed such lhal the quencher molecule quenches the reporter 
molecule when the probe is not hybridized, the probe can be designed such that the rcpolter molecule exhibits 
limited fluo~scence until the probe is either hybridizcd or digested. 



There are a number of associated patents and reference listed on the same page 



Thank you! 
Steve 



Stephen Lindstrom, Ph.D. 
Team Lead, Diagnostics Development Team 
Virus Surveillance and Diagnosis Branch 
Influenza Division, NCIRD 
Centers for Disease Control and prevention 
1600 Clifton Road NE Atlanta, GA 3 0 3 3 3  
Phone: 404-639-1587 
Fax: 404-639-0080 
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  
--- .,.-..--- --- -- 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Monday, March 16, 2009 1:13 PM 



1 











To: Lindstrom, Stephen (COC/CCID/NCIRD) 
Cc: Candal, Francisco (Paco) (CDC/OD/OCSO) 
Subject: RE: Taqrnan IF 



Steve, 



Do you know which patents cover t h e  Taqman IP? It would save us from searching, perhaps ineffectively, if you already 
have the patent numbers. 



You are asking complicated questions, but here goes my attempt at simple (ha) answers. 



The short answer to question 1 is yes, we could possibly be accused of infringing depending on the actual circumstances. 
For example if we are distributing taqman test reagents knowing that use in the patented method is their only purpose, 
then it might be possible that the user would be infrjngjng the patent and we might possibly be accused of being 
"contributory infringers." True or not I am not willing to weigh in on just yet. 



Second question will depend on finding out if federal funds were used to make the invention. If so, the government would 
have "government use rights," but there is some controversy over how far and to whom those use rights extend. 



First step is to find out if Federal funding was used 



Andrew Watkins 
Director, CDC Technology Transfer Office 



From: Lindstrom, Stephen (COC/CCID/NURD) 
Sent: Friday, March 13, 2009 5:34 PM 
To: Canda I, Francisco (Paco) (CDC/O D/OCSO) 
Cc: Watkins, Andrew (CDC/OD/OCSO) 
Subject: Taqman I P  



Hi Paco, 
I was wondering if we could get TfO's take on an issue that has come up regarding licensing of Taqrnan IP from AB 
andtor Roche. The question is regarding if either company could make a claim that CDC is infringing on their IP by 
distributing taqman test reagents for free that may be taking market share away from those companies. After the meeting 
with AB where IP licensing was discussed, some folks at CDC are now a little nervous about putting CDC in a situation 
where the US gav't could be sued 



A similar issue came up with use and distribution of vaccine strains generated using reverse genetics techniques. A 
critical question came down to if this IP was developed from US government grant money. Reverse genetics was 
developed under NIH funding, so the US government is not required pay licensing fees on this IP. 
Is it possible to find out if IPtpatents associated with the Taqman lP were originally developed US government funding? If 
this is the case, I suspect that the grantstcontract would have been between either Do0 or NIH and Idaho Technologies 
andlor Roche. 



I'm happy to talk with you and Andrew about this question and possible options 



Thank you 
Steve 



Stephen Lindstrom, Ph.D. 
Team Lead, Diagnostics Development Team 
Virus Surveillance and Diagnosis Branch 
Influenza Division, NCLRD 











Centers f o r  Disease Control and Prevention 
1600 Clifton Road ME Atlanta ,  GA 30333 
Phone: 404-639-1587. 
Fax: 404-639-0080 
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  











From: 
Sent: 
To : 
Subject: 



Knight, Janice (CDCtCC113100) 
Friday, March 06, 2009 9:46 AM 
Watkins, Andrew (CDCIODIOCSO) 
RE: HSviruses 



Andrew, this is you day off remember? So go sit outside in the sun and chill out. Life is short and our sun time is limited. 
Cogent and concise advice from the sage. 



'," .--.I__^X - -,---,k-m-.-PP.nl..,.I *- ..-.-. *X...U*A~.r*IUI^ -.-,. -*<--*-++---XI- -.-- 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Friday, March 06, 2009 8:41 AM 
To: Knight, Janice (CDC/CCID/OD) 
Subject: RE: H5viruses 



I think the short and to the point is a wise move. That reminds me of the lntro to Political Science course t took as a 
Freshman in college. I breezed through the high school !n my little lower middle class urban town, and had a rude 
awakening when 1 got to college. On t he  final exam for the poli sc! course, the instructions for the essay answers was to 
be certain to make your answers "cogent and concise." Being from a town where everyone scraped by to survive, we 
weren't real big on fancy words. I had no idea what either of those wards meant and the professor would not give 
definitions. What a nightmare that test was. I got my first and last "D" grade, partly from not knowing what those words 
meant. I learned that lesson well. 



So, what caused that diversion is that what you are proposing to do, of course, is to make the label language "cogent and 
concise." 



Andrew Wa fkins 
Director, CDC Technology Transfer Offce 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, March 06, 2009 8:35 AM 
To: Watkins, Andrew (CDCf ODIOCSO) 
Subject: RE: HSviruses 



Thanks for the suggestion, I do like the way both sentences read and wilt definitely incorporate one or the other. 1 am 
going to try to keep it short and to the point in order to avoid as much confusion as possible. 



._ X-.IIII.---X.-L-I--rPI 



From: Watkins, Andrew (CDC/OD/OCSO) 
Snt :  Thursday, March 05, 2009 4:38 PM 
To: Knight, Janice (CDC/CCID/OD) 
Subject: RE: H5viruses 



I'm sure I saw satisfactory disclaimer of liability label Ianguage recently. The other issue I'm not sure we even need to 
address but if we do, let me think. 1 would start with something like this: 



"It is the responsibility of the recipient to determine if there are any patents that may block use of the material in 
commerce." or "It is the responsibility of the recipient to obtain any licenses to intellectual property that may be required 
for use of the material in commerce," 



1 











I hope that helps, 



Andrew Watkins 
Director, CD C Technology Transfer Office 



h.- . . -- -- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Thursday, March 05, 2009 4:28 PM 
To: Watkins, Andrew (COC/OO/OCSO) 
Sarbjeck RE: HSviruses 



No, we really didn't have much going. I think they had used a modification of the User Fee Letter, but weren't happy with 
the restrictions in it. I will probably start with that and work with Mary HaeIscher to get a good draft that meets what Flu 
wants it to say. We have had so many discussions that I get confused, so I want to work on this closely with Mary before I 
put is out for everyone to critique. 1 assume we will have to get some clearance on this above the Division ievei??? 



Janice 



- 
From: Wa tkins, Andrew (CDC/OD/QCSO) 
Sent: Thursday, March 05, 2009 4:23 PM 
TQ: Knig kt, 3anice (CDC/CCID/OD) 
Subject: RE: HSviruses 



Oops, I thought you already had something. I remember reading a draft of some label language, seems like a month or 
so ago. Was that Lisa's? i am happy to help but what do you want help with? 



Andrew Watkins 
Director. CDC Technology Transfer Office 



+ -- 
From: Knight, Janice (CDC/CCID/OD) 
Sent: Thursday, March 05, 2009 4:20 PM 
To: Wa tki ns, Andrew (CDC/OD/OCSO) 
Subject: RE: H5viruses 



Whoa there nellie, when dId this happen? I thought you were goIng to draft this document! Oh well, as they say stuff rolls 
downhill. I will work on a rough draff tomorrow and try to get it together for review maybe Monday. Maybe we can add 
this to my list of "Issues" to discuss during the call Monday if you are available. 



Happy Friday off- 



Janice 



- 
Fmm: Watkins, Andrew (CDC/OO/QCSO) 
Sent: Thursday, March 05, 2009 3:54 PM 
To: Hoelscher, Mary (CDC/CCID/MClRD); Cox, Nancy (CDC/CCZD/NCIRO); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel B. (CDC/CCID/NCIRD); Blake- 











DiSpigna, Lisa (CDC/CCID/OD); Knight, Janice (CDC/CCID/OD) 
Cc: Miller, Daniel S.(HHS/OGHAJ 
Subject: RE: H5viruses 



I believe the ball is now back in Lisa Blake-Dispigna's teams' court, specifically Janice Knight. 1 am happy to help any way 
I can. 



Andrew Watkins 
Director, CD C Technology Transfer Office 



From: Hoelscher, Mary (CDC/CCID/NCIRD) 
Sent: Thursday, March 05, 2009 3:07 PM 
To: Watkins, Andrew (CDC/OD/OCSO); .Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel B. (CDC/CClD/ NCIRD) 
Cc: Miller, Daniel S,(HHS/OGHA) 
Subject: RE: HSviruses 



So we can now move forward on the disclaimer to be included with the reassortants. Should we only have one disclaimer 
to cover wild type and reassortant viruses with mention of the responsibility of IP issues be t h e  sole responsibility of the 
recipient of the viruses? 



Andrew, can we help with anything on t h ~ s ?  Did 1 forward the current disclaimer for the seasonal viruses? 



Mary 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Thursday, March 05, 2009 1:48 PM 
To: COX, Nancy (CDC/CCTD/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel 6. (CDC/CCID/MCIRD); Berkley, 
Dale (NIHIOD) [El; Rohrbaugh, Mark (NIHIOD) [E j  
Ce: Miller, Daniel S.(HHS/OGHA) 
Subjeck RE: HSviruses 



That's great news. Thanks. That will remove what 1 believe to be the last roadblock. Wonderful. 



Andrew 



Andrew Watkins 
Director, CDC Technology Transfer Office 



From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Thursday, March 05, 2009 1:16 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Hoelscher, Mary (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/MCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/MCTRD); 3ernigat1, Daniel B. (CDC/CCID/NCIRD); Berkley, 
Dale (NIHIOD) [El; Rohrbaugh, Mark (NIHIOD) [E l  
Cc: Miller, Daniel S.(HHS/OGHA) 
Subject: FW: HSviruses 











Andrew and All, 



Ruben Danis and I phoned Dr. George Brownlee yesterday morning to discuss whether or not we needed and MTA to 
send out the rg viruses made using the CDC modified Oxford University plasmids that were received from them. We 
explained that we had used their 12 plasmid system and had modified the ends of the relevant ptasrnids so as to convert 
their 12 plasmid system to a 8 plasmid system. He agreed that CDC had put a substantial amount of IP into the 
modifications. 



He stated that we are free to send out the rg viruses made with the modified Oxford plasmids without an MTA. Therefore, 
1 believe we have the go ahead to sand out the rg candidate vaccine viruses using the disclaimer form that states that the 
end user is responsible for "taking care of IP inherent in the material" . proper biosafety and all t h e  rest. 



Befow is the e-mail he sent after he spoke with his Oxford colleagues who were also in 
Oxford 12 plasmids for reverse genetics of influenza viruses. Oxford's IP is now under o I think that this all 
fits together nicely. Please call me if you have any questions. 



Thanks, 
Nancy 



,- 



From: George Brownlee [mailto:george. brownlee@path.ox.ac.uk] 
Sent: Wednesday, March 04, 2009 9:33 AM 
To: Cox, Nancy (CDC/CCID/NCIRD) 
Cc: 'Ervin Fodor' 
Subject: H5viruses 



Dear Nancy, 
Following our telephone discussion this morning, we agree to the course of action you propose i.e. to distribute seed 
H5N1 viruses suitable as potential vaccine strains. 
With kind regards, 
George G Brownlee 











From: 
Sent: 
To: 
Subject: 



Knight, Janice (CDCICCIDIOD) 
Thursday, March 05, 2009 4:31 PM 
Watkins, Andrew (CDCIODIOCSO) 
RE: H Svi ru ses 



Yes, we do need help, but unless some mirade happens, I don't see it in the near future! 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Thursday, March 05, 2009 4:24 PM 
To: Knight, Janice (CDC/CCID/OD) 
Subject: RE: H5viruses 



Friday off???? I can no longer remember the last time that happened. Lately, I haven't even had the luxury of at least 
working from home in comfortable jeans. We need help!!!!!! 



Andrew Watkins 
Director, CDC Technology Transfer Office 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Thursday, March 05,2009 4:20 PM 
To: Watkins, Andrew (CDC/OD/OCSO) 
Subjjeck RE: HSviruses 



Whoa there nellie, when did this happen? I thought you were going to draft this document! Oh well, as they say stuff rolls 
downhill. I will work on a rough draft tomorrow and try to get it together for review maybe Monday, Maybe we can add 
this to my list of "Issues" to discuss during the call Monday if you are available. 



Happy Friday off- 



Janice 



Fmm: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Thursday, March 05, 2009 3:54 PM 
To: Hoelscher, Mary (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel 0. (CDC/CCID/NCIRD); 3la ke- 
DiSpigna, Lisa (CDCICCIDJOD); Knight, Janice (CDC/CCID/ OD) 
Cc: Miller, Daniel S.(HHS/OGHA) 
Subjeet: RE: HSviruses 



! believe the ball is now back in Lisa Blake-Dispigna's teams' court, specifically Janice Knight. I am happy to help any way 
I can. 



Andrew Watkins 
Director, CD C Technology Transfer Office 











- 



From: Hoelscher, Mary (CDC/CCID/ NCIRD) 
Sent: Thursday, March 05, 2009 307 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Cox, Nancy (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel B. (CDC/CClD/NCIRD) 
Cc: Miiler, Daniel S.(HHS/OGHA) 
Subject: RE: HSviruses 



So we can now move forward an the disclaimer to be included with the reassortants. Should we only have one disclaimer 
to cover wi td type and reassortant viruses with men tion of the responsibility of I P issues be the sole responsibility of the 
recipient of the viruses? 



Andrew, can we help with anyth~ng on this? Did I forward the current disclaimer for the seasonal viruses? 



Mary 



From: Wat ki ns, Andrew (CDC/OD/OCSO) 
Sent: Thursday, March 05, 2009 1:48 PM 
To: Cox, Nancy (CDC/CCTD/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCIO/NCIRD); Oonis, 
Ruben 0. (CDC/CCTD/MCIRD); Miller, Joseph D. (CDC/CCTD/NCIRD); Jernigan, Daniel B. (CDC/CCXD/NCIRD); Berkley, 
Dale (NIHIOD) [El; Rohrbaugh, Mark (NIH/QD) [El 
Cc: Miller, Daniel S.(HHS/OGHA) 
Subject: RE: H5viruses 



That's great news. Thanks. That will remove what I believe to be the last roadblock. Wonderful 



Andrew 



Andrew Wa tkin s 
Director, CDC Technology Transfer Office 



-- ----- --- 
From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Thursday, March 05, 2009 1:16 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Hoelscher, Mary (CDCICCIDINCIRD); Shaw, Michael (CDC/CCID/NCIRD); Donis, 
Ruben 0. (CDC/CCID/NCIRD); Miller, Joseph D. (CDC/CCID/NCIRD); Jernigan, Daniel 0. (CDC/CCID/NCIRD); Berkley, 
Dale (NTH/QD) [El; Rohrbaugh, Mark (NIH/OD) [El 
Cc: Miller, Daniel S.(HHS/OGHA) 
Subject: FW: HSviruses 



Andrew and All, 



Ruben Donis and 1 phoned Dr. George Brownlee yesterday morning to discuss whether or not we needed and MTA to 
send out the rg viruses made using the CDC modified Oxford University plasmids that were received from them. W e  
explained that we had used their 12 plasmid system and had modified the ends of the relevant plasmids so as to convert 
their 72 plasmid system to a 8 plasmid system. He agreed that CDC had put a substantial amount of IP into the 
modAcations. 



He stated that we are free to send out the rg viruses made with the modifled Oxford plasmids without an MTA. Therefore, 
I belleve we have the go ahead to send out the rg candidate vaccine viruses using the disclaimer form that states that the 
end user is responsible for "taking care of 1P inherent In the material" . proper biosafety and all the rest. 











Below is the e-mail 
Oxford 12 plasmids 
fits together nicely. 



Thanks, 
Nancy 



he sent after he spoke with his Oxford colleagues who were also involved with making the original 
, for reverse genetics of influenza viruses. Oxford's IP is now under r p  (b)(4) I think that this all 
Please call me if you have any questions. 



From: George Brownlee [mailto:george.bmwnlee@path.ox.ac, ukj 
Sent: Wednesday, March 04, 2009 933 AM 
To: Cox, Nancy (CDC/CCID/NCIRD) 
Cc: 'Ervin Fodor' 
Subjeet: H5viruses 



Dear Nancy, 
Following our telephone discussion this morning, we agree to the course of action you propose i.e. to distribute seed 
H5N1 viruses suitable as potential vaccine strains. 
With kind regards, 
George G 3rownlee 











Watkins. Andrew ICDCIOSELSILSPPPQ) 



From: 
Sent: 
To: 
Cc : 
Subject: 



Knight, Janice (CDCICCIDIOD) 
Monday, January 12,2009 954 AM 
Watkins, Andrew (CDCIODIOCSO) 
Blake-DiSpigna, Lisa (CDCICCI DIOD); McNeill, Valerie (CDCICCIDIOD) (CTR) 
RE: MTA 



Andrew, 



Thank you so much for taking time out to discuss the influenza issues with me this morning. 1 just want to confirm with 
you that I understood things. As 1 recall you are going to set up a committee comprised of individuals with the appropriate 
authority to revisit the terms and conditions for distribution of the influenza viruses including the reverse genetics derived 
reassortants (RG reassortant) with emphasis on commercial use as well as development. In the meantime, we are to 
hold those requests for the various RG reassortant viruses that come in on the Pre-approved template until we get 
clearance from you as to the appropriate language to use to govern these transfers. 1 hope we can now get everyone to 
make a concrete decision on exactly what is the appropriate language to govern these transfers. Here is a list of the 
programldivision individuals that might be considered for participation. 



Ruben Donis 
Mike Shaw or Dan Jernigan or Nancy Cox 
Alison Mawle 



And of course, Lisa and t would certainly like to be present as a silent obseruers, 



As ever, 



Janice 



- -..-*.-+-"--. .- 
From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Sunday, January 11, 2009 1:02 PM 
To: Cox, Nancy (CDC/CCID/NCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD); Foster, Joseph 
A. (CDC/OCOO/OD); Miller, Daniel S. (CDC/COGH /DGPPC); Shapiro, Craig (HHSIOGHA); Blake-DiSpigna, Lisa 
(CDC/CCID/OD); Berkley, Dale (NIHIOD) [El 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCTRD) 
Subject: RE: MTA 



Folks, 



I am in agreement with Ruben and Nancy's sentiments. During the course of our many discussions about influenza 
vaccine virus transfers, I believe we concluded that as long as the current system of transferring our standard vaccine 
virus candidates to vaccine manufacturers is successful, and neither requires nor would benefit substantially from the use 
of our formal technology transfer tools, then we should continue the approach that has worked for several decades. This, 
especially in light of the international concerns over use of influenza viruses obtained originally from sensitive countries, 
unless by licensing the viruses we can better ensure equitable distribution to those counties. Is that a role we wish to take 
on here? 



At t h e  same time, we must also make certain that we are not violatin an one else's legitimate rights or any obligations 
we have made to others. I believe we are past that point with fi (b)(4) (AsiraZeneca) at this point, provided we 
ensure that we make those rights clear to companies or other entities to which we transfer the viruses, as Janice has 
noted quite weH. 











In my opinion, and consistent with our many discussions, we should find a way to remove the restrictions on use of the 
reassortants, while ensuring we are clear about any restrictions that may be imposed by others, but we should get out of 
the middle of those rights as best we can. 



I will need to see Tim Howe's markup of our Letter Agreement - it did not come through with this email chain Ruben, 
Janice, can one of you please forward that to me? 



Thanks, 
Andrew 



Andrew Watkins 
Director, CDC Technology Transfer Office 



- - 
From: COX, Nancy (CDC/CCID/NCIRD) 
Sent: Saturday, January 10, 2009 4:29 PM 
TQ: Donis, Ruben 0. (CDC/CCID/NCIRD); Knight, Janice (CDC/CCTD/OD); Watkins, Andrew (CDC/OD/OCSO); Foster, 
Joseph A. (CDC/QCOO/OD); Miller, Daniel 5. (CDC/COGH/DGPPC); Shapiro, Craig (HHS/OGHA); Blake-DiSpigna, Lisa 
(CDC/CCID/OD); Berkley, DaIe (NIHIOD) [Ej 
Cc: Shaw, Michael (CDC/CUD/MCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Janice, 



More food for thought. 



1. We have had many, many discussions about these matters leading up to the Intergovernmental Meeting held last 
December. NIH lawyer Dale Berkeley is very much aligned with us in our approach and I have copled him here. 



2. We have never received royalties for any of the influenza viruses provided to vaccine manufacturers for vaccine 
manufacture during my entire tenure at CDC which is just over 33 years. If I am wrong someone please correct me. 



3. influenza B viruses used in influenza vaccines are almost always wild-type viruses and we provide them free of charge 
throughout the WHQ system and to vaccine manufacturers on an annual basis, no strings attached. 



4. Seasonal influenza A viruses provided to vaccine manufacturers are typically high growth reassortants that are 
produced by specialized laboratories but no royalties go to the country of origin, to the WHO or the experts that: make the 
vaccine strain selection and provide the viruses to the specialrzed labs to make the R igh growth reassortants, nor to the 
specialized labs that make the seasonal high growth reassortants. The work has to be done very quickly to meet very 
short timelines and we try to streamline every step. 



5. We backed ourselves into a corner with the old MTA and now we are trying to get out. Please help. 



Thanks, 
Nancy 



From: Donis, Ruben 0, (CDC/CCID/NCIRD) 
Sent: Friday, 3anuary 09, 2009 541  PM 
To: Knight, Janice (CDC/CCID/OD); Watkins, Andrew (CDC/OD/OCSO); Foster, Joseph A. (CDC/OCOO/OD); Miller, Daniel 
S. (CDC/COGH/DGPPC); Shapiro, Craig (HHSIOGHA); Blake-DiSpigna, Lisa [CDC/CCID/OD) 
Cc: Shaw, M ickael (CDC/CCID/NCI RD); Cox, Nancy (CDC/CCID/MCIRD); Hoelscher, Mary (CDC/CUD/NCI RD) 
Subject: RE: MTA 



Ail. 











If I may, I will wear my intergalactic observer hat for a moment and make some comments: 



1. CDC has access to many of the influenza viruses used in the derivation of reassortants by reverse genetics 
through its role as WHO Collaborating Center; therefore CDC is not the sole "owner" of said reassortants. 



2. CDC's mission is to reduce ~nfluenza mortality and morbidity; the best way to do this is by global vaccination and 
-90% the vaccine used worldwide is produced by pharmaceutical companies. 



3. Vaccine manufacturing is a high risk business proposition: most big pharmas are very cautious about investing in 
vaccine product development (it may get worse before it gets better). 



4. For example, in 2006-2007 HHS gave $1 billion to 4 vaccine companies (no typos here, yes this is a done deal) 
to promote development af influenza vaccine manufacturing capacity in the continental USA. 



5. To promote #2 and address #3, CDC makes the candidate vaccine strains and distributes them free of charge 
globally to encourage companies to develop and manufacture vaccines to immunize people. 



6. CDC should not try to collect royalties for the seasonal or pandemic influenza vaccine candidates because we do 
not contribute intellectual property and also because it counters what HHS wanted to accomplish under #4 and 
#5. 



7. CDC transfers the material to companies worldwide and informs the recipient that the material was produced 
using a proprietary technology and they are responsible for not violating the law with the use of the material. 
Doing atherwise would entail CDC taking on an I ?  enforcement role. 



8. If vaccine companies can make money selling influenza vaccines, this may translate into more and better 
vaccines, which will help accomplrsh , Win-win situation. Vaccine companies may have to pay 
royalties to the owners of the IP (be i t Jude, etc), it is not for CDC to sort that out. Let US-DOJ or 
US-DOC deal with such iP issues. 



9. The main concern for CDC should be to liability: we do not want to be liable for anything as a result of giving a 
vaccine candidate to a Company. 



What risks would CDC face by distributing vaccine candidates under a rather liberal MTA? Would such risks outweigh the 
substantial benefits? 



Thanks, 
Ruben 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 09, 2009 3:40 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Foster, Joseph A. (CDC/OCOO/OD); Miller, Daniel S. 
(CDC/COGH/DGPPC); S hapiro, Craig (HHS/OGHA); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); 
Hmlscher, Mary (CDCICU DINCIRD) 
Subjeet: FW: MTA 



All, 



I have reviewed the documents from Sanofi Pasteur attached to the email below and 1 have some thoughts. The 
edited draf! of the CDC Letter Agreement seems to me to give Sanofi unlimited commercialization rights and 
would exclude CDC from receiving any royalty on CDC's IP in the RG Reassortants. Granted they have a license 
from AstraZeneca, but what does CDC do about licensure of these viruses? Are we going to provide these 
materials for commercial sale without any license agreement and no royalties of any sort? I reviewed the 2008 
NlBSC agreement and I am not clear what Article 6.2 grants. Is NlBSC giving Sanofj all IP in modifications and 
all derivatives? Would this be granting rights is advance, which I thought CDC didn't do? Article 6.3 restricts use 
of the original materials from commercialization, but does not address 1P that might remain within a modification 
or derivative. 











Bottom line is under what terms does CDC allow commercialization of the RG Reassortants? I have 
attached blank templates of the Biological Materia Is License Agreement (BMLA) and my most current copy of the 
Propr~etary Technology License Agreement (PTLA) for your information. In addition, in the BMLA we have used 
the following addition where provision by the cornmercjal Licensee to developing countries was applicable: 



" d An earned royalty that will be reduced to one halfpercent (0.5%) of Net Sales on Licensed 
Prod~cts sold in cotintries classvied as low -income und lo wer-rniddIe-inconze economies by the World 
Bank (www.wo~ldbank.or~. ClassEficatio~z will be reassessed at the beginning of each culendu~ year. " 



Janice 



Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: Thjs ernail and the attached docurnent(s) may contain confidential inforrnat~on and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named or referenced above. If you have received this email ~n error, please contact the 
sender immediately. 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Wednesday, January 07,2009 537  PM 
To: Miller, Daniel S.(HHS/OGHA); Shapiro, Craig (HHS/OGHA); Blake-DiSpigna, Lisa (CDC/CCID/OD); Watkins, 
Andrew (CDC/OD/OCSO) 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCIO/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); 
Knight, Janice (CDC/CCID/OD) 
Subject: FW: MTA 



It has been a few years since development of the terms of the MTA (or Simple Letter of Agreement) under which 
candidate vaccine strains prepared at CDC using reverse genetics technology have been distributed to vaccine 



(b)(4) Q . As you know, the 1P landscape of influenza reverse genetics has changed in the recent past: 
as negotiated licenses with several vaccine ccrnpanies to use this technotogy. I am receiving 



reques s rom these companies to revisit the terms of the MTAlSLA for future pandemic vaccine strains (and even 
retroactively). I am attaching a copy on one such request as an example. tt is in the best interest of HHS to enabfe 
the proposed activities regarding pandemic vaccines: "internal research and development as well as in clinical 
trials, product development, licensure, donation and commercialization". Sanofi claims to have worked out MTA 
with our counterpart in the UK (NIBSC) that allows them to do all these things (see attached document). 



HHS may not want to change anything, or perhaps some favorabie conditions could be granted. In any case, re- 
evaluating the MTNSLA and establishing consensus on the course of action would be important to be able to 
respond to the requests from companies. Please let me know how you would {ike to proceed; i.e, teleconference, 
face to face meeting, who else needs to be involved and so on. 



Best regards, 



Ruben 



Ruben Donis, FhD 











Chief, Molecular Virology and Vaccines Branch 
Influenza Division, NCiRD, CClD 
Centers for Disease Control and Prevention 
1600 Clifton Road - Mali Stop G-I6 
Atlanta, GA 30333 
Phone: (404) 639-4968 
Fax: (404) 639-2350 



Fmm: Richard,Hjorth@sanafipasteur.com [maiIto:Richard,Hjjorth@sanofipasteur.com] 
Sent: Wednesday, January 07, 2009 3:45 PM 
To: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Hi Ruben, Here is what we have come up with. 



We recelved material from CDC under the form of Letter Agreement that you provided. On its face the agreement 
restricts our use of material to activities in furtherance of a specific contract with HHS. We want to amend the 
letter agreement(s), with retroactive effect, to allow us to engage tn internal research and developme 
tn clinical trials, product development, licensure, donation and comrnercializat~on. As you may know, 
(now AstraZeneca) consolidated all of the IP rights related to reverse genetics and lasmid rescue 
these rights up as a license package, We took a non-ex nd that is a matter of 
public record. You can google for the press release that ade. (t ey su sequently signed up most 



Alternatively, I would invite you to contact Mr. Atul Saran, Esq., Sr, Director and 
e will be happy to confirm that we took a license, and I'm ~ w i l / i n u b ,  
ment between CDC and sanofi pasteur, as the license fro to (b)(4) 



e can be reached at: (301 ) 398-4759. We could also provide you with redacted 
copies of our license agreements, if that would help. 



Accordng to the terms of our agreements witd-he can do whatever we want with material derived 
from RGiplasmid rescue, and can practice such methods ourselves, except that we can't make NS-1 
modifications, can't work with the AlAnn Arbor backbone, and can't make live, attenuated flu. We don't have any 
intention of doing any of these things. 



One of our attorneys here, Tim Howe, took your drafe letter agreement and made some rnodifcations. His draft is 
attached as mark-up. He plans next to prepare a draft amendment to the existing agreements as an alternative to 
this approach, but if this form of Letter Agreement is satisfactory to CDC it will work for us. 



So, if we understand correctly, CDC simply wanted to be sure that any recipient: of these materials would respect 
the IP rights of third parties, We are doing that, and can amply document that. Hopefully that means we can 
move ahead quickly now to secure the rights we need to continue in our efforts towards pandemic preparedness. 



Thank you, as always, for your help in these matters. 



Rich 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 1 8390 
570-957-25 1 3 











From: Donis, Ruben 0. (CDC/CCID/NCIUD) [mailto: rvd6@cdc.gov] 
Sent: Friday, November 28, 2008 1:09 PM 
To: Hjorth, Richard (sanofi pasteur) 
Subject: RE: MTA 



Richard, 
Please see the below generic Simple Letter Agreement and let me know what changes would be desirable for 
Sanofi. 
I just want to be sure I am on t he  same page when this is brought to the attention of HHS. 
Thanks, 
Ruben 



Letter Agreement 
In response to the request of COMPANY X, Inc. ("RECIPIENT") made to the 
Centers for Disease Control and Prevention ("PROVIDER') to be provided with the Influenza A virus 
reassortant An hui/O 112005(H5M 1 )-PR8-I BCDC-RG6 Reference Strain ("MATERIAL") possessed by 
the PROVIDER" the PROVIDER asks that the RECI PENT agee to the following before the 
RECIPIENT receives the MATERIAL: 



The MATERIAL will be used in accordance with the following contract which RECI PIENT has been 
awarded by US Department of Health and Human Services: HHSOxxxx. The 
MATERI .AL will be used by the RECIPIENT for the purpose of the research, development and 
manufacture of influenza vaccines for US Department of Health and Human Services. 
Comrnercializatjon of the MATERIAL or vaccine derived from the MATERIAL may require 
commercialization licenses from extant patent holder(s) of the reverse genetics methodology andlor 
products obtained using reverse genetics methods. 



With the exception of the distribution of the MATERIAL and vaccine derived from the MATERIAL 
(a) among the RECIPIENT'S (or its affiliates') facilities and operations in xxxx(b) to the US Department of Health 
and Human Services, 
which the PROVIDER hereby consents to, the MATERIAL will not be Further distributed by the 
RECIPIENT without the PROVIDER'S written consent. The RECIPIENT shall refer to the 
PROVIDER any request for the MATERIAL by any individual or company outside of the 
RECIPIENT and its affiliates. 



Any MATERIAL delivered pursuant to this Agreement is understood to be experimental in nature 
and may have hazardous properties. THE PROVtDER MAKES NO REPRESENTATIONS AND 
EXTENDS NO WARRAN1"IES OF ANY KIND, EfTlHER EXPRESSED OR IMPLIED. TIHERE 
ARE NQ EXPRESS OR IMPLIED WARRANTIES OF MERCHANTABILITY OR FITNESS FOR 
A PARTICULAR PURPOSE. Unless prohibited by law, the RECIPIENT assumes all liability for 
claims for damages. 



-+. - 
From: ~ichard.~~o~h@sanofipasteur.com [mailto:Richard.Hjo~h@~anofipasteur.com] 
Sent: Wednesday, November 26, 2008 3:05 PM 
To: Donis, Ruben 0. (CDC/CCID/NCLRD) 
Subject: RE: MTA 



Thanks for the quick foltow up. Tim is excited about this. Here's a note from him: All my contact has 
been with Janice Knight in Tech Transfer. She's spoken with their QGC but I have not. 



While I'm at it, in anticipation of a successful resolution of the dilernna and perhaps as a test case would 
you be willing to ship us your AlChickenll ndia/NIV33407/2006? Also, the list we saw said the FDA had 
~1~uckl~aos/329512006.~ I didn't think FDA made these Is this vours? 



b)(4) 











Thanks again, 
Rick 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 1 8370 
570-957-251 3 



-, --- .,-- *-- - -- 
From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
To: 'Richard.Hjorth@san~fipasteur.com' 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Tue Nov 25 22:42:15 2008 
Subject: FW: MTA 
Hi Richard, 
I see your point. 1 think we are moving towards CDC providing rg-derived vaccine candidates to 
manufacturers without any use restrictions - CDC will simply ask for waivers of liability and inform 
recipients that they are reponsible for compliance with IP laws. 



I am copying Michael Shaw and Nancy Cox who have been in discussions about updating the 
MTA - not sure if the CDC legal folks are going to embrace this liberal approach. 



Best regards, 
Ruben 



___l__.-__,, _ .+__.---.," .--..-,---".., "," ..---- 
From: Richard,Hjorth@sanofipasteur.com [mailto:Richard,HjotZh@sanofipasteu~.com] 
Sent: Tuesday, November 25, 2008 10:11 PM 
To: Donis, Ruben 0. (CDC/CClD/NCIRD) 
Subject: W: MTA 



Hi Ruben, 
I wonder if 1 can enlist your help with a mutually beneficial endeavor. One of our senior 



lawyers, Tim Howe, has been trying to work on this with some CDC lawyers and they don't 
seem to be getting very far. The issue is that you are making pre-pandemic vaccine viruses but 
right now, there are too many restrictions on their use in the CDC Simple Letter Agreements for 
them to be of much use to us. We would like to be able to use these strains to make commercial 
vaccines and to make donations to WHO. We've already commited as a company to donate to 
WHO. 
We already have worked out an agreement wit hat allows us to do all these 



things. Perhaps this could be a model for a sim 
I am hoping you might know the right people to speak with that may be able to move this along. 1 



would hate to have to ask the NtSSC,to make the same viruses you de just so 
we can use them. As you know, we already have an agreement with use their 
reverse genetics so that should not be a concern. 
Thanks for any help you can provide, 
Rich 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 











Swiftwater, PA, 18370 
570-957-251 3 











From: Donis, Ruben 0. (CDCICCI DINCIRD) 
Sent: Sunday, January 1 7,2009 2 5 1  PM 
To: Watkins, Andrew (CDCIODIOCSO); Cox, Nancy (CDCICCIDINCI RD); Knight, Janice 



(CDCICCIDIOD); Foster, Joseph A. (CDCIOC0010D); Miller, Daniel S. 
(CDCICOGHIDGPPC}; Shapiro, Craig (HHSIOGHA); Blake-DiSpigna, Lisa (CDCICCIDIOD); 
Berkley, Dale (NIHIOD) [El 



Cc: Shaw, Michael (CDCICCIDINCI RD); Hoelscher, Mary (CDCICCI DINCI RDj 
Subject: RE: MTA 
Attachments: MTANlBSC2008. pdf; MTANI BSC2007. pdf; draft CDC Letter Agreement (markup).doc 



Thanks Andrew, great to hear that there may be consensus on way forward. 
Tho draft from Sanofi is attached. 
Best, 
Ruben 



From: Watkins, Andrew (CDC/OD/OCSQ) 
§ent: Sunday, January 11, 2009 1:02 PM 
To: Cox, Nancy (CDC/CCID/MCIRD); Donis, Ruben 0. (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD); 
Foster, Joseph A. (CDC/OCOO/QD); Miller, Daniel S, (CDC/COGH/DGPPC); Shapiro, Craig (HHS/OGHA); Blake- 
DiSpigna, Lisa {CDC/CCID/OD); Berkley, Dale (MIH/OD) [El 
Cc: Shaw, Michael (CDC/CCID/MCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Folks, 



I am in agreement with Ruben and Mancy's sentiments. During the course of our many discussions about 
influenza vaccine virus transfers, I believe we concluded that as long as the current system of transferring our 
standard vaccine virus candidates to vaccine manufacturers is successful, and neither requires nor would benefit 
substantially from the use of our formal technology transfer tools, then we should continue the approach that has 
worked for several decades. This, especially in light of the international concerns over use of influenza viruses 
obta~ned originally from sensitive countries, unfess by licensing the viruses we can better ensure equitable 
distribution to those counties. Is that a role we wish to take on here? 



At the same time, we must also make cerkain that we are not violating 
obligations we have made to others. I believe we are past that point t this point, 
provided we ensure that we make those rights clear to companies or 
viruses, as Janice has nofed quite well. 



In my opinion, and consistent with our many discussions, we should find a way to remove the restrictions on use 
of the reassortants, while ensuring we are clear about any restrjctions that may be imposed by others, but we 
should get out of t h e  middle of those rights as best we can. 



I will need to see Tim Howe's markup of our Letter Agreement - it did not come through with this email chain. 
Ruben, Janice, can one of you please forward that to me? 



Thanks, 
Andrew 



Andrew Watkins 
Director, CD C Technology Transfer Office 











From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Saturday, January 10,2009 4:29 PM 
To: Donis, Ruben 0,  (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD); Watkins, Andrew (CDC/OD/OCSO); 
Foster, Joseph A. (CDC/OCOO/OD); Miller, Daniel S. (CDC/COGH/DGPPC); Shapiro, Craig (HHSfOGHA); Blake- 
DiSpigna, Lisa (CDC/CCID/OD); Berkley, Dale (NIH/OO) [€] 
Cc: Shaw, Michael (CDC/CCID/NCTRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Janice, 



More food for thought 



1. We have had many, many discussjons about these matters leading up to the Intergovernmental Meeting hetd 
last December, NIH lawyer Dale Berkeley is very much aligned w~th us in our appfoach and I have copied him 
here. 



2. We have never received royalties for any of the influenza viruses provided to vaccine manufacturers for 
vaccine manufacture during my entire tenure at CDC which is just over 33 years. If I am wrong someone please 
correct me. 



3. Influenza B viruses used in influenza vaccines are almost always wild-type viruses and we provide them free of 
charge throughout the WHO system and to vaccine manufacturers on an annual basis, no strings attached. 



4. Seasonal influenza A viruses provided to vaccine manufacturers are typically high growth reassortants that are 
produced by specialized laboratories but no royalties go to the country of orig~n, to the WHO or the experts that 
make the vaccine strain selection and provide the viruses to the specialized labs to make the high growth 
reassortants, nor to the specialized labs that make the seasonal high growth reassortants. The work has to be 
done very quickly to meet very short timelines and we try to streamline every step. 



5. W e  backed ourselves into a corner with the old MTA and now we are trying to get out Please help, 



Thanks, 
Nancy 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Friday, January 09, 2009 5:41 PM 
To: Knight, Janice (CDC/CCID/OD); Watki ns, Andrew (CDC/O D/OCSO); Foster, Joseph A. (COC/OCOO/OD); 
Miller, Daniel S. (CDC/COGH/DGPPC); Shapiro, Craig (HHS/QGHA); Bla ke-DiSpigna, Lisa (CDC/CCID/OO) 
Cc: Shaw, Michael (CDC/CUD/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



All, 
If I may, I will wear my intergalactic observer hat for a moment and make some comments: 



1. CDC has access to many of the influenza viruses used in the derivation of reassortants by reverse 
genetics through its role as WHO Collaborating Center; therefore CDC is not the sate "owner" of said 
reassortants. 



2. CDC's mission is to reduce influenza mortality and morbidity; the best way to do this is by global 
vaccination and -90% the vaccine used worldwide is produced by pharmaceutical companies. 



3. Vaccine manufacturing is a high risk business proposition: most big pharmas are very cautious about 
investing in vaccine product development {it may get worse before it gets better). 



4. For example, in 2006-2007 HHS gave $7  billion to 4 vaccine companies (no typos here, yes this is a done 
deal) to promote development of influenza vaccine manufacturing capacity in the continental USA. 











5. To promote #2 and address #3, CDC makes the candidate vaccine strains and distributes them free of 
charge globally to encourage companies to develop and manufacture vaccines to immunize people. 



6. CDC should not try to collect royalties for the seasonal or pandemic influenza vaccine candidates 
because we do not contribute intellectual property and also because it counters what HHS wanted to 
accomplish under # and #5. 



7. CDC transfers the material to companies worldwide and informs the recipient that the material was 
produced using a proprietary technology and they are responsible for not violating the law with the use of 
the material. Doing otherwise would entail CDC taking on an IP enforcement role. 



8. If vaccine companies can make money selling influenza vaccines, this may translate into more and better 
vaccines, which wiil help accomplish CDC's mission. Win-win situation. Vaccine companies may have to 
pay royalties to the owners of the IP (be it lo(4) St Jude, etc), it is not for CDC to sort that out. Let: 
US-DOJ or US-DOC deat with such IP issues. 



9. The main concern for CDC should be to liability: we do not want to be liable for anything as a result of 
giving a vaccine candidate to a Company. 



What risks would CDC face by distributing vaccine candidates under a rather liberal MTA? Would such risks 
outweigh the substantial benefits? 



Thanks, 
Ruben 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 09,2009 3140 PM 
To: Watkins, Andrew (CDC/OD/QCSO); Foster, Joseph A. (CDC/UCOO/OD); Miller, Daniel S. 
(CDC/COGH/DGPPC); Shapiro, Craig (HHSiOGHA); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy 
(CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subjack FW: MTA 



All, 



1 have reviewed the documents from Sanofi Pasteur attached to the email below and I have some 
thoughts. The edited draft of the CDC LeMer Agreement seems to me to give Sanofi unlimited 
commercialization rights and would exclude CDC from receiving any royalty on CDC's IF in the RG 
Reassortants. Granted they have a license from AstraZeneca, but what does CDC do about licensure of 
these viruses? Are we going to provide these materials for commercial sale without any llcense 
agreement and no royalties of any sort? I reviewed the 2008 NlBSC agreement and I am not clear what 
Article 6 2 grants. Is NlBSC giving Sanofi all IP in modifications and all derivatives? Would this be 
granting rights is advance, which t thought CDC didn't do? Article 6.3 restricts use of the original 
materials from commercialization, but does not address IP that might remain with~n a modification or 
derivative 



Bottom line is under what terms does CDC allow commercialization of the RG Reassortants? I have 
attached blank templates of the Biological Materials License Agreement (BMLA) and my most current 
copy of the Proprietary Technology License Agreement (PTLA} for your information. in addition, in the 
BMLA we have used the following addition where provision by the commercial Licensee to developing 
countries was applicable: 



" d. An earned royull'y i lm~ wiIk be reduced lo one haypercent (0.5%) of Net Sales on 
Licefised Products sold irz cozanrries classifled as low-income and lotver-middle-income 
economies by ihe World Bunk (www, worllibunk, orgj. Class~j?cation will be reassessed at the 
beginning of euch calendfir year.. " 



Janice 











Health Scientist. Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attached document(s) may contain confidential information and 
may be otherwise protected by law. its content should not be disclosed and it should not be given or 
copied to anyone other than the person(s) named or referenced above. If you have received this email in 
error, please contact the sender immediately. 



From: Danis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Wednesday, January 07, 2009 S:37 PM 
To: Miller, Daniel S.(HHS/QGHA); Shapiro, Craig (HHS/QGHA); Bla ke-DiSpigna, Lisa (CDCfCCIDjOD); 
Watkins, Andrew (CDC/OD/QCSO) 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); Hoelscher, Mary 
(CDC/CCID / NCTRD); Knight, Janice (CDCICCIDIOD) 
Subject: FW: MTA 



It has been a few years since development of the terms of the MTA (or Simple Letter of Agreement) 
under which candidate vaccine strains prepared at CDC using reverse genetics technology have been 
distributed to vaccine man rr""--"l ou know, the IP landscape of influenza reverse genetics has 
changed in the recent pas (b)(4) as negotiated licenses with several vaccine companies to use 
this technology. I am receiv~ng requests rom these companies to revisit the terms of the MTAlSLA for 
future pandemic vaccine strains (and even retroactively). I am attaching a copy on one such request as 
an example. It is in the best interest of HHS to enable the proposed activities regarding pandemic 
vaccines: "internal research and development as well as ~n clinical trials, product development, licenslcre, 
donation and commercialization". Sanofi claims to have worked out MTA with our counterpart in the UK 
{@lBSC) that allows them to do all these things (see attached document). 



HHS may not want to change anything, or perhaps some favorable conditions could be granted. In any 
case, re-evaluating the MTAlSLA and establishing consensus on the course of action would be important 
to be able to respond to the requests from companies, Please let me know how you would like to 
proceed; i.e. teleconference, face to face meeting, who else needs to be involved and so on. 



Best regards, 



Ruben 



Ruben Donis, PhD 
Chief, Malecular Virology and Vaccines Branch 
Influenza Division, NCIRD, CClD 
Centers for Disease Control and Prevention 
1600 Clfion Road - Mail Stop G-16 
Atlanta, GA 30333 
Phone: (404) 639-4968 
Fax: (404) 639-2350 











From: Richard.Hjorth@sanofipasteur.com [mailto:Richard.Hjorkh@sanofipasteur.com~ 
Sent: Wednesday, January 07, 2009 3:45 PM 
To: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Hi Ruben, Here is what we have come up with. 



We received material from CDC under the form of Letter Agreement that you provided. On its face the 
agreement restricts our use of material to activities in furtherance of a specific contract with HHS. We 
want to amend the letter agreement(s), with retroactive effect, to allow us to engage in internal research 
and development as well as in clinica evelopment, Iicensure, donation and 
commercialization. As you may k AstraZeneca) consolidated all of the IP rights 
related to reverse genetics and pl d these rights up as a license package. We 
took a non-exclusive license from ts a matter of public record. You can google for 
the press release that I p a d e .  (b)(4) (they subsequenfly signed up most, if not all, of the other 



atively, wou lnvr e you to contact Mr. Atul Saran, Esq., Sr. Director and Secretary of . . 
e wilt be happy to confirm that we took a license, and I'm sure he will be 



agreement between CDC and sanofi pasteui, as the license from 
n 



to 
Sanofi Pasteur is royalt{bearing. He can be reached at: (301 j 398-4759. We could also provide you 
with redacted copies of our license agreements, if that would help. 



According to the terms of our agreements witi-be can do whatever we want with material 
derived from RGlplasrnid rescue, and can practice such methods ourselves, except that we can't make 
NS-1 modifications, can't work with the AlAnn Arbor backbone, and can't make live, attenuated flu. We 
don't have any intention of doing any of these things. 



One of our attorneys here, Tim Howe, took your draft letter agreement and made some modifications. His 
draft is attached as mark-up. He plans next to prepare a draft amendment to the existing agreements as 
an alternative to this approach, but if this form of Letter Agreement is satisfactory to COC it wiH work for 
US. 



So, if we'understand correctly, CDC simply wanted to be sure that any recipient: of these materials would 
respect the IP rights of third parties. We are doing that, and can amply document that. Hopefully that 
means we can move ahead quickly now to secure the rights we need to continue in our efforts towards 
pandemic preparedness. 



Thank you, as always, for your help in these matters. 



Rich 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 1 8370 
570-957-251 3 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) [mailto:rvd6@cdc.gov] 
Sent: Friday, November 28, 2008 1:09 PM 
To: Hjorth, Richard (sanofi pasteur) 
Subject: RE: MTA 



Richard, 











Please see the below generic Simple Letter Agreement and let me know what changes would be 
desirable for Sanofi. 
I just want to be sure I am on the same page when t h ~ s  is brought to the attention of HHS. 
Thanks, 
Ruben 



Letter Agreement 
In response to the request of COMPANY X, Inc. CIRECIPIENT") made to the 
Centers for Disease Control and Prevent~on ("PROVIDER'} to be provided with the Influenza A virus 
reassortant AnhuitO712005(H5N1 )-PR8-I BCDC-RG6 Reference Strain PMATERIAL") possessed by 
the PROVIDER the PROVIDER asks that the RECIPIENT agee to the following before the 
RECIPIENT receives the MATERIAL: 



The MATERIAL will be used in accordance with the following contract which RECIPIENT has been 
awarded by US Department of Health and Human Services: HHSOxxxx. The 
MATERI.AL will be used by the RECIPIENT for the purpose of the research, devetopment and 
manufacture of influenza vaccines for US Department of Health and Human Services. 
Commercialization of the MATERIAL or vaccine derived from the MATERIAL may require 
commercia(ization licenses from extant patent hoider(s) of the reverse genetics methodology andlor 
products obtained using reverse genetics methods. 



With the exception of the distribution of the MATERIAL and vaccine derived from the MATERIAL 
(a) among the RECI PI ENT's (or its affiliates') facilities and operations in xxxx(b) to the US Department of 
Health and Human Services, 
which the PROVIDER hereby consents to, the MATERIAL will not be further distributed by the 
RECIPIENT without the PROVIDER'S written consent. The RECIPIENT shall refer to the 
PROVIDER any request for the MATERIAL by any individual or company outside of the 
REClPlENT and its affiliates. 



Any MATERIAL delivered pursuant to thrs Agreement is understood to be experimental in nature 
and may have hazardous properties. THE PROVIDER MAKES NO REPRESENTATIONS AND 
EXTENDS NO WARRANTIES OF ANY KIND, ElTlHER EXPRESSED OR IMPLIED. TIHERE 
ARE NO EXPRESS OR IMPtl ED WARRANTIES OF MERCHANTABILITY OR FITNESS FOR 
A PARTICULAR PURPOSE. Unless prohibited by law, the RECIPIENT assumes all liability for 
claims for damages. 



From: ~ichard.~jorth@sano~i~asteur.com ~rnailto:Richard.Hjorth@sanofipaste~r.com~ 
Sent: Wednesday, November 26, 2008 3:05 PM 
To: Donis, Ruben 0. (CDC/CUD/NCTRD) 
Subject: RE: MTA 



Thanks for the quick follow up. Tlm is excited about th~s. Here's a note from h~m: AII my contact 
has been with Janice Knight in Tech Transfer. She's spoken with their OGC but I have not. 



While i'm at it, in anticipation of a successful resolution of the dilernna and perhaps as a test case 
would you be willing to ship us your AlChicken/lndiatNlV3340712006? Also, the list we saw said 
the FDA had CVDuck/Laos/329512006 I didn't think FDA made these. Is this vours? 



(b)(4) 



Thanks again, 
Rich 











Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 18370 
570-957-251 3 



From: Donis, Ruben 0. (CDC/CCID/NURD) 
To: 'Richard.Hjorth@sanofipasteur.com' 
Cc: Shaw, Michael (CDC/CCID/NQRD); Cox, Nancy (CDC/CClD/NCIRD) 
Sent: Tue Nov 25 22:42:15 2008 
Subject: FW: MTA 
Hi Richard, 
I see your point. I think we are moving towards CDC providing rgderived vaccine 
candidates to manufacturers without any use restrictions - CDC will simply ask for 
waivers of liability and inform recipients that they are reponsible for compljance with IP 
laws. 



I am copying Michael Shaw and Nancy Cox who have been in discussions about 
updating the MTA - not sure if the CDC legal folks are going to embrace this liberal 
approach. 



Best regards. 
Ruben 



From: Richard ,Hjorth@sanofipasteur.com [mailto: Richard.Hjo~@sanafipasteur.com] 
Sent: Tuesday, November 25, 2008 10: 11 PM 
To: Donis, Ruben 0. (CDC/CCJD/NCIRD) 
Subject: FW: MTA 



Hi Ruben, 
1 wonder if 1 can entist your help with a mutually beneficial endeavor. One of our 



sentar lawyers, Tim Howe, has been trying to work on this with some CDC lawyers and 
they don't seem ta be getting very far. The issue is that you are making pre-pandemjc 
vaccine vrruses but right now, there are too many restrictions an their use in the CDC 
Simple Letter Agreements for them to be of much use to us. We would like to be able to 
use these strains to make commercial vaccines and to make donations to WHO. We've 
already commited as a company to donate to WHO. 
We already have worked out an agreement with NlBSC [attached] that allows us to do 



all these th~ngs. Perhaps this could be a model for a similar CDC agreement. 
I am hoping you might know the right people to speak with that may be able to move 



this along. I would hate to have to ask the  NlBSC to make the same viruses you have 
o we can use them. As you know, we already have an agreement 
use their reverse genetics so that should not be a concern. 



p you can provide, 
Rich 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 18370 
570-957-251 3 

















Commercial - in confidence 



I 2 June ZOOS THIS MATERIALS TRANSFER AGREEMENT is made on 



("Effective Date)  



BETWEEN 



f I )  NATIONAL BIQLOGICAL STAIWWS BOARD which manages the 



NATIONAL KNSTITUTE FOR BXQLQGICAL STANDARDS AMI CONTROLS whose 



office is at Blanche Lme, South Mimms, Potters Bar; Hertfordshire, EN6 3QG ("Provider"); 



and 



(2)  SANOFI PASTEUR SA, a company existing and organis& under the Iaws of the 



Rqmblic of Frmce, having its registered head office at 2 Avenue Font Pasteur, 69007 Lyon, 



France and its affiliate Sanofi P a s t a  Inc with offices at Discovery Drive, Swihater, PA 



1 8370, United States of America (%ecfpie~f'). 



BACKGROUND: 



The Provider has developed and owns (or is athawise au'chorised to use) the Materials and 



Informatian which were developed with proprietary technology kom the Mount Sinai School 



of Medicine (both as defmed below). 



The Recipient .and the Principal Scientists wish to obtain the Materials and Information from 



the Provider solely for the purposes described herein. 



The Provider a m a s  to provide the Materials and Information in accordance with the 



provisions set out below. 



Under earlier agreements between the parties dated 26 March 2004 (in the name of Aventis 



Pasteur SA) and 12 May 2 007 the Provider has previous1 y provided Materials to the Recipient 



which the parties now wish to treat as if provided under this agreement. 



Zn considerition of the mutual covenants and undertakings set out below THE PARTIES 



AGmE as follows: 



1 Definitions 



In this Agreement unless the cantext otherwise requires: 



l'Comnnencement DateH means the Effective Date; 



a r v n c m  n . r n  .... r r r r r r  . - 4  ..r 14nnnnr rnr  1. 
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"Field" means the use of the Materids by the Recipient for the manufactwe of a vaccine in 



line with Schedule 2, and the use of the resulting vaccine in clinical t ia ls  and for other 



purposes in line with Schedule 2. The Field specifically excludes thc following activities: 



s making or use of vaccines comprised o f  or containing live influenza viruses 



modification of the NS- 1 gene and/or protein 



* incorporation into the vaccine of the Ann Arbor A or B Backbones or portions thereof 



"Group Companyt' means any subsidiary or holding company of the company in question 



and any subsidiary of such holding company (in each case from time to time), (and the tams 



"subsidky" rand "holding company" shall have the meanings given to them by Sections 736 



and 7368 Companies Act 1985); 



CLhformation'' means any information, data and know-how relating to the Materids 



disclosed by the Provider to the Recipient under this Agreement; 



"Intellectual Property Rights'' means any patent, copyright, database right, moral, right, 



design right, registered desig, trade mark, sewice mark, domain name, how-how, utility 



model, unregistered design or, where relevant, any application for any such right, or other 



industrial or intellectual property right subsisting anywhere in the world; 



C'Materitds" means influenza skahs provided by the Provider to the Recipient under this 



Apement w under earlier agreements between the  parties dated 12 May 2007 and 26 March 



2004 fin the name of Aventis Pastew S A) as set out in the Schedule 1 ; 



64W.hcipal Scientistsm means Dr Catherine Gerdil and Dr Richard Hjorth ,of Sanofi Pastew 



SA and Sanofi Pasteur h c  respectively 



"Recipient Scientists" means the Principal Scientists and any rcsearch assistants, co-workers 



or other workers who may use any of the Materids andlor the Infomation. 



2 Delivery of the Materials 



2.1 Upon execution of this Agreement the Provider a p e s  to supply the Materials and the 



Information to the Recipient. The Recipient warrants and represents that they are fit, 



experienced equipped and aufhorised to handle the Materials under their local 
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rple Provider will provide any regulatory consents or licences required by the United 



Kingdom export authorities far export of the Materials to the Recipient. At the 



diskretion of the Providm, any costs involved may be recovered h m  the recipient. 



The Recipient will provide any regulatory consents ox licences required by the 



relevant import authorities. 



Use of the Materials and Information and Record Keeping 



The Materials and the Infomation will only be used in the Field. 



The Mataids will not be made available by the Recipient to any person other than the 



Principal Scientists or those who are under the direct supervision of the Principal 



Scientists and who have entered into a contrxt with the Recipient which vests all 



Intellectual Property Rights created by that person in the Recipient. 



The Recipient and. the Principal Scientists will procure that full records are kept as to 



the use the Materials and the quantities held by them. Such records wilt be made 



available to the Provider at the Provider's request. 



Research Results 



The Recipient and the Principal Scientists will inform the  Provider of the results of the 



research wing the Materials and/or the hformation upon the request of the Provider. 



Limitation of kiabiEtyP Indemnity and Warranty 



The Recipient and the Principal Scientists understand and agree that the Materials and 



the Infomation are provided on an "as is" basis and as such without any warranty or 



representation of any kind (express or implied) including, without limitation, of 



satisfactory quality or fitness for a particular purpose or that the use or supply of the 



Materids or the Infomation will not infringe any Intellectual Property R&ts or other 



rights of any third party. Specifically, the Provider does not: warrant or represent that 



the Materids are free from infectious or harmful agents. 



The Provider does not warrant or represent that Materials supplied with any stated 











phenotype are rqresentative of any particular disease or behaviowst1 model or 



genotype, 



5.3 The Providcr will not be liable in any way for the use or storage, or any other act by or 



omission, by the Recipient or the Recipimt Scientists in respect of m y  of the Material 



and/or the Information. 



5.4 The Recipient a g e s  to indemnify and keep indemnified the Provider and their 



employees, directors, officers, agents and advisors against any loss, claim, damage, 



expenses (including professional advisors' fees) or liability of whatsoever kind or 



nature arising out of, or in connection with, the use, handling, storage, or my other act 



or omission in respcct of any of the Materids and/or Qe Information by or an behalf 



of the Recipient andlor the Recipient Scientists. 



6 Intellectual Property Rights 



6.1 The Materials and the Information and the Intellectual Property fights subsisting in 



them belonging to the Provider remain the property of the Provider. 



6.2 Any IntelIectual Property Rights arising out of the Recipient's and the Principal 



Scientists' use of the Materials andlor the Infomation in the Field will vest in the 



Recipient. 



6.3 Notwithstanding any statement herein to the contrary and in accordance with the 



provisions of Clause 5.1, the Recipient acknowledges that no right or liceme is being 



granted under this Agreement to the Recipient under any third party lntdlectual 



Propdy Rights to ~ommercialise (including, but not limited to, stockpiling of my 



vaccine derived from use of the Materials) or sell the Materials or use the Infamation 



for commercialisation purposes. To the extent that any such rights or licenses are 



required, the Recipient acknowledges that it is the Recipient's responsibility to obtain 



such rights or licences b r n  (a) the Material owners and/or exclusive licensees and/or 



(b) the holders or exclusive licencees of patents and/or patent applications of the 



reverse genetics methodology and/or products obtained using reverse genetics 



methods and/or (c) any third parties that may have applicable rights in the Materials 



a d o r  Mom at ion. 
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7 Confidentiality and Con Eden tiality hleasu r es 



Subject to Clause 8 below, the Recipient and the Principal Scientists will keep and 



prome to keep secret and confidential all Infomation belonging to the Provider 



disclosed or obtained as a result of the relationship of the parties under this Apement 



and will not use nor disclose the same save fox the purposes of the proper performance 



of this Agreement or with the prior writ& consent of the Rovider. Where disclosure 



is made to any employee, consultant, sub-contractor or agent, it shall be done subject 



to obligations equivalent to those set out in th is  Agreement and the Recipient and the 



Principal Scientists agree to ensure that if the Provider so requests prior to such 



disclosure such employee, consultant, sub-contractor or agent enters into a deed of 



covenant with the Provider in a form reasonably acceptable to the Provider containing 



obligations equivalent to those set out in this Clause 7. The Recipient and the Principal 



Scientists will procure that any such employee, co~zsultant, sub-contractor or agent 



complies with such obIigaei.ons. The Recipient and the Principal Scientists shall be 



responsible to the Provider in respect of any disclosure or use of such Information by a 



person to whom disclosure is made. 



7.2 The obligations of confidentiality in this Clause 7 shall not extend to any matter which 



the Recipient or the Principal Scientists can show: 



is in, or has become part of, the public domain other than as a result of a breach of the 



obligations of confidentiality under this Agreement; or 



was independently disclosed to it by a third party entitled to disclose the same; or 



i s  required to be disclosed under any applicable law, or by order of a court or 



governmental body or authority of competent jurisdiction. 



7.3 The Recipient and the Principal Scidsts will procure that the Materials, the 



Information (and any copies thereof) and any infunnation generated by the Recipient 



Scientists will be kept separate. 



8.1 The Recipient and the Recipient Scientists will have the right to publish research 



papers or publicly disclose information pertaining to or resulting from use of the 











Materials and/or the Infomation. 



9 Term and Termination 



9.1 This Agreement will come into farce on the Commencement Date and (subject to the 



provisions far earlier termination in Clause 9.2 below) will continue in force for ten 



years thereafter. 



The Provider may immediately terminate this Agreement without payment of 



compensation or ofher damages caused to the Recipient solely by such termination by 



giving notice in writing to the Recipient or the Principal Scientist if any one or more 



of the following events happens: 



(a) commits a material breach of any of its obligations under tJis Agreement which is 



incapable of remedy; 



(b) the Recipient fails to remedy, where it is capable of remedy, or persists in any 



breach of any of its obligations under this Agreement after having been required in 



writing to remedy or desist from such breach within a period of 30 days; 



(c) the Recipient proposes a voluntary arrangement within the meaning of Section 1 



or Section 253 of the Insolvency Act 1986, or an interim order is made in relation to 



the other party under Section 252 of the Insolvency Act 1986, or any other steps are 



taken or negotiations commenced by the other party or any of its creditors with a view 



to proposing any kind of composition, compromise ax arrangement involving the other 



party and any of its creditors; 



(d) the Recipimt has any distress or execution levied on its assets which is not paid . 



out within seven days of it being levied; 



(e) the Recipient is deemed to be unable to pay its debts within the meaning of 



Section 123 of the Insolvency Act 1986, or calls a meeting for the purpose of passing 



a resolution to wind it up, or such a resolution is passed or the ofher party presents, or 



bas presented, a petition for a winding up order, or presents, or has presented, a 



petition to appoixlt an administrator, or has an administrative receiver, or ~occivex 



appointed over all or my pat of its business, undertaking, property or assets; 











( f )  the Recipient stops or suspends making payments (whether of principal or interest) 



with respect to a31 or any class of its debts or announces an intention to do so or the 



other party suspends or ceases or threatens tn suspend or cease to carry on its business; 



(g) a secured Iender to the Recipient takes any steps to obtain possession of the 



property on which it has security or otherwise to enforce its security; 



(h) the Recipient suffers or undergoes any procedure analogous to any of those 



specified in Clause 9.2(e) to (g) inclusive above or any other procedure available in 



the country in which the other party is constituted, established or domiciled against or 



to an insolvent deb tor or available to the creditors af such a debtor; 



(i) the Provider has received written notice fiom the owners, holders, exclusive 



licencws andlor other third parties described in Clause 6.3 that the Recipient or the 



Principal Scientists do not have the rights necessary to use the Materials as 



contemplated by this Agreement. 



9.2 Should the Recipient undergo a change of Control, or propose a voluntary agreement 



as defined in 9.2 (c), then they will inform the Provider of this fact within one month 



of the public announcement of the proposed change of Control. For the purposes of 



this Clause 9.3, "ControI" has the meaning specified in Section 416 of the Income andl 



Corporation Taxes Act 1988 



9.3 The Provider may termitlate this Agreement immediately by written notice to the 



Recipient, without payment of compensation or other damages caused to the Recipient 



solely by such termination, if the Recipient undergoes a change of Control (provided 



that such notice is given to the Recipient by the Provider within three months of the 



Provider becaming aware of such change of Control). 



9+4 The termination of this Agreement shall be without prejudice to the r ights  and 



remedies of either party which may have accrued up to the date of termination. 



80 Consequences of Termination or Expiry 



10.1 Upon termination or expiry of this Agreement for any reason whatsoever: 



(a) (subject to Clause 9.5 above) the relationship of the parties shall cease and the 
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rights or licences granted under or pursuant to this Agreement, will, cease to have effect 



save as (and to the extent) expressly provided for in this Clause 1 0; 



(6) the provisions of any provision which expressly or by implication is intended to 



come into or remain in force on or after termination shall continue in full force and 



effect; 



(c) each of the parties shall immediately return to the other parties (or, if the other 



parties so requests by notice in writing, destroy) all of the other parties' property in 



their possession at the date of termination, including all Confidential hfomation of 



the other parties togeher with all copies of such Confidential Information and shall 



@fy that it has done so, and shall make no further use of such Confidential 



Information. 



(d) the Recipient shall destsoy dl Infamation and materials and catify this action to 



the Provider or, at the request of the Provider, deliver up to the Provider all 



information rand Materials, including all wpies of such Information and Mataids 



thereof. 



11 Assignment 



1 1.1 This Agreement is personal to the Recipient. The Recipient will not assign, ddegate, 



sub-contract, transfer, charge or ofherwise dispose of dl or any of its rights and 



responsibilities under this Agreement. If there are changes to the details of the 



Principal Scientists which materially affect their involvement in this agreement, the 



Pravida must be informed immediately. Other individuals may then be substituted, 



subject to ageanent with the Provider. 



12 The Rights of W r d  Parties 



12.1 Subject to CIause 12.2 below, the Contracts (Rights of Third Parties) Act 1999 shall 



not apply to this Agreement. No person who is not a party to this Agreement 



(Including any employee, o ficer, agent, representative or subconkactor of either 



party) shall have fhe right (whether under the Contracts (Rights of Third Parties) Act 



2999 or othenvise) to enforce any term of this Agreement which expressly or by 



impl idan  confers a benefit an that person without #e express prior agreement in 



writing of the parties which agreement must refer to this clause, 











12,2 rZle Parties a p e  and accept that the provisions of Clause 6.3 above confer benefits 



on, and protect the Intellectual Property Righis belonging to, third p d e s  with the 



right of enforcment. 



13 General 



13.1 The parties will not pledge the credit of the other parties nor represent themselves as 



being any one of the 0th~ parties nor an agent, parher, employee or representative of 



the other parties and the parties will not hold themselves out as such nor as having my 



power or authority to incur any obligation of any nature, express or implied, on behalf 



of the other parties and nothing in this Agreement will create, or be deemed to create, 



a pariaership or joint: venture or relationship of employer and employer: or principal 



and agent between the parties and no employee of any party will be deemed to be or 



have become an employee of the other parties. Neither party may use the ofber party's 



nme or trademarks in any public disclosure, without the named parties prior written 



consent. 



13.2 This Agremelrt contains the entire agreement between the parties in relation to its 



subject-matter. Each of the parEies irrevocably and uncanditianally waives any right it 



may have to claim damages for, and/or to rescind this Agreement because of, breach 



of any warranty not contained in this Agreement, or any misrepresentation whether or 



not contained in this Agreement, unless such misrepresentation was made 



fraudulent1y. 



13.3 No purported alteration or variation of this Agreement shall be effective unless it is in 



writing, refers specifically to this Agreement and is signed by each of the parties to 



this Agreement. 



13.4 The rights and remedies of any party in respect of this Agreement will not be 



diminished, waived or extinguished by the granting of any indulgence, forbearance or 



extension of time granted by such party to the others nor by any failure of, or delay by 



the said party in ascertaining or exercising any such rights or remedies. Any waiver of 



any breach of this Agreement shall bc in writing. The waiver by any party of any 



breach of this Agreement will not prevent the subsequent enforcement of that 



provision and will not be deemed to be a waiver of any subsequent breach of that or 



my other provision. 
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13.5 If at any time any part of this Agreement (including any one or more of the clauses of 



this Agreement or my sub-clause or paragraph or any part of one or more of these 



clauses) is held to be or becomes void or othenvise unenforceable for any reason 



under any applicable law, the same shdl be deemed omitted from this Agreement and 



the validity andlor enforceability of the remaining provisions of this Agreement shall 



not in any way be affected ox impaired as a result of that omission. 



13.6 This Agreement may be entered into inthe form of two or more counterparts, each 



executed by one or more of the parties but, taken together, executed by all, and, 



provided that dl the parties shall so enter into the Agreement, each of the exemted 



counterparts, when duly exchanged or delivered, will be deemed to be an original but, 



taken together, they shdl constitute one instrument. 



14 Law 



14.1 'This Agreement and any dispute or claim arising out of or in connection with it shall 



be governed by, and construed in accordance with, the laws of England. 



15 Jurisdiction 



15.1 All disputes or claims ar is ing out of or relating to this Agreement shall be subject to 



the non-exclusive jurisdiction of the English Courts to which the parties irrevocably 



submit. 
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JN WXTNESS OF THE ABOVE the p d e s  have signed this Agreement on the date written 



at the head of this Agreemmt. 



SIGNED by Victor Knight (Board Secretary) 



on behalf of 
NATIONAL 
BIOLOGICAL STANDARDS 
BOARD 



SIGNED by 



on behalf of 



RJZCTPIENT 



ACKNOWLEDGED by: 



(Principal Scientist) 



(Principal I 
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Schedule 1 



The Materials 



1.  Material provided to the Recipient under the earlier agreement between the parties 



dated 12 May 2007: 



NLBRQ-23 - an ARurkey/Turkey/l/2005/@5N 1 ) Vaccine Reference Strain 



Generated by Reverse Genetics 



2. Material provided to the Recipient under the earlier agreement between the parties (in 



the name of Aventis Pasteur SA) dated 26 March 2004: 



NIBRO-14 - an ANiet Ndl1941112004 (HSN1) Vaccine Reference Strain 



~enerated by Reverse Genetics. 
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Schedule 2 



The MatM-ials may be used for some ax all of the activities listed below within the constraints 



impasd by any third party as indicated in Clauses 6.3 m d  12.2: 



Production of seed stocks from growth in embryonated hens' eggs or on 



mammalian cells. 



r Production and comxnercidization of inactivated influenza vaccine. 



Evaluation of virus yield following growth of the Materials in embryonated hens' 



eggs or on mammalian celJs. 



* Tests of antigenic properties of the Materials using reference sera. 



Infection or vaccination of animals with ehe Materials in order to produce reference 



antibody preparations, 



Squepcing of the Materials' gene segments. 



a Production of pilot lots of inactivated vaccine Erom the Materids for quality control 



evaluation, for vaccination and efficacy studies in small animals, or for clinical trial 



studies in humans. As a challenge virus in vaccine efficacy studies. 



Production of v h s  antigen fiom the Materials for use in diagnostic kits. The kits will 



not be used for commercial or revenue-generating purposes. 



Assessment of viral inactivation and/or removal procedures far public health purposes. 

















THIS MATERIALS TRANSFER AGREEMENT is made on May 12,2007 



(1) NATIONAL BIOLOGICAL STANDARDS BOARD which manages the 



NATIONAL INSTITUTE FOR BXOLOGICAL STAMIDAIWS AND CONTROLS: whose 



office is at Blanche Lane, South Mimrns, Potters Bar, Hertfordshire, EN6 3QG ("Provider"); 



and 



(2) Sa i Pi9steu r formerly Avcn tis Pasteur S .A, a company existing and 



organised under the laws of the Republic of France, having its registered head oEce at 2, 



avenue Pont Pasteur, 69007, Lyan, France and its affiliate Sanofi Pasteur, Inc., with ofices at 



Discovery Drive, Swiftwater, PA 18370, (hereinafker, individualty or collectively, 



"Recipient"); and 



(3) Catherine Gerdil and Richard Hjarth ("'Principal Scientist'' (Sanofi Pasteur S.A. and 



Sanofi Pasteur, Inc., respectively)). 



The Provider has developed and owns {or is otherwise authorised to use) the Materials and 



Information which were developed with proprietary technology (both as defined betow). 



The Recipient and the Principal Scientist(s) wish to obtain the Materials and Information from 



the Provider solely for the purposes described herein, 



The Provider agrees to provide the Materials and Information in accordance with the 



provisions set out below. 



In consideration ofthe mutual. covenants and undefiakings set out below THE PARTIES 



AGREE as follows: 



In this Agreement unless the context otherwise requires: 



"Commencement Date" means the Effective Date; 
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"Fieldn means the use o f  the Materials by the Recipient for the manufacture of a vaccine 



from the direct progeny of an influenza strain (NIBRG-23, see Scheduie 1 )  as further 



described in Schedule 2, and the use of the resulting vaccine for research and development 



activities, in clinical trials, to immunize critical workforce personnel and for use in preparing 



and delvering stockpiles in response to government tenders, provided always that such use 



does not infringe the Intellectual Property Rights or any other rights of the owners of the 



plasmids on which the Materials are based. The Field specifically excludes the use of the 



Materials to generate modified derivatives or modifications of the Materials. Recipient shall 



be allowed to manufacture vaccine from the direct progeny of the provided influema strain. 



For the avoidance of doubt, the Field does not indude the use of the Materials to create a 



reassomneat v i m  (by natural or artificial means). 



"Group Company" means any subsidiary or holding company of the company in question 



and any subsidiary of such holding company (in each case from time to time), (and the terms 



4csubsidiaq" and "holding company" shall have the meanings given to them by Sections 736 



and 736A Companies Act 1985); 



uInformation" means any infomation, data and know-how relating to the Materials 



disclossd by the Provider to the Recipient under this Agreement; 



641ute18ectual Property Rights" means any patent, copyright, database right, moral right, 



design right, registered design, trade mark service mark, domain name, h w - h o w ,  utility 



model, unregistered design or, where relevant, any application far any such right, or other 



industrial or intellectual property right subsisting anywhere in the world; 



uMaterials;'' means influenza strain NTwkeyffurkey/1/2005 NIBRG-23 provided by the 



Provider to the Recipient under this Agreement, as set out in the Schedule 1; 



"Recipient Scieutists" means the Principal Scientist and any research assistaxlts, co-workers 



or other workers who may use any of the Materials andlor the Information. 



2 Delivery of the Materials 



2.1 Upon execution of this Agreement the Provider agrees to supply the Materials and the 



Information to the Recipient. The Recipient warrants and represents that they are fit, 



experienced equipped and authorised to handle the Materials under their local 



regulations. - 











2.2 The Provider will provide any regulatory consents or licences required by the United 



Kingdom export authorities for export of the Materials to h e  Recipient. At the 



discretion of the Provider, any costs involved may be recovered from the recipient. 



2.3 The Recipient will provjde any regulatory consents or licences required by the 



relevant import authorities. 



3 Use of the Materials and Information and Record Keeping 



3.1 The MateriaL and the Information will only be used in the Field for manufacture and 



use of a vaccine, including conducting clinical trials and preparing stockpiles of the 



produced vaccine for delivery to govemmerrtaI agencies. Recipient agrees not to make 



modified derivatives or modifications of the Materials, but Recipient shall. be allowed 



to manufacture vaccine from the direct progeny of the provided influenza strain. For 



the avoidance of doubt, the Field does not include the use of the Materials to create a 



reassortment virus (by natural or artificial means). Recipient will destroy any naturally 



created reassortment viruses which Recipient becomes aware of and which may 



inadvertently arise during the use of the Materials to create direct progeny of the 



provided strain. 



3.2 The Materials will not be made available by the Recipient or the Prjncipal Scientist(s) 



to my person other than those who are under the direct supervision of the Principal 



Scientist(s) and who have entered into a contract with the Recipient which vests all 



Intellectual Property Rights created by that person in the Recipient. 



3.3 The Recipienl and the Principal Scientist(s) will procure that full records are kept as to 



the use the Materials and the quantities held by them. Such records will be made 



available to the Provider at the Provider's request and at the end of the Kern of this 



Agreement. 



4 Research Results 



4.1 The Recipient and the Principal Scientist(s) will inform the Provider of the results of 



the research using the Materials and/or the Information upon the request of the 



Provider. 











5 Limitation of Liability, Indemnity and Warranty 



5.1 The Recipient and the Principal Scientim(s) understand and agree that the Materials 



and the information are provided on an "as is" hsis and as such without any warranty 



or representation of any kind (express or Implied) including, without limitation, of 



satisfactory quality or fitness for a particular purpose or that the use or supply of the 



Materials or the Information will not infringe any Intellectual Property Rights or other 



rights of any third party. Specifically, the Provider does not warrant or rqresent that 



the Materials are free fiom infectious or harmful agents, 



5.2 The Provider does not warrant ar represent that Materials supplied with any stated 



phenotype are representative of any particular disease ox behavioural model or 



genotype. 



5 -3 The Provider will not: be liable in any way for the use or storage, or any other act by or 



omission, by the Recipient or the Recipient Scientist(s) in respect of any of the 



Material and/or the Information. 



5.4 The Recipient agrees to indemnify and keep indemnified the Provider and their 



employees, directors, officers, agents and advisors apinst any loss, claim, damage, 



expenses (including professional advisors' fees) or liability of whatsoever kind or 



nature arising out of, or in connection with, the use, handling, storage, or any other act 



or omission in respect of any of the Materials andlor the Infomation by or an behaif 



of the Recipieot ancVor the Recipient Scientist(s). 



6 Intellectu J Property Rghb 



6.1 The Materials and the Infomation and the intellectual Property Rights subsisting in 



them remain the property of the Provider. 



6.2 Any Intellectual Property Rights arising out of the Recipient's and the Principal 



Scientist's use of the Materials and/or the Information in the Field will vest in the 



Recipient, 



7 Confidentiality and Confiderntisnlity Measures 



7.1 Subject to Clause 8 below, the Recipient and the PrincipaI Scientist(s) wi1I keep and 











procure to be keep secret and confiidential all Jnformation belonging to the Provider 



disclosd or obtain& as a result of the relationship of the parties under this Agreement 



and will not use nor disclose the same save for the purposes of the proper performance 



of this Agreement or with the prior written consent of the Provider. Where disclosure 



is made to any employee, consultant, sub-contractor or agent, it shall be done subject 



to obligations equivalent to thase set out in this Agreement and the Recipient and the 



Principal Scientist($) agree to ensure that if the Provider so requests prior to such 



discfosure such employee, consultant, sub-contractor or agent enters into a deed of 



covenant with the Provider in a form reasonably acceptable to the Provider containing 



obligations equivalent to those set out in this Clause 7. The Recipient and the Principal 



Scientist(s) will procure: that any such employee, consultant, sub-contractor or agent 



complies with such obligations. 'She Recipient and the Principal Scientist shall be 



responsible to the Provider in respect of any disclosure or use of such Information by a 



person to whom disclosure is made. 



7.2 The obligations of confidentiality in this Clause 7 shall not extend to any matter which 



the Recipient or the Principal Scientist(s) can show: 



is in, or has become part of, the public domain other than as a result of a breach of the 



obligations of confidentiality under this Agreement; or 



was independently disclosed to it by a third party entitled to disclose the same; or 



is required to be disclosed under any applicable law, or by order of a court or 



governmental body or authority of competent jurisdiction. 



7.3 The Recipient and the Principal Scientistfs) will procure that the Materials, the 



Information (and any copies thereof) and any information generated by the Recipient 



Scientist(s) will be kept separate. 



8,l The Recipient shall be allowed to publish research papers or publicly disclose 



information pertaining to or resulting from use of the Materials and/or the Information 



repork aRer prior review by MBSC, The Recipient shall submit the proposed 



disclosure or publication for review to NlBSC at least forty-five (45) days prior to the 



proposed disclosure or publication date, and NlBSC will respond within thirty 
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days afler submission NIBSC may not unreasonably withhold their written consent 



of its publication 



9 Term and Termination 



9.1. This Agreement will come into force on the Commencement Date and {subject to the 



provisions for earlier termination in Clause 9.2 below) will continue in force thereafter 



unless and until either party gives to the other party not less than 3 months' prior 



written notice of termination. 



9.2 The Provider may immediately terminate this Agreement without payment of 



compensation or other damages caused to the Recipient or the Principal Scientist(s) 



soIely by such termination by giving notice in writing to the Recipient or the Principal 



Scientist(s) if any one or more of the following events happens: 



(a) the'Recipient or the Principal Scientist(s) commits a material breach of any of its 



obiigations under this Agreement which is incapable of remedy; 



(b) the Recipient or the Principat Scientist($) fails to remedy, where it is capable of 



remedy, or persists in any breach of any of i t .  obligations under this Agreement after 



having been required in writing to remedy or desist from such breach within a period 



of 30 days; 



(c)  the Recipient proposes a voluntary arrangement within he meaning of Section 1 



or Section 253 of the Insolvency Act 1986, or an interim order is made in relation to 



the other party under Section 252 of the Insolvency Act 1986, ox any other steps are 



taken or negotiations commenced by the other party or any of its creditors with a view 



to proposing any kind of composition, compromise or arrangement involving &e other 



party and any of its creditors; 



(d) the Recipient has any distress or execution levied on its assets which is not paid 



out within seven days of it being levied; 



fe) the Recipient is deemed to k unable to pay its debts within the meaning of 



Section 123 of the insolvency Act 1986, or calls a meeting for the purpose of passing 



a resolution to wind it up, or such a resolution is passed or the other party presents, or 



has presented, a petition for a winding up order, or presents, or has presented, a dr f l  











petition to appoint an administrator, or has an administrative receiver, or receiver 



appointed over all or any part of its business, undertaking, property w assets; 



( f )  the Recipient stops or suspends making payments (whether of principal or 



interest) with respect to all or any class of ils debts or announces an intention ta do so 



or the other par@ suspends or ceases or threatens to suspend or cease to carry on its 



business; 



(g) a secured lender to the Recipient takes any steps to obtain possession of the 



property on which it has security or otherwise to enforce its security; 



(h) the Recipient suffers or undergoes any procedure analogous to any of those 



specified in CIause 9.2(e) to (g) inclusive above or any other procedure available in 



the country in which the other loarty is constituted, established or domicilsd against or 



to an insolvent debtor or available to the creditors of such a debtor. 



9.3 Should the Recipient undergo a change of Control, or propose a voluntary agreement 



as defined in 9.2 (c), then they will inform the Provider of this fact within one month 



of the public announcement of the proposed change of Control. For the purposes of 



this Clause 9.3, "Control" has the meaning specified in Section 416 of the Income and 



Corporation Taxes Act 1 988 



9.4 The Provider may terminate this Agreement immediately by written notice to the 



Recipient, without payment of compensation or other damages caused to the Recipient 



solely by such termination, if the Recipient undergoes a change of Control (provided 



that such notice is given to the Recipient by the Provider within three months of the 



Provider becnming aware of such change of Control). 



9.5 The termination of this Agreement shall be without prejudice to the rights and 



remedies of either party which may have accrued up to the date of termination. 



10 Consequences of Termination or Expiry 



1 0 1 upon termination or expiry of this Agreement for any reason whatsoever: 



(a) (subject to Clause 9.5 above) the relationship of the parties shall cease and the 



rights or Iicences granted under or pursuant to this Agreement will cease to 
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save as (and to the extent) expressly provided far in this Clause 10; 



{b) the provisions of any provision which expressly or by implication is intended to 



come into or remain in fbrce on or after termination shall continue in Eull f*rce and 



effect; 



(c)  each of the parties shall immediately return to the other parties (or, if the other 



parties so requests by notice in writing, destroy) all of the other parties' property in 



their possession at the date of termination, including ail Confidential Infomatian of 



the other parties together with all copies of such Confidential information and shall 



certify that it has done so, and shall make no further use of such Confidential 



Information. 



(d) the Recipient shall deliver up to the Provider all Information and Materiais, 



including all copies of such Information and Materials thereof, except that Recipient 



may keep one copy of such Information within its legal files solely for archival 



purposes. 



11 Assignment 



11.1 This Agxeernent is personal to the Recipient and the Principal Scientist(s). The 



Recipient and Principal Scientist(s) will not assign, delegate, sub-contract, transfer, 



charge or othenvise dispose of ali or any of its or their rights and responsibi tities under 



this Agreement, If there are changes to the detaiis of the Principal Scientist(s) which 



materially affect their involvement in this agreement, the Provider must be informed 



immediately. Another individual may then be substituted, subject to agreement with 



the Provider, 



12 The Rights of Third Padies 



12.1 The Contracts (Rights of Third Parties) Act 1999 shall not apply to this Agreement. 



No person who is not a party to this Agreement (including any employee, oficer, 



agent, representative or subcontractor of either party) shall have the right: (whether 



under the Contracts (Rights of Third Parties) Act 1999 or otherwise) to enforce any 



term of this Agreement which expressly or by implication confers a benefit on that 



person without the express prior agreement in writing of the parties which a m m e  P\ 
must refer to this dause. 
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13 General 



13.1 The parties will not pledge the credit of the other parties nor represent themselves as 



being any one of the other partjes nor an agent, partner, employee or representative of 



the other parties and the parties will not hold themselves out as such nor as having any 



power or authority to incur any obligation of any nature, express or implied, on behalf 



of the other pasties and nothing in this Agreement will create, or be deemed to create, 



a partnership or joint venture or relationship of employer and employee or principal 



and agent between the parties and no employee of any party will be demed to be or 



have become an employee of the other parties. Neither party may use the other party's 



name or trademarks in any public disclosure, without the named parties prior written 



mnsent. 



13.2 This Agreement contains the entire agreement between the parties in relation to its 



subject-matter. Each of the parties irrevocably and unconditionally waives any right it 



may have to claim damages fom; and/or to rescind this Agreement because of, breach 



of any warranty not contained in this Agreement, or any misrepresentation whether or 



not contained in this Agreement, unless such misrepresentation was made 



fraudutently. 



13.3 No purported alvteration or variation of his Ageement shall be effective unless it is in 



writing, refers specifically to this Ageement and is signed by each of the parties to 



this Agreement. 



13,4 The rights and remedies of any party in respect of this Agreement will not be 



diminished, waived or extinguished by the granting of any indulgence, forbearance or 



extension of time granted by such party to the others nor by any failure 0% or delay by 



the said party in ascertaining or exercising any such rights or remedies. Any waiver of 



any breach of this Agreement shall be in writing. The waiver by any party of any 



breach of this Agreement will not prevent the subsequent enforcement of that 



provision and will not be deemed to be a waiver of any subsequent breach of that or 



any other provision, 



13.5 If at any time any part of this Agreement (including any one or more of the clauses of 



this Agreement or any sub-clause or paragraph or any part of one or more of these 



clauses) is  held to be or becomes void or otherwise unenforceabIe for any ream 
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under any applicable law, the same s h d l  be deemed omitted from this Agreement and 



the validity andor enforceability of the remaining provisions of this Agreement shall 



not in any way be affected or impaired as a resuIt of that omission. 



13.6 This Agreement may be entered into in the form of two or more counterparts, each 



executed by one or more of the parties but, taken together, executed by all, and, 



provided that all the parties shall so enter into the Agreement, each of the executed 



counterparts, when duly exchanged or delivered, wiII be deemed to be an original but, 



taken together, they shall constitute one instrument. 



14 Law 



14.1 This Agreement and my dispute or claim arising out of or in connection with it shall 



be governed by, and canstrued in accordance with, the laws of England. 



15 Jurisdicf ion 



15.1 All disputes or claims arising out of or relating to this Agreement shaH be subject to 



the non-exciusive jurisdiction of the English Courts to which the parties irrevocably 



submit. 



KN WITNESS OF TEE ABOVE the parties have signed this Agreement on the date written 



at the head of this Agreement. 



SIGNED by Victor Knight (Board Secretary) 



/- 



on behalf of 
NATIONAL 
BIOLOGICAL STANDARDS 
BOARD 











SIGNED by Michel DeWilde 
SUP k+ 



an behalf of 
SANOFI PASTEUR SA and its 
AfXlliate, SANOFI PASTEUR, IN@. 



SIGNED by Catherine Gerdil 
..... * ....... .. ...I.... .... *ll.l....ll... 



(hincipai Scientist, Sanafi %stew S.A) 



SIGNED by Richard Hjorth & yp ifJ7;0fi7 
I . ,  I . . . .  . . I * . .  I ....a. ....a .111**1..*.. 



(Principal Sc' tist, Sanofi Pasteur, Inc.) 
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Schedule P 



The Mateids 



MBRG-23 - an A/Turkey/Turkey/ l l2005// (H5N 1) Vaccine Reference Strain Generated by 



Reverse Genetics 
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Schedule 3 



Details of testing 



NIBRG-23 virus may be used for some or all of the activities listed below: 



Production of seed stocks from growth in embryonated hens' eggs or on mammalian cells. 



e Evaluation of virus yield following growth of NIBRG-14 in ernbyonat4 hens' eggs or on 



mammalian celL. 



e Tests of antigenic properties of NIBRG-23 using reference sera. 



* Infection of ferrets with NJBRG-23 in order to produce reference post infection sera. 



o Sequencing of NIBRG-23 influenza virus gene segments. 



s Production of pilot lots of inactivated NIBRG-23 vaccine for quality control evaluatjoh, for 



vaccination and challenge studies in small animals, or for clinical trial studies in humans. These 



studies will bc for research purposes only. 



Production of cummercial Iots of inactivatd NIBRG-23 vaccine for use in mher development 



activities, e.g., to determine scalability of manufacturing processes, for ongoing clinical trials, 



for immunization of critical workforce and for preparation of stockpile far use in the event of a 



pre-pandemic or pandemic emergency. Such activities shall not infringe the Intel Iectual 



Property Rights or any other rights of either the owners of the plasmids on which the Materials 



are based or the owners of the revase genetic engineering processes used to make these strains 



safe. 
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Schedule 3 



Delivery 











I Letter Agreement t 
. ... .. . .......... 



In response to the request of Sanofi Pasteur Inc. toaether with its affil~ate Sanofi Pasteur 
S.._~..#WANY-X-,~RG ("RECIPIENT") made to tbe 
Centers for Disease Control and Prevention ("PROVIDER') to be provided with the Influenza A 
virus 
reassortant Anhui/0112005(H5NI )-PR8-IBCDC-RG6 Reference Strain ("MATERIAL) possessed 
by . 



] lhe PROVIDER" lhe PROVIDER asks that the RECIPIENT agree to the follow~ng before the 
RECIPIENT receives the MATERIAL: 



The MATERIAL will be used in accordance with the terms of thefolbwing contract which 
RECIPIENT has been 
awarded by US Department of Health and Human Services: HHSOxxxx. The 
MATERI.AL will be used by the RECIPIENT for the purpose of the research, development and 
manufacture of influenza vaccines for US Department of Health and Human Sewices as well as 
for other DurDoses, includinu but not limited to internal research and dev@loume~t adivities 
immunization of our criticat work force and for donalion and sale to 0a-m addit~on to HHS. 



The aart~es hereto acknowledae that cGomrnercialization of !he MATERIAL or vaccine derived 
from the MATERIAL may require 
commercialization licenses from extant patent holder(s) of the reverse genetics methodology 
andlor 
products obtained using reverse genetics methods. RECIplENT remesent$ and warrants to 
0 
methodotoav and, accordinaly. has the right to conduct inlerrlal research and development 
aclivities and to produce vacclna derived from MATERIAL for anv and all purposes, including 
commercia! purposes, but solely to the extent that USE of the MATERIAL does not l n f r i a w  
int'ellecfual property riqhts of third pahies. For Ihe ayoidance of doubt. for purposes of this Lelfer 



not include m o d k d  derivative&orinactivated viral vacclnes produced usinq such MATERIAL 
A n y  
of the RECIPIENT. 



With the exception of the d~stribution of the MATERIAL a d + a % n & e ~ ~  
(a) among the RECIPIENT'S (or its afhliates') facilities and operations in Swifiwater, PA USA and 
-w+w&j m& the US Deparlrnent of tiealth and Human Services, 
which the PROVIDER hereby consents to, the MATERIAL Der se w~l l  not be further dislributed by 
the 
REClPlENTw~lhout the PROVIDER'S written consent. The RECIPIENT shall refer to the 
PROVIDER any request for lhe MATERlAL by any individual or company outside of the 
RECIPIENT and its affiliates, 



Any MATERIAL delivered pursuant to this Agreement is understood to be experimental in nature 
and may have hazardous properties. THE PROVIDER MAKES NO REPRESENTATIONS AND 
EXTENDS NO WARRANTIES OF ANY KIND. EITIHER EXPRESSED OR IMPLIED TIHERE 
ARE NO EXPRESS OR IMPLIED WARRANTjES OF MERCHANTABILITY OR FtTNESS FOR 
A PAATiCUlAR PURPOSE. Untess prohib~ted by law, the RECIPIENT assumes all liabil~ty for 
cla~rns for damages 











Watkins, Andrew ICDCIOSELSILSPPPQI 



From: 
Sent: 
To: 



Cc: 
Subject: 



Cox, Nancy {CDCICCIDINCI RD) 
Sunday, January 1 1,2009 2:48 PM 
Watkins, Andrew (CDCIODIOCSO); Donis, Ruben 0. (CDCICCIDINClRD); Knight, Janice 
(CDCICCIDIOD); Foster, Joseph A. (CDCIOC0010D); Miller, Daniel S. 
(CDCICOGHJDGPPC); Shapiro, Craig (HHSIOGHA); Blake-DiSpigna, Lisa (CDCICCIDIOD); 
Berklsy, Dale {MIHIOD) [El 
Shaw, Michael (CDCICCIDINCIRD); Hoelscher, Mary (CDCICCI DINCI RD) 
RE: MTA 



Thanks to at1 for keeping up with this difficult issue and working toward a globally acceptable salution. This has not been 
easy! 
Nancy 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Sunday, January 11, 2009 1:02 PM 
To: Cox, Nancy (CDC/CCID/MCIRD); Donis, Ruben Q. (CDCICCIDINCIRD); Knight, Janice (CDCICCIDIOD); Foster, Joseph 
A. (CDC/OCOO/OD); Miller, Daniel S. (CDC/COGH/DGPPC); Shapiro, Craig (HHS/OGHA); BIa ke-DiSpigna, Lisa 
(CDC/CCID/OD); Berkley, Dale (NIH/OD) [El 
Ce: Shaw, Michael (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Folks. 



I am in agreement with Ruben and Nancy's sentiments. During the course of our many discussions about influenza 
vaccine virus transfers, I believe we concluded that as long as the current system of transferring our standard vaccine 
virus candidates to vaccine manufacturers is successful, and neither requires nor would benefit: substantially from the use 
of our formal technology transfer tools, then we should continue the approach that has worked for several decades. This, 
especially in light of the international concerns over use of influenza viruses obtained originally from sensitive countries, 
unless by licensing the viruses we can better ensure equitable distribution to those counties. Is that a role we wish to take 
on here? 



At the same time, we must also make certain that we are not ate rights or any obtigations 
we have made to others. I believe we are past that point wit at this point, provided we 
ensure that we make hose rights clear to companies or other entities to which we transfer the viruses, as Janice has 
noted quite well. 



In my opinion, and consistent with our many discussions, we should find a way to remove the restrictions on use of the 
reassortants, while ensuring we are clear about any restrictions that may be imposed by others, but we should get out of 
the middie of those rights as best we can. 



I will need to see Tim Howe's markup of our Letter Agreement - it did not come through with this ernail chain. Ruben, 
Janice, can one of you please forward that to me? 



Thanks, 
Andrew 



Andrew Watkins 
Director, CDC Technology Transfer Office 











From: Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Saturday, January 10, 2009 4:29 PM 
To:' Donis, Ruben 0. (COC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD); Watkins, Andrew (CDC/OD/OCSO); Foster, 
Joseph A, {CDC/OCOO/OD); Miller, Daniel S. (CDC/COGH/DGPPC); Shapiro, Craig (HHS/OGHA); Blake-DiSpigna, Lisa 
(CDC/CCID/OD); Berkley, Dale (MIHIQD) [El 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Janice, 



More food for thought. 



1. We have had many, many discussions about these matters leading up to the lnterg~vernrnental Meeting held last 
December. NIH lawyer Dale Berkeley is very much aligned with us in our approach and I have copied him here. 



2. We have never received royalties for any d the influenza viruses provided to vaccine manufacturers far vaccine 
manufacture during my entire tenure at CDC which is just over 33 years If 1 am wrong someone please correct me 



3. Influenza B viruses used in influenza vaccines are almost always wild-type v~ruses and we provide them free of charge 
throughout the WHO system and to vaccine manufacturers on an annual basis, no strings attached. 



4. Seasonal influenza A viruses provided to vaccine manufacturers are typically high growth reassortants that are 
produced by spec~allzed laboratories but no royalties go to the country of origin, to the WHO or the experts that make the 
vaccine strain setect~on and provide the viruses to the specialized labs to make the high growth reassortants, nor to the 
specialized labs that make the seasonal high growth reassortants The work has to be done very quickly to meet very 
short timelines and we try to streamline every step. 



5. We backed ourselves into a corner with the old MTA and now we are tryjng to get out. Please help 



Thanks, 
Nancy 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Friday, January 09, 2009 5:41 PM 
To: Knight, Janice (CDC/CCID/OD); Watkins, Andrew (CDC/OD/QCSO); Foster, Joseph A. (CDC/OCOO/OD); Miller, Daniel 
S. (CDC/COGH/DGPPC); Shapiro, Craig (HHS/OGHA); Bla ke-DiSpigna, Lisa (CDC/CCID/OD) 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: MTA 



All, 
If I may, I wil'l wear my intergalactic observer hat for a moment and make some comments: 



1. CDC has access to many of the influenza viruses used in the derivation of reassortants by reverse genetics 
through its role as WHO Collaborating Center; therefore CDC is not the sole "owner" of said reassortants. 



2. CDC's mission is to reduce influenza mortality and morbidity; the best way to do this is by global vaccination and 
-90% the vaccine used worldwide is produced by pharmaceutical companies. 



3. Vaccine manufacturing is a high risk bus~ness proposition: most big pharmas are very cautious about investing in 
vaccine product development (it may get worse before it gets better). 



4, For example, in 2006-2007 HHS gave $1 billion to 4 vaccine companies (no typos here, yes this is a done deal) 
to promote development of ~nfluenza vaccine manufacturing capacity in the continental USA. 



5, To promote #2 and address #3, CDC makes the candidate vaccine strains and distributes them free of charge 
globally to encourage companies to develop and manufacture vaccines to immunize people. 











6. CDC should not try to collect royalties for the seasona! or pandemic influenza vaccine candidates because we do 
not contribute intellectual property and also because it counters what HHS wanted to accomplish under #4 and 
#5. 



7. CDC transfers the material to companies worldwide and informs the recipient that the matecial was produced 
using a proprietary technology and they are responsible for not violating the law with the use of the material. 
Doing otherwise would entail CDC taking on an 1P enforcement: role. 



8. If vaccine companies can make money selling influenza vaccines, this may translate into more and better 
vaccines, which will help accomplish CDC's mission. Win-win situation. Vaccine companies may have to pay 



' 



royalties to the owners of the IP (be it St Jude, etc), it is not for CDC to sort that out. Let US-DOJ or 
US-DOC deal with such IP issues. 



9. The main concern for CDC should be to liability: we do not want to be liable for anything as a result of giving a 
vaccine candidate to a Company. 



What risks would CDC face by distributing vaccine candidates under a rather liberal MTA? Would such risks outweigh the 
substantial benefits? 



Thanks, 
Ruben 



from: Knight, Janice (CDC/CCID/OD) 
Sent: Friday, January 09, 2009 3:40 PM 
To: Watkins, Andrew (CDC/OD/OCSO); Foster, Joseph A. (CDC/OCOO/OD); MiIler, Daniel S. 
(CDC/COGH/DGPPC); Shapiro, Craig (HHSIOGHA); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); 
Hoelscher, Mary (CDC/CCI D/NCIRD) 
Subject: FW: MTA 



All. 



1 have reviewed the documents from Sanofi Pasteur attached to the email below and I have some thoughts. The 
ed~ted draft of the CDC Letter Agreement seems to me to give Sanofi unlimited commercial~zation rights and 
would exclude CDC from receiving any royalty on CDC's 1P in the RG Reassortants. Granted they have a l~cense 
from AstraZeneca, but what does CDC do about licensure of these viruses? Are we going to provide these 
materials for commercial sale without any licehse agreement and no royalties of any sort3 I reviewed the 2008 
NIBSC agreement and I am not clear what Article 6.2 grants. Is NlSSC givlng Sanofi all IP in modifications and 
all derivatives? Would this be granting rights is advance, which I thought CDC didn't do? Article 6.3 restricts use 
of the original materials from commercialization, but does not address IP that might remain within a rnodif~cation 
or derivative. 



Bottom line is under what terms does CDC allow commercialization of the RG Reassortants? I have 
attached blank templates of the Biological Materials License Agreement (BMLA) and my most current copy of the 
Proprietary Technology License Agreement (PTLA) for your information. In addition, in the BMLA we have used 
the following addition where provision by the commercial Licensee to developing countries was applicable: 



" d An earned royzliy that will be reduced to one half'percent (0.5%) ofNd  Sales on Licensed 
Prodi~cts sold in cozlntries ccla,ss$ed as 20~1-inconze and lower-middle-income economies by the World 
Rank (wuw. worldbank.o~g). Ciassij?ca~ion will he remsessed at the begiming of each calendar year. " 



Jan ice 



Health Scientist, ~ e c h n o [ ; ; ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clihon Road. ME 











Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This ernail and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named or referenced above. If you have received this ernail in error, please contact the 
sender immediately. 



-. -. . . . . . . . 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Wednesday, January 07, 2009 5:37 PM 
To: Miller, Daniel S.(HHS/OGHA); Skapiro, Craig (HHS/OGHA); Blake-DiSpigna, Lisa (CDC/CCID/OD); Watkins, 
Andrew (CDC/OD/OCSO) 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD); Hoelscher, Mary (CDC/CCID/NCIRD); 
Knight, Janice (CDC/CCID/0D) 
Subject: FW: MTA 



All. 



It has been a few years since development of the terms of the MTA (or Simple Letter of Agreement) under which 
candidate vaccine strains prepared at CDC using reverse genetics technology have been distributed to vaccine 
manufacturers. As you know, the IP landscape of influenza reverse genetics has changed in the recent past: 
)(b)(4) I has negotiated licenses with several vaccine companies to use this technology. I am receiving 
requests from these companies to revisit the terms of the MTAlSLA for future pandemic vaccine strains (and even 
retroactively). 1 am attaching a copy on one such request as an example. It is in the best interest of HHS to enable 
the proposed activities regarding pandemic vaccines: "internal research and development as well as in clinical 
trials, product development, licensure, donation and commercial~zation". Sanofi claims to have worked out MTA 
with our counterpart in the UK (NIBSC) that allows them to do all these things (see attached document). 



HHS may not want to change anything, or perhaps some favorable conditions could be granted. In any case, re- 
evaluating the MTNSLA and establishing consensus on the course of action would be irnp~rtant to be able to 
respond to the requests from companies. Please let me know how you would like to proceed; i.e. teleconference, 
face to face meeting, who else needs to be involved and so on. 



Best regards, 



Ru bsn 



Ruben Donis, PhD 
Chief, Molecular Virology and  Vaccines Branch 
Influenza Division, NCIRD, CClD 
Centers for Disease Control and Prevention 
A600 Clifton Road - Mail Stop G-18 
Atlanta, GA 30333 
Phone: (404) 639-4968 
Fax: (404) 639-2350 



. - -. . . . 



From: Richard.Hjorth@san~fipa~teur.cam [mailto: Richard.Hjorth@sanofipasteur,com] 
&nP: Wednesday, January 07, 2009 3:45 PM 
To: Don is, Ruben 0. (CDC/CCID/N CI RD) 
Subject: RE: MTA 



Hi Ruben, Here is what we have come up with. 











We received material from CDC under the form of Letter Agreement that you provided. On its face the agreement 
restricts our use of material to activities in furtherance of a specific contract with HHS. We want to amend the 
letter agreement(sj, with retroactive evect, to allow us to engage in internal research and development as well as 
in clinical tr~als, product development, licensure, donation and commercialization. As you may know, Medlmrnune 
(now AstraZeneca) consolidated all of the 1P rights 
these rights up as a license package. We took a non d that is a matter of 
pub tic record. You can google for the press release t 



Alternatively, I would i 
will be happy to confirm t 
ent between CDC and sanofi pasteur, as the license fro 



Pasteur is royalty-bearing. He can be reached at: (301) 398-4759. We could also provide you with redacted 
copies of our license agreements, if that would help. 



According to the terms of our agreements with we can do whatever we want with material derived 
from RGlplasrnid rescue, and can practice such methods ourselves, except that we can't make NS-1 
modifications, can't' work with the #Ann Arbor backbone, and can't make live, attenuated flu. We don't have any 
intention of doing any of these things. 



One of our attorneys here, Tim Howe, took your draft letter agreement and made some modifications. His draft is 
attached as mark-up. He plans next to prepare a draft amendment to the existing agreements as an alternative to 
this approach, but if this form of Letter Agreement is satisfactory to CDC it will work for us. 



So, if we understand correctly, CDC simply wanted to be sure that any recipient of thbse materials would respect 
the IP rights of third parties. We are doing that, and can amply document that. Hopefully that means we can 
move ahead quickly now to secure the rights we need to continue in our efforts towards pandemic preparedness. 



Thank you, as always, for your help in these matters. 



Rich 



Richard Hjarth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swiftwater, PA. 18370 
570-957-251 3 



-._- _"." _&--..-1-_-,,,-,2---,b< --"+-* .+" * YC U + - ~ - - L - < . . , A - L - - - ~ - ~ ~ - - - - - - , d . - , ~  



From: Donis, Ruben 0. (CDC/CCID/NCIRD) ~mailto:rvd6@cdc.gov] 
Sne: Friday, November 28, 2008 1:09 PM 
To: Hjorth, Richard (sanofi pasteur) 
Subject: RE: MTA 



Richard, 
Please see the below generic Simple Letter Agreement and let me know what changes would be desirable for 
Sanofi. 
I just want to be sure I am on the same page when this is brought to the attent~on of HHS. 
Thanks, 
Ruben 



Letter Agreement 
In response to the request of COMPANY X, Inc. ("RECIPIENT") made to the 
Centers for Disease Control and Prevention ("PROVIDER') to be provided with the Influenza A virus 











reassortant Anhui10112005{H5N 1)-PR8-IBCDC-RGB Reference Strain ("MATERIAL") possessed by 
the PROVIDER" the PROVIDER asks that the RECIPIENT agee to the following before the 
RECl PlENT receives the MATERIAL: 



The MATERIAL will be used in accordance with the following contract which RECIPIENT has been 
awarded by US Department of Health and Human Services: HHSOxxxx. The 
MATERI.AL will be used by the RECIPIENT for the purpose of the research, development and 
manufacture of influenza vaccines for US Department of Health and Human Services. 
Commercialization of the MATERIAL or vaccine derived from the MATERIAL may require 
commercialization licenses from extant patent holder(s) of the reverse genetics methodology andlor 
products obtained using reverse genetics methods. 



With the exception of the distribution of the MATERIAL and vaccine der~ved from the MATERIAL 
(a) among the RECIPIENT'S (or its affiliates') facilities and operations in xxxx(b) to the US Department of Health 
and Human Services, 
which the PROVIDER hereby consents to, the MATERIAL will not be further distributed by the 
RECIPIENT without the PROVIDER'S written cansent. The RECIPIENT shall refer to the 
PROVIDER any request for the MATERIAL by any individual or company outside of the 
RECIPIENT and its affiliates. 



Any MATERIAL delivered pursuant to this Agreement IS understood to be experimental in nature 
and may have hazardous properties THE PROVIDER MAKES NO REPRESENTATIONS AND 
EXTENDS NO WARRANTIES OF ANY KIND, ElTlHER EXPRESSED OR IMPLIED. TIHERE 
ARE NO EXPRESS OR IMPLIED WARRANTIES OF MERCHANTABILITY OR FITNESS FOR 
A PARTICULAR PURPOSE. Unless prohib~ted by law, the RECIPIENT assumes all liability for 
claims for damages. 



From: Richard.Hjorth@sanofipasteur.oom [mailto: Richard.Hprth@sanofigasteur.com] 
Sent: Wednesday, November 26, 2008 3:05 PM 
To: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subject: RE: MTA 



Thanks for the quick follow up. Tim is excited about MIS. Here's a note from him: All my contact has 
been with Janice Knight in Tech Transfer. She's spoken with their QGC but I have not. 



While I'm at it, in anticipation of a successful resolution of the dilemna and perhaps as a test case would 
you be w~lling to ship us your A/ChickenllndialMIV3340712006? Also, the list we saw said the FDA had 
AIT)ucklLaosl32S5/7flOB I d~dn t th~nk FDA w&l&se. Is this vours  ' 1 '  3 



(b)(4) 



Thanks again, 
Rich 



Richard Hjorth, Ph.D. 
Director, V~ral Technology 
sanofi pasteut-, 
Discovery Drive, 
Swiftwater, PA. 18370 
570-957-251 3 











From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
To: 'Richard.Hjorth@sanofipasteur.com' 
Cc: Shaw, Michael (CDC/CCID/NCIRD); Cox, Nancy (CDC/CCID/NCIRD) 
Sent: Tue Nov 25 22:42:15 2008 
Subject: FW: MTA 
Hi Richard, 
I see your point. I think we are moving towards CDC providing rg-derived vaccine candidates to 
manufacturers without any use restrictions - CDC will simply ask for waivers of liability and inform 
recipients that they are reponsible for compliance with IP laws. 



I am copying Michael Shaw and Nancy Cox who have been in discussions about updating the 
MTA - not sure if the CDC legal folks are going to embrace this liberal approach. 



Best regards, 
Ruben 



Fmm : Richard.Hjorth@sanofipasteur,com ~mailto:Richard.Hjorth@sanofipasteur.comj 
Sent: Tuesday, November 25, 2008 10: 11 PM 
To: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subjeck FW: MTA 



Hi Ruben, 
I wonder if I can enlist your help with a mutually beneficial endeavor. One of our senior 



lawyers, Tim Howe, has been trying to work on th~s with some CDC lawyers and they don't 
seem to be getting very far The issue is that you are making pre-pandemic vaccine viruses but 
right now, there are too many restrictions on their use in the CDC Simple Letter Agreements for 
them to be of much use to us. We would like to be able to use these strains to make commercial 
vaccines and to make donations to WHO We've already cornmited as a company to donate to 
WHO. 
We already have worked out an agreement wit hat allows us to do all these 



things. Perhaps this could be a model for a sim 
I am hoping you might know the right people to speak with that may be able to move this along. I 



would hate to have to ask the NIBSC to make the same viruses you 
we can use them. As you know, we already have an agreement use their 
reverse genetics so that should not be a concern 
Thanks for any help you can provide. 
Rich 



Richard Hjorth, Ph.D. 
Director, Viral Technology 
sanofi pasteur, 
Discovery Drive, 
Swifiwater, PA. 1 8370 
570-957-251 3 











From: 
Sent: 
To: 
Cc : 
Subject: 



Knight, Janice (CDCICCI DIOD) 
Wednesday, January 07, 2009 8103 AM 
Foster, Joseph A. (CDCIOC0010D) 
Blake-DiSpigna, Lisa (CDCICCIDIOD); Watkins, Andrew (CDCIODIOCSO) 
RE: Commercialization of Reverse Genetics Influenza Reassortants 



Joe, 



No, I haven't heard anything. I really don't see why we don't treat these as any other CDC intellectual roperty and move 
r r h a v e  on products forward accordingly. One of the outstanding issues is just how much reach through does (b)(4) 



created using reverse genetics techniques. I do not know how to get the program to respond to the question of licensing 
the RG products, nor am I completely sure who would make the decision, i.e., Nancy Cox as the Division Director or Anne 
Schuchat as the Center Director. I don't perceive this as a burning issue for them. 



Were you able to discuss the issues with anyone at MIH to find out their approach, if any? 



Janice 



To: Watkins, ~ n d r e w  (CDC/OC;/OCSO); Foster, 3oseph A. (CDC/OCOO/DD) 
Cc: Horton, Heather H. (CDC/OCOO/OD); Blake-DiSpigna, Lisa (CDC/CCJO/OD) 
Subject: RE: Commercialization of Reverse Genetics Influenza Reassortants 
Importance: High 



Andrew, Joe, Heather, 



1 know you are all very, very busy, but I have tried to get an answer to Sanofi Pasteur's (SP} issues regarding 
commercialization of the Influenza Reverse Genetics reassortants andlor derivatives. SP brought this to my attention in 
July and I still can't provide Tim Howe an answer. If possible could you participate in a conference call with Lisa and 
myself? 1 have attached the MTA and Amendment #I (pdf) SP signed to receive the reassartants as welt as a proposed 
draft MTA from SP for CDC review. Please provide me with times you will have free and any further background 











information you may want to have prior to the call. Also, if you feel anyone from the Influenza Division or NCIRD, please 
provide their names. 



Thanks, 



Jan ice 



-- 
From: Tim.Howe@sanofipasteur.com [mailto:Tim.Howe@sanofipasteur.com~ 
Sent: Tuesday, October 28,2008 1: 14 PM 
To: Knight, Janice (CDC/CCID/OD) 
Cc James.Matthews@sanofipasteur.com; Williarn.Harris@sanofipasteur.com 
Subject: RE: MTA 



Dear Janice, 



Just another reminder that we are most eager to talk to CDC about the current form of MTA that has been used to access 
pre-pandemic seed strains. have you had any feedback from your attorneys yet? We truly feel a sense of urgency 
around this topic and I would very much appreciate hearing from you soon I have put in copy Dr. James Matthews, a Sr 
Director in our Public Policy office in DC responsible overall for all of our pre-pandemic contracting activities, and Mr. 
William Harr~s, an attorney in our Swifhvater office responsible for supporting the US govt contract~ng efforts, as I would 
like to suggest that we arrange a meeting as soon as possible where Jim and I, and possibly Bill, would go to CDC to 
meet with your team and share our goals and objectives. 



Timothy R. Howe, Ph.D. 
Assoc. Vice President & Asst. General Counsel, 
R&D and Business Development 
Sanofi pasteur 
2 avenue pont Pasteur 
L yon 6900 7 France 
Td: 04 3737 75-15 
Fax: 0 



with kind regards, 



Tim Howe 



+---.,- --.-.--- 
From: Hawe, Tim (sanofi pasteur) 
Sent: jeudi 11 septembre 2008 19:09 
To: Knight, 3anice (CDC/CCID/OD) 
Subjeck RE: MTA 



Dear Janice, 



Just: following up again to see whether you had found the oppofiunity to discuss these issues with your colleagues and 
superiors at CDC (and, perhaps, HHS). We remain of the view that these issues are critical to pandemic preparedness 
and so wo~rld appreciate whatever you could do at your end to facilitate a conversation, if not a meeting, with the right 
people within CDC. 



Thanks In advance for your help. i 



Tim Howe 



-- 











From: Knight, Janice (CDC/CCID/OD) [mailto:jckl@cdc.gov) 
Sent: jeudi 17 juillet 2008 19: 12 
Yo: Howe, Tim (sanofi pasteur) 
Subjeck RE: MTA 



Dear Dr. Howe, 



Thank you for your prompt response. I have injtiated discussions with our patent attorney and I hope to hear from him 
soon. 1 wit1 follow-up with you as soon as possible. 



Jan ice 



Health Scientist, ~ e c h n o l o ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, ME 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CQNF~DENTIAL~TY NOTICE: This email and the attached docurnent(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be gjven or copied to anyone other than 
the person(s) named or referenced above. If you have received fhis email in error, please contact the sender immediately. 



From: Tim.Howe@sanofipasteur.com [mailto:Tirn.Howe@sanofipasteur.com] 
Sent: Thursday, July 17, 2008 9:49 AM 
To: Knight, Janice (CDC/CCID/OD) 
Subject: MTA 



Dear Ms. Knight, 



I just left you a voice mail in an attempt to foliow up on a voice mail I left you some weeks ago. This time of year can be 
especially challenging. 



Our scientists: including our Principle Investigator, Richard Hjorth, have received reference seeds in the past from Ruben 
Donis. See, for example, Simple Letter Agreement, CDC Reference No. FLU-06-003-Oq, wherein we obtained Influenza 
A virus reassortant Anhui10112005 (HSN1)-PR8-IBCDC-RGG Reference Strain, in which agreement we were given the 
right to use the reference AlAnhui seed in furtherance of US govt contracting as well as for internal research and for 
immunization of our critical workforce, but not for commercial use. 



Can you tell from your records whether we received the Bar-Headed Goose reference seed from CDC and, if so, under 
what conditions? As you are aware, we have a full commercialization license with Medlmrnune (with the limited 
exceptions that we cannot make NS-1 deletions or live attenuated flu vaccines) and we are getting requests from foreign 
governments for pre-pandemic vaccine for stockpiling purposes and would like to amend as necessary any previous 
MTAs with CDC to give us the "full bundle of rights". 



I look forward to discussing this with you in the very near term. There is some sense of urgency around this issue, as our 
window of opportunity far producing pre-pandemic vaccine will close shortly. 



With best regards, 



Tim Howe 











Timothy R. Uowe, Ph. D. 
Assoc. Vice President & Asst. General Counsel, 
R&D and Business Development 
Sanofi pasteur 
2 avenue pon t Pasleur 
Lyon 69007 France 
Tef 04 3737 7515 
Fax: 04 3737 7061 
Mobde: 



"Cctte communication (y compris les pieces jointes) est rescrvce a l'usage cxclusif du destinataire (des 
destinataires) et peut contenir des informations privilegiees, confidentielles, exemptees de divulgation selon la 
loi ou protegees par les droits d'auteur. Si vous n'etes pas un destinataire, toute utilisation, divulgation, 
distribution, reproduction, examen ou copie (totale ou partielle) est non-autorisee et peut etre illegalc. Tout 
message electronique est susceptible d'alteration et son integrite ne peut etre assuree. Sanofi Pasteur decline 
toute responsabilite au titre de ce messagc s'il a ctc rnodifie ou falsifie. Si vous n'etes pas destinataire de ce 
message, rnerci de le detruire immediatement et d'avertir I'expediteur de I'eweur de distribution et de la 
destruction du message. Merci. 
This transmission (including any attachments) is intended solely for the use of the addrcssee(s) and may contain 
confidential information including trade secrets which are privileged, confidential, exempt from disclosure 
under applicable law and/or subject to copyright. If you are not an intended recipient, any use, disclosure, 
distribution, reproduction, review or copying (either whole or partial) is unauthorized and may be unlawful. E- 
mails are susceptible to alteration and their integrity cannot be guaranteed. Sanofi Pasteur shall not be liable for 
this e-mail if modified or falsified. If you are not the intended recipient of this e-rnail, please delete it 
immediateIy from your system and notify the sender of the wrong delivery and the mail deletian. Thank you." 
...................................................................... 











From: 
Sent: 
To: 
Cc: 
Subject: 



Knight, Janice {CDCICCIDIOD) 
Friday, December 12,2008 10:02 AM 
Watkins, Andrew (CDCIODIOCSO); Donis, Ruben 0. (CDCICCIDINCIRD) 
Blake-DiSpigna, Lisa {CDCICCIDIOD); Hoelscher, Mary (CDCICCIDINCI RD) 
RE: CSL-MTA for RG candidate vaccine strain for NAnhuilllOS 



Has a decision been made regarding the CSL receipt of the NAnhui RG6 virus yet with regard to potential commercial 
use of the material for production of a stockpile of vaccine? Just as a reminder, we allowed several Japanese firms to 
make a stockpile for the Japanese government using the MTA only. 



Janice 



From: Watkins, Andrew (CDC/OD/OCSO) 
Sent: Monday, December 01, 2008 8:49 AM 
To: Donis, Ruben 0. (CDC/CCID/MCIRD); Knight, Janice (CDC/CCID/OD) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/OD); Hoelscher, Mary (CDC/CClD/NCIRD) 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/05 



Rubin, for me, I'm fine with either a phone call or in person. My Outlook Calendar is up to date, or just telt us your meeting 
time preferences. 



Andrew 



Andrew Watkins 
Director, CD C Technology Transfer Office 



---- ~ M I U I N I * V * I - - ~  * ...."A -----rP-ll.,- "?-- -.----".+-.- 



From: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Sent: Sunday, November 30, 2008 11:23 PM 
Tu: Knight, Janice (CDC/CCID/OD); Watkins, Andrew (CDC/OD/OCSO) 
Cc: Bta ke-DiSpigna, Lisa (CDCJCCIDIOD); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS 



Janice, 
I agree that the cc "THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN SUBJECTS". >> should stay. This 
refers to the virus we provide, which has not been tested for absence of any adventitious agents, etc. However, if the 
recipient generates and qualifies a seed virus under a process that persuades a regulatory body to grant an IND permit to 
use in human clinical trials, they are OK. Therefore the proposed << The Research Material will be use to generate from 
progeny virus under GMP conditions seed virus for production of pilot lots of inactivated candidate vaccines for use in 
human clinical trials.>> looks fine to me. 



Andrew, Lisa, Janice, 
I would like to talk to you about "commencia~ use" queries from CSL and others. Phone call or in person? 



Thanks, 
Ruben 











From: Knight, Janice (CDCICCIDIOD) 
Sent: Monday, November 24, 2008 10:43 AM 
To: Watkins, Andrew (CDC/OD/OCSO); Donis, Ruben 0. (CDC/CCID/NCIRD) 
Cc: Blake-DiSpigna, Lisa (CDC/CCID/O D); Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: FW: CSLMTA for RG candidate vaccine strain for A/Anhui/l/05 
Importance: High 



Hi Andrew, Ruben, 



I have attached the latest draft of the Pre-approved MTA for the transfer of the Anhui avian influenza reverse 
genetics reassortant to CSL, Limited, Australla. CSL requested some minor changes which have been made, but 
I want to conf~rm that my assessment of the situation is correct. If you recall, earlier this year, at the suggestion of 
Dale Berkely we replaced the pre-approved MTA tern late with a template that was very nearly the same as our 
standard MTA template which removes references to f ?  b 4 Also removed in paragraph 3 is the previous 
menu of possible allowed uses of the Research Material. This menu is replaced with a statement of use 
requirement to be added in a box under paragraph 3 as is required ~n the standard template. The requests for the 
reassortants must or~ginate with Ruben in influenza to approve the use as it should appear in paragraph 3. The 
original menu choices were: 



a. Generation of virus seed for production of pilot lots of inactivated candidate vaccines for use in human 
clinical trials. 



b. Generation of virus seed for production of pilot lots of inactivated vaccines for use in animals. 
c. For in vitro studies to assess immune responses to H5N 7 in humans or animals. 
d. For in vivo studies in laboratory animals to assess immune responses to H5Nl. 
e. Other. Please attach a brief description of research project to the agreement. 



CSL is concerned with the statement in clause 2, page 2 of the attached draft, which states that "THIS 
RESEARCH MATERIAL MAY NOT BE USED IN HUMAN SUBJECTS. They ask, "Given that one key purpose 
of t h ~ s  RG virus candidate is to serve as a potential pre-pandemic vaccine for human use and for clinical studies 
for vaccine development, I wonder if this clause could be mod~fied." I propose to add the following to paragraph 3 
to clarify the allowable use for human ctinical trials: 



The Research Material wilt be use to generate from progeny virus under GMP conditions seed virus for production 
of p~lot lots of inact~vated candidate vaccines for use in human clinical trials 



I believe CSL performs cl~nical trials themselves and I have asked Influenza to find out if their use of this material 
would constitute any commercial purpose. 



""**PS Has any informat~on come down regarding the use of the reverse genetics reassoflants or derivatives for 
cummerc~al purposes? 



Janice 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This ernail and the attached documenys) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named or referenced above, If you have received this email in error, please contact the 
sender immediately. 











From: Peter. Schoofs@csl.com.au 
To: Hoelscher, Mary (CDCICClDINCI RDJ 
Sent: Thu Oct 30 21:50:39 2008 
Subject: RE: CSL-MTA for RG candidate vaccine strain for AIAnhuil?/05 



Hello Mary, 



An issue has been identified in the MTA following review by our IBC delegate 



She notes that clause 2, page 2, states that "THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN 
SUBJECTS". 



Given that one key purpose of this RG virus cand~date is to serve as a potential pre-pandemic vaccine for human 
use and for clinical studies for vaccine development, 1 wonder if this clause could be modified. 



I can understand that the samples of material should not be permitted to go into patients as these may not have 
been prepared under GMP systems and there is no claim that they are fit for any purpose, however vaccine 
produced from progeny virus under GMP conditions should be able to be used in human clinical studies or for 
preparation of pre-pandemic vacdne. 



If the research materials were defined as the samples of the virus supplied and also define progeny then perhaps 
the clause could be modified to indicate that progeny virus may be used to prepare inactivated vaccine for use in 
human subjects (subject to provisions of a quality manufacturing / GMP system) as intended. 



I note that the earlier MTA in place for Allndonesial5lO5 RG candidate specified use in the clinical setting. 



Perhaps you can see a way past this conundrum. 



Regards 



Peter 



Peter Schoofs 



Manager, 



Influenza Development, R&D 



CSL Limited 











From: Hoelscher, Mary (CDCICCIDINCIRO) Irnailto:rnzrl &cdc.aovj 
Sent: Tuesday, 9 September 2008 12:04 AM 
To: Schoofs, Peter AUIPKV 
Subject: RE: CSL-MTA for RG candidate vaccine strain for AIAnhuitl iO5 



Peter, 



Here is the edited version with the double signatory for CSL. This is the latest version that our Tech Transfer 
Office has on record. Our MTA was ed~t in MarchiApril upon suggestions from CDC's legal department. Hopefully 
we are both working off the same version. Please note that there are 3 boxes left wh~ch need to be completed - 
one in Paragraph 3 describing the Research Project; and 2 on the signature page: Recipient3 Biosafety Off~cjal 
and second Authorized Official as CSL requested the addition of a second signatory. Let me know if you have 
any more questions. 











From: Donis, Ruben 0. (CDCICCI DINCI RDJ 
Sent: Sunday, November 30,2008 11:23 PM 
To: Knight, Janice (CDCICCI DIQD); Watkjns, Andrew (CDCIODIOCSO) 
Cc: Blake-DiSpigna, Lisa (CDCICCID/OD); Hoelscher, Mary {CDCICCI DINCI RD) 
Subject: RE: CSL-MTA for RG candidate vaccine strain for #Anhui/?l05 



Janice, 
I agree that the << "THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN SUBJECTS. >> should stay. This 
refers to the virus we provide, which has not been tested for absence of any adventitious agents, etc. However, if the 
recipient generates and qualifies a seed virus under a process that persuades a regulatory body to grant an IND permit to 
use in human clinical trials, they are OK. Therefore the proposed cc The Research Material will be use to generate from 
progeny virus under GMP conditions seed v~rus for production of pilot lots of inactivated candidate vaccines for use in 
human clinical trials.= looks fine to me. 



Andrew, Lisa, Janice, 
I would like to talk to you about "commencial use" queries from CSL and others. Phone call or in person? 



Thanks, 
Ruben 



From: Knight, Janice (CDC/CCID/OD) 
Sent: Monday, November 24,2008 10:43 AM 
To: Watkins, Andrew (CDC/QD/OCSO); Donis, Ruben 0. (CDC/CCID/NCIRD) 
Cc: Blake- DiSpigna, Lisa (CDC/CCID/OD); Hoelscher, Mary (CDC/CCID/NClRD) 
Subject: FW: CSL-PITA for RG candidate vaccine strain for A/Anhui/1/05 
Importance: High 



Hi Andrew, Ruben, 



1 have attached the latest draft of the Pre-approved MTA for the transfer of the Anhui avian influenza reverse 
genetics reassortant to CSL, Limited, Australia. CSL requested some minor changes which have been made, but 
I want to confirm that my assessment of the situation is correct. If you recall, earlier this year, at the suggestion of 
Dale Berkely we replaced the pre-approved MTA tern late with a template that was very nearly the same as our 
standard MTA template which removes references to r l  (b)(4) Also removed in paragraph 3 is the previous 
menu of possible allowed uses of the Research Material, This menu is replaced with a statement of use 
requirement to be added in a box under paragraph 3 as is required in the standard template, The requests for the 
reassortants must originate with Ruben in Influenza to approve the use as it: should appear in paragraph 3. The 
original menu choices were: 



a. Generation of virus seed for production of pilot lots of inactivated candidate vaccines for use in human 
clinical trials. 



b. Generation of virus seed for production of pilot lots of inactivated vaccines for use in animals. 
c. For in vitro studies to assess immune responses to H5Nf in humans or animals. 
d. For in vivo studies in laboratory animals to assess immune responses to H5NI. 
e. Other. Please attach a brief description of research project to the agreement. 



CSL is concerned with the statement in clause 2, page 2 of the attached draft, which states that "THIS 
RESEARCH MATERIAL MAY NOT BE USED IN HUMAN SUBJECTS:'. They ask, "Given that one key purpose 
of this RG virus candidate is to serve as a potential pre-pandemic vaccine for human use and for clinical studies 
for vaccine development, I wonder if this clause could be modified." I propose to add the following to paragraph 3 
to clarify the allowable use for human clinical trials: 











The Research Material w~ll be use to generate from progeny virus under GMP conditions seed virus for production 
of pilot lots of inactivated candidate vaccines for use in human clinical trials. 



1 believe CSL performs clinical trials themselves and I have asked Influenza to find out if their use of this material 
would constitute any commercial purpose. 



****PS Has any information come down regarding the use of the reverse genetics reassortants or derivatives for 
commercial purposes? 



Janice 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CCfD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



ConFloENrlAtrTY NOTICE: This ernail and the attached docurnent(s) may contain confidential information and may be 
othenrvise protected by law. Its content should not be disclosed and it should not be given or copied to anyone 
other than the person(s) named or referenced above. If you have received this email in error, please contact the 
sender immediately. 



From: Peter Schoofs@csl.com.au 
To: Hoelscher, Mary (CDCICCIDINCI RD) 
Sent: Thu Oct 30 21:50:39 2008 
Subject: RE: CSL-MTA for RG candidate vaccine strain for NAnhui/llOS 



Hello Mary, 



An issue has been identified in the MTA following review by our IBC delegate. 



She notes t ia t  clause 2, page 2, states that "THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN 
SUBJECTS. 



Given that one key purpose of this RG virus candidate is to serve as a potential pre-pandemic vaccine for human 
use and for clinical studies for vaccine development, I wonder if this dause could be modified. 



I can understand that the samples of material should not be permitted to go into patients as these may not have 
been prepared under GMP systems and there is no claim that they are fit for any purpose, however vaccine 
produced from progeny virus under GMP conditions should be able to be used in human clinical studies or for 
preparation of pre-pandemic vaccine. 



If the research materials were defined as the samples of the virus supplied and also define progeny then perhaps 
the clause could be modified to indicate that progeny virus may be used to prepare inactivated vaccine for use in 
human subjects {subject to provisions of a quality manufacturing I GMP system) as intended. 











I note that the earlier MTA in place for Allndonesiat5105 RG candidate specified use in the clinical setting. 



Perhaps you can see a way past this conundrum. 



Regards 



Peter 



Peter Schoofs 



Manager, 



Influenza Development, R&D 



CSL limited 



From: Hoelscher, Mary (CDCICCIDINCI RD) [mailto:rnzrl @cdc.qov] 
Sent: Tuesday, 9 September 2008 *12:04 AM 
To: Schoofs, Peter AUlPKV 
Subject: RE: CSLMTA for RG candidate vaccine strain for AIAnhuilIlOS 



Peter, 



Here is the edited version with the double signatory for CSL. This is the latest version that our Tech Transfer 
Office has on record. Our MTA was edit in MarchlApril upon suggestions from CDC's legal department. Hopefully 
we are both working off the same version. Please note that there are 3 boxes left which need to be completed - 
one in Paragraph 3 describing the Research Project; and 2 on the signature page: Recipient's Biosafety Official 
and second Authorized Official as CSL requested the addition of a second signatory. Let me know if you have 
any more questions. 



Mary 











From: 
Sent: 
To: 
Subject: 



Importance: 



Blake-DiSpigna, Lisa (CDCICCIDIOD) 
Friday, November 28,2008 950 AM 
Watkins, Andrew {CDCIODIOCSO}; Foster, Joseph A. (CDCIOC00100) 
FW: CSL-MTA for FIG candidate vaccine strain for NAnhuilll05 



High 



fyi.. 



Janice is working on this particular request. I'm not sure if she had an opportunity to follow up with you.  If not, you may 
hear from her next week, 



From: Hoelscher, Mary (CDC/CCID/NCIRD) 
Senk Thursday, November 27, 2008 1:08 PM 
To: Knight, Janice (CDC/CCID/OD); Bla ke-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: Fw: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS; 
Importance: High 



Responses to the commercial use of a reassortnat virus. 



------------------------- 
Sent from my BlackBerry Wireless Handheld 



From : Peter.Schoofs@csl.com.au 
To: Hoelscher, Mary (CDC/CUD/NCTRD) 
Cc: Donis, Ruben 0. (CK/CCID/NCIRD); Knig htr Janice (CDC/CCID/OD) 
Sent: Thu Mov 27 01:19:06 2008 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/05 
Hello Mary, 



There is no clinical trial planned for this virus at present, though there could be in the future. 
CSL has been trying to obtain and prepare working virus seed lots for aII of the WHO recommended potential pandemic 
vaccine strains as a first step in our pandemic preparedness program. 
Hence the request for the MTA to allow use in humans. Preparation of working virus seed lots for potential human use in a 



I 
pandemic response would not constitute a commercial use until I unless a pandemic occurred. 



However in the last few days we have been asked by the Australian Government to tender for preparation of material for a 
pandemic stockpile. 
We are considering using the RG version of AIAnhui/l/OS for this stockpile. H used, this would definitely constitute a 
commercial use of this material. 
CSL already holds a licence for commercial applications with the owners of the IP i.e. Medlmmune. 



CSt  is keen to implement MTA's for all potential pandemic vaccine RG strains prepared at CDC. These would all have 
the potential to be used in human studies or for pandemic response applications. 



We would like to receive the RG virus and prepare a working virus seed lot for the NAnhui RG strain, ideally before 
Christmas. 
Is there any chance that an MTA permitting preparation of a working seed for potential use in humans could be agreed to 
in the near future? 



Thanks 
Peter 



Peter Schoofs 











Manager, 
Influenza Development, R&D 
CSL Ltmited 



Ph +61 39389 1585 
Fax+61 39381 1923 
Email: Peter schoofs@csl com.au 



F r ~ m :  Hoelscher, Mary (CDC/CCID/NCIRD) [mailto:mzrl@cdc,gov] 
Sent: Tuesday, 25 November 2008 2:17 AM 
To: Schoofs, Peter AU/PKV 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD) 
Subjeck RE: CSL-MTA far RG candidate vaccine strain for A/Anhui/l/OS 



Peter, 



A couple of questions: Who is sponsoring the clinical trial to evaluate this reassortant as a pandemic vaccine? Does your 
participation in this clinical trial constitute a commercial use of this material, progeny or derivative? 



Mary 



From: Peter,Schoofs@csl.com.au [mailto:Peter.Schoofs@csl.com.au~ 
Sent: Thursday, October 30, 2008 9:51 PM 
To: Hoelscher, Mary (CDC/CCID/NCIRD) 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS 



i 
Hello Mary, 



An issue has been identified in the MTA following review by our IBC delegate. 



She notes that clause 2, page 2, states that "THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN 
SUBJECTS". 



Given that one key purpose of this RG virus candidate is to serve as a potential pre-pandemic vaccine for human use and 
for clinical studies for vaccine development, I wonder if this clause could be modified. 
t can understand that the samples of material should not be permitted to go into patients as these may not have been 
prepared under GMP systems and there is no claim that they are fit for any purpose, however vaccine produced from 
progeny virus under GMP conditions should be able to be used in human clinical studies or for preparation of pre- 
pandemic vaccine. 



If the research materials were defined as the samples of the virus supplied and also define progeny then perhaps the 
clause could be modified to indicate that progeny virus may be used to prepare inactivated vaccine for use in human 
subjects (subject to provisions of a quality manufacturing I GMP system) as intended. 



I note that the earlier MTA in place for Nlndonesial5105 RG candidate specified use in the clinical setting. 



Perhaps you can see a way past this conundrum. 



Regards 
Peter 



Peter Schools 
Manager, 
Influenza Development. R&O 
CSL Limited 



Ph +61 3 9389 1585 
Fax +61 3 9381 1913 
Ernail: Peter.schoofs~csI.com.au 











-- u-----.-u.--------A-p" p--p------. 
From: Peter.Schaofs@csl.com.au [mailto:Peter.Schoofs@csl.com.au] 
Sent: Thursday, August 28,2008 2:57 AM 
To: Hoelscher, Mary (CDC/CCED/NCIRD); Hoelscher, Mary (CDC/CCI Df MCIRD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subject: CSLMTA for RG candidate vaccine strain for A/Anhui/l/OS 



Hello Mary, 



I am resending this email in case it failed to get through or has otherwise been misplaced. 
Could you reply to this email to confirm receipt please? 



Are there any issues with the requested amendments to the MTA listed below? 



Regards 
Peter 



Peter Schoofs 
Manager, 
Influenza Development, R&D 
CSL Limited 



Hello Mary, 



CSL is still keen to implement an MTA with CDC for transfer of the RG candidate vaccine strain for A/Anhui/l/OS. 
There was a draft MTA that was initially reviewed, some changes requested and implemented in a second version of the 
draft MTA. 
However, in edition 2 there were other changes made to the MTA and these were requested to be re-instated as per the 
correspondence below. 



Could you give me an update on the status of the MTA please? 
Is edition 3 available for review and hopefully execution? 



Thanks for any help you may be able to give. 



Regards 
Peter 



Peter Schoofs 
Manager, 
Influenza Development. R&D 
CSL Limited 



Ph +61 3 0389 1585 
Fax *61 3 938'1 1913 
Email: P m  



- ++----.-, 



Hello Mary, 



I have been asked by CSL's legal department to have two amendments made to the MTA and a change to the signatory 
names. 



They are: 
I .  Clause 4 - Insert the following words affer "disclosed to Recipient wihout a canficlentiality obiigation" - 
"or thaf the Recipient can establish by reasonable proof is independently developed by employees of the Recipient who 



had no knowledge of the confidential information disclosed. " 
4 











From: Hoelscher, Mary (CDC/CCID/NCIRD) [mailto:mzrl@cdc,gov] 
Sen%: Tuesday, 9 September 2008 12:04 AM 
To: Schoofs, Peter AU/PKV 
Subject: RE: CSCMTA for RG candidate vaccine strain for A/Ankui/l/05 



Peter, 



Here is the edited version wtth the double signatory for CSL. This is the latest version that our Tech Transfer Office has on 
record. Our MTA was edit in MarchiApril upon suggestions from CDC's legal department. Hopefully we are both working 
off the same version. Please note that there are 3 boxes left which need to be completed - one in Paranraph 3 
describing the Research Project, and 2 on the signature page: Recipient's Biosafety Official and second Authorized 
Official as CSL requested the addition of a second signatory Let me know if you have any more questions. 



Mary 



From: Peter.Schoafs@csl.cam.au [mailto: Peter,Schoofs@csl.com.au] 
Sent: Monday, September 08, 2008 1:03 AM 
To: Hoetscher, Mary (CDC/CCID/NCIRD) 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); Selina.Sawaya@csl.com.au 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS 



Hi Mary, 



I look forward to receiv~ng the modified MTA. 
We do still require 2 authorized signatories please 



Regards 
Peter 



Peter Schoofs 
Manager, 
Influenza Development, R&D 
CSL Limited 



Ph +61 3 9389 1585 
Fax+61 39383 1913 
Email: Peter schoofs@csl com.au 



---- 
From: Hoelscher, Mary (CDC/CCID/NCIRD) [mailto:mzrl@cdc.gov] 
Sent: Saturday, 6 September 2008 7:25 AM 
To: Schoofs, Peter AU/PKV 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD) 
Subject: RE: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/05 



Peter, 



Tech Transfer is modifying clause 4 but have said that changes to clause 5 are not acceptable as execution is the 
effective date (date of the last authorized signatory) and not when shipment occurs. I had hoped to have the modified 
agreement before the end of today, but it has not been sent and their office is closed. I should have the document Monday 
to forward to you. 



Do you still need 2 signatories for CSL? 



Sorry for the delay. 











2. Clause 5 - After "three (3) years have elapsed, insert "from receipt of Research Materials" 



Note: f hese phrases were present in the previous draft of the MTA reviewed by CSL. 



In addition, in the signing clause, "Edward Bailey, Assistant Company Secretary" should be replaced with "Peter Turvey, 
Company Secretary". 



Could these amendments be made to the MTA and the new version returned to me for completion and approval? 



Regards 
Peter 



Peter Schoofs 
Manager, 
Influenza Development, R&D 
CSL Limited 



Ph+61 39389 1585 
Fax 461 3 9381 1913 
Email: ~ e ~ s c h o o f s ~ c s l . c o m . a u  



from: Sawaya, Selina AU/PKV 
Sent: Friday, 8 February 2008 11:40 AM 
To: Schoofs, Peter AUlPKV 
Subject: FW: TRIM: RE: TRIM: FW: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS 



Hi Peter, 



As d~scussed with you earlier today, I have set out below the changes we need to request from CDC as these were in the 
previous version we had  reviewed: 



1. Clause 4 - Insert the following words after "disclosed to Recipient wihout a confidentiality obligation" - 



"or that the Recipient can establish by reasonable proof is independently developed by employees of the Recipienf who 
had no knowledge of the confidential information disc/osed. " 



2. Clause 5 - After "three (3) years have elapsed", insert "from receipt of Research Materials". 



In addition, in the signing clause, "Edward Bailey, Assistant Company Secretary" should be reptaced with "Peter Turvey, 
Company Secretary". 



Regards, 



Selina Sawaya 
LegaB Consultant 
CSL Limited , 



45 Poplar Road, Parkville I VIC 3052 1 Australia 
phone +64 3 9389 2735 1 fax +613 9387 8454 
selina.sawaya@csl.com.au 
www.csI.com.au 



From: Sawaya, Selina AU/PKV 
Sent: Thursday, 7 February 2008 5:16 PM 
To: Schoofs, Peter AU/PKV , 



Subject: TRIM: RE: TRIM: FW: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/05 











Hi Peter, 



I note that this version of the MTA is slightly d~fferent to the version I reviewed in July 2007. 1 would like to make some 
amendments to the MTA to bring it into line with the previous version we reviewed. Since I can't make amendments to the 
MTA sent to me (it doesn't allow me to make changes), can you please request a version from CDC that we can amend. 



Regards, 



SeBina Sawaya 
Legal Consulfan t 
CSL Limited 



46 Poplar Road, Parkville I VIC 3052 ] Australia 
phone+633938927351fax+61393878454 
selina.saway a@csl.com.au 
anrww.csl.com.au 



-- --- 
From: Schoofs, Peter AU/ PKV 
Sent: Tuesday, 5 February 2008 11:10 AM 
To: Sawaya, Selina AU/PKV 
Subject: TRTM: W: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/OS 



Hello Selina, 



I have received an edited MTA for Influenza A virus reassortant An hui/01/2005(H5MI)-PR8-IBCDC- 
RG5 Reference Strain from CDC. 
t have completed the required fields and would like to progress approval of the MTA if the revised document is 
acceptable. (Attached). 



Note, CDC has made a number of changes to the document in addition to the ones that CSL requested 



Please feel free to contact me on X I  585 



Regards 
Peter 



Peter Schoofs 
Manager, 
Influenza Development, R&D 
CSL Limited 



From: Hoelscher, Mary (CDC/CCID/NCIRD) [mailto:mzrl@CDC.GOV] 
§at: Tuesday, 6 November 2007 7:43 AM 
To: Schoofs, Peter AU/PKV 
Cc: Donis, Ruben 0. (CDC/CCID/NCIRD); McNeitl, Valerie (COC/CCID/OU) (CTR) 
Subject FW: CSL-MTA for RG candidate vaccine strain for A/Anhui/l/05 



Or, Schoafs, 



I have replaced Marty Monroe as the MTA liaison for the Influenza Division at CDC Marty had discussed your proposed 
changes with the Technology Transfer Office ( T O )  and they have modified the MTA template to include a second signing 
clause. However, TT0 felt the changes to Clause 5 were unwarranted 



Attached above is the Materials Transfer Agreement (MTA) established by the Centers for Disease Control and 
Prevention for Influenza A virus reassortant An ~ U ~ / O ~ / ~ ~ ~ S ( H S N ~ ) - P R ~ - I B C D C - R G ~  Reference Strain and 











modified to meet the requirements of CSL Limited. This MTA assumes that the document is accepted without any 
additional changes. Please follow the instructions in the letter to Prospective Recipients (attached) 'as to how to submit the 
MTA. Note that if your institution has any edits or changes to this agreement, the MTA will then go through the standard 
CDC-MTA process which may require longer for review, agreement on changes, and subsequent signatures. Upon 
receipt of t he  signed MTA, CDC wil I ship the v~rus as soon as possible, provided the necessary import permits are 
enclosed (e.g., shipments to addresses within the USA require a USDA permit). 



Thank you for your time and attention to this important matter. Please do not hesitate to contact any of us of at the e-mail 
addresses or telephone numbers below, should you need more information. 



Kind regards, 



Mary (Renshaw) Hoelscher 
Center for Disease Control and Prevention 
Influenza Division 
1600 Clifton Rd 
MSG16 
Atlanta, GA 30333 
phone 404-639-5446 
fax 404-639-2334 
m hoelsc her@cdc.gov 



-----0i.iginaI Message----- 
From: Monroe, Marty (CDC/CClD/NCPDCID) 
Sent: Wednesday, October 10,2007 1 :72 PM 
To: Knight, Janice (CDCICCIUIOU) 
Cc: Hoetscher, Mary {CI)C/CCIU/NCIRD); 'pter.schoofs@csl.com.au'; Donis, Ruben 0. (CDC/CCID/NC'IRD) 
Sub,ject: FW; CSLM'SA for RG candidate vaccine strain for A/Anhui/l/05 



Janice, 
I forwarded Dr. Schoofs' e-mail to you on 8-10-07 asking if the changes below could be made to  he pre-approved ternplate to satisfy 
CSL. I forgot to follow up on this one prior to my departure from Influenza. Can you advise whether these changes are perri~issible - 
or possibly whether they are wo~-th the effort if the dwumeilt must be reviewed by Medlmmune subsequent to any changes. 
Ma~ry 



-----0rigioal Message----- 
Frorn: Peter.School.'s@csl.com.au [maiIto:Yeter.Schoofs@csl.con~.au] 
Sent: Thursday, August 09,2007 9:08 PM 
To: Monroe, Ma13y (CDC/CCID,'NClRD) 
Subject: RE: CSL-MTA for RG candidate vaccine stlaill for AIAnhuill to5 



Hello Marty, 



1 have been asked by CSL's legal depa~trnent to have two amendments made to the MTA. 



They are: 
1. Clause 5 - The words "his or her" in line 4 to be 



deleted and replaced with "the Recipient's". 



2 .  A second signing clause for CSX, to be inserted. 
[CSL has 2 authorized sigrlatories for agreements) 



Could these amendments be made to the MTA and the new version returned to me for completion and approval? 



Regards 
Peter 











Peter Schoof? 
Manager, 
Influenza Development, RBLD 
CSL Limited 



-----Original Message----- 
From: Monroe, Matty (CDC/CCTD/NCIRD) [~nailto:mcm I @CDC.GOV] 
Sent: Tuesday, 3 July 2007 6:41 AM 
To: Schoofi, Peter AU!PKV 
Subject: FW: CSI.-MTA for RCI candidate vaccine strain for A/Anhui/l/OS 



Obviously something happened to your address the first time around so trying again. 
Marty 



-----Original Message----- 
From: Monroe, Marty (CDC/CClD,WCrRD) 
Sent: Monday, July 02,2007 4:35 PM 
To: 'Peter.' 
Cc: 'Steve.Rockman@csl.corn.a~~'; McNeill, Valerie (CDCICClDlOn) (CTR); Hicks, Marie (CDC/CCIDfblClRD); Donis, Ruben 0. 
(cnc/ccmD,wcrRn) 
Subject: CSI.-MTA fbr RG candidate vaccine strain for A/Anhui/l/OS 



Dear Dr. Schoofs, 



Attached above i s  the Materials 'Transfer Agreement (MTA) established by thc Centers tbr Disease Control and Prevention for 
Influenza A virus reassortant AnhuiIO 1 /2005(H5NI )-PR&IBCDC-RG5 Reference Strain. This MTA assumes that the document is 
accepted without changes. Please follow the instructions in the letter to Prospective Recipients (attached) as to how to submit the 
MTA. Note that if your institution has any edits or changes to this agreement, the MTA will then go through the standard CDC-MTA 
process which may require longer for review, agrccrnent on changes, and subsequent signatures. Upon receipt of the signed MTA, 
CDC will ship the virus as soon as possible, provided the necessary import permits are enclosed (e.g., shipments to addresses within 
the USA require a USDA permit). 



Thank you for your time and attention to this important matter. Please do not hesirare to conract any of us of at the e-mail addresses or 
telephone numbers below, should you need more information. 



Kind regards, 
Mafly 



Marty Monroe! M.P.11. 
Prograrn Analyst, Influenza Division 
NCIRDICCIDICDC 
MMonroe@cdc .gov 
+404-63 9- 1 704 



Marie Hicks, M.S. 
Public Health Advisor, Influenza Division NCIRDICCIDICDC MHicks@cdc.gov 
+404-639-4973 



Ruben Donis, Ph.D. 
Chief, Molecular Virology and Vaccines Branch, ID NCIRD/CClD/CDC RDonis@cdc.gov 
+404-639-4968 



-----Original Message----- 
From: Donis, Ruben 0. (CDCICCIDNCIRD) a 











Sem: Thursday, June 28,2007 9:0 1 PM 
To: 'Peter.Schoofs@csl.com.au'; Monroe, Marty (CDC/CClD/NCJRD) 
Cc: 'Steve.Rockman@csI.coln.au' 
Subject: Re: MTA for RG candidate vaccine strain for A!Anhuill/OS 



Dear Peter, 
Sorry for the oversight, happy to help. 



Maw,  
Please see the request below. 



Best. 
Ruben 
--*----------------------- 



Sent from my RlackReny Wireless Handheld 



-----Original Message----- 
From: Peter.Schoofs@csl.com.au ~Peter.Schoofs@csl.co~i~.au~ 
To: Donis, Ruben 0. (CDCICCIDMCIRD) 
CC: Steve.Rockman@csl.com.au ~Steve.Rockrnan@csl.com.au> 
Senr: Thu Jun 28 20:50:36 2007 
Subject: MTA for RG candidate vaccine strain for A/Anhui/ 1/05 



Hello Ruben, 



1 am resending this message for two reasons; 



"Firstly in case you were away last week at the influenza options 
meeting in Toronto 
* Secondly, to ask that you copy any ernails to Steve Rockman 
(email link above) 



Regards 



Peter 



Hello Ruben. 



I understand that CDC has made an RG candidate vaccine strain for the clade 3 influenza virus AIAnhuilllO5 



I would like to irlitiale an MTA lo receive this virus comparabIe to the MTA established for IndolS-PR8-RG2. {MTA reference 'FLU- 
06-085). 



Regards 



Peter 











Peter Schoofs 



Manager - Influenza Development, R&D 



CSL Limited 



45 Poplar Road 



Paxkville 



Melbourne 



Victoria 



Australia 



3052 



From: Donis, Ruben 0. (CDC:CCID/NCIRD) 
Sent: Wednesday, October 11,2006 5:06 PM 
To: Balish, Amanda (CDCICCIDMCIRD); Mabry, Jan (CDCICCIDINCIRD) 
Cc: Matsuoka, Yumi (CDCICCIDINCIRD); Hicks, Marie (CDCICCIDMCJRD); Monroe, Marty (CDCICCIDMCIRD) 
Subject: FW: Fully Executed Influenza MTA with CDC Reference No. 
FLU-06-084 



Jan and Amanda, 



Please send Dr. Peter Schoofs one vial of the AIIndonesial5IOS-PRS reassortant Indo/05/2005(H5N 1)/PR8-IBCDC-RG2 (also 
referred to as 
IndOS/PRg-RG2 for brevity) GLP stock that has CDC ID number 20067 168 17; 
C 1 lE2 HA: 1024. 



His contact information is in the attached MTA and the ernail below. 



Thank you very much for your help. 



Ruben 











Ruben Donis, PhD 



Molecular Virology and Vaccines Branch 



influenza Division, NCIRD, CCID 



Centers for Disease Control and Prevention 



1600 Clifton Road - Mail Stop (3-16 



Atlanta, GA 30333 



Phone: (404) 639-4968 



Fax: (404) 639-2334 



From: Hicks, Marie (CDC/CCIU/NCID) 
Sent: Monday, Qctober 02,2006 10: 18 AM 
To: Donis, Ruben 0. (CDC/CCID/NCID) 
Cc: Thomas, Stephanie (CDC/C:CJDA4CID) fCTR) 
Subject: FW: Fully Executed Influenza MTA with CDC Reference No. 
FLU-06-085 



Hi Ruben--Can you answer the question about when this might be shipped? 
It's a pre-approved MTA FLU-06-085 and we got approval from Glenda to ship on Scpternber 7 (with all signatures on hard copy 
being final 9!27). 
Thanks! 



Marie 



From: Thomas, Stephanie (CDC/CCTD/NCID) (CTR) [mai ka:sqtS@,cdc.gov] 
Sent: Saturday, 30 September 2006 1 :02 A M  
To: Crowley, Jayne AU/'PKV 
Cc: Blake-DiSpigna, Lisa (CDC!CCXDNCID) 
Subject: Fully Executed Influenza MTA with CDC Reference No. FLU-06-085 



<<FLU-06-085 CSL Limited.pdD> 



Jay ne, 



As foilow-up lo your telephone inquiry to Lisa Blake-Dispigna regarding the aforementioned MTA, attached is a scanned copy ofthe 
fully executed FLU M1'A between CSL Limited and CDC. An original hardcopy was sent to your attention via FedEx on September 
27,2006. 'I'he FedEx tracking number for this envelope i s  791 557 187788. 



Please do not hesitate to contact me if you have any additional questions or concerns regarding this Agrcemet~t. 











Best Regards, 



Stephanie Thomas 
Amer Technology Consultant 
Technology Transfer 
Coordinating Center for Infectious Diseases 1600 Clifton Road N.E. Mailstop A-42 Atlanta, GA 30322 
404-639-268 1 
401-638-5475 



Confidentiality notice: The information contained in this e-mail nlessage is intended oniy for the personal and confidential use of the 
designated recipients named above. This message may be an attorney-client communication, and as such is privileged and 
confidential. if you are not the intended recipient or any agent responsible for delivering it to the intended recipietlt, you are hereby 
notified that you have received this document in error, and that any review, dissemination, distribution or copying of this message is 
strictly prohibited. If you have received this cornrnunication in error, please notify us immediately by telephone and delete the 
message. 



This ernail and any attachments are confidential, and rnay be subject to legal or other professional privilege. Any confidentiality or 
privilege is not waived or lost because this email has been sent to you by mistake. You should not read, copy, adapt, use or disclose 
them or their contents without aurhorisation. Any personal information in this ernail must be handled in accordance with the Privacy 
Act 1988 (Cth). 



If you are not an intcnded recipient, please contact us at once by return ernaii and then delete both messages. 



CSL Limited A.C.N. 05 1 588 348 



45 Poplar Road Parkville Victoria 3052 Australia 



Phone: +61 3 9389 191 1 Fax: -1-61 3 9389 I434 



This email and any attachments are confidential and may be sub,ject to Iegal or other professional privilege. Any confidentiality or 
privilege is not waived or lost because this ernail has been sent to you by mistake. You should not read, copy, adapt, use or disclose 
them or their contents without authorisation. Any personal information in this email m u a  be handled in accordance with thc Privacy 











Act r 988 (Cth). 



If you are not an intended recipient, please contact us at once by return email and the11 delete both messages. 



CSL Limited A.C.N. 05 1 588 348 



45 Poplar Road Parkville Victoria 3052 Australia 



Phone: +61 3 9389 1911 Fax: +61 3 9389 I434 



This email and any attachments are cot~fide~~tial and may be subject to legal or other professional privilege. Any confidentiality or 
privilege is not waived or lost bccause this ernail has been sent to you by mistake. You should not read, copy, adapt, use or disclose 
them or their contents without authorisation. Any personal information in this ernail must be handled in accordance with the Privacy 
Act 1988 (Cth). 
If you are not an intended recipient, please contact us at once by return email and then delete both messages. 



CSL Limited A.C.N. 051 588 348 
45 Poplar Road Parkville Victoria 3052 Australia 
Phone: +6 1 3 9389 19 1 1 Fax: -+6 1 3 9389 1434 
***l*l*l*l***XP************************************************************+*******~**********************+* 



This email and any attachments are confidential and may be subject to legat or other professional privilege. Any confidentiality or privilege is not waived 
or lost because this ernail has been sent to you by mistake. You should not read, copy, adapt, use or disclose them or their contents without 
authorisation. Any personal information in this emall must be handled in accordance with the Privacy Act 1988 (Cth). 



If you are not an intended recipient, please contact us at once by return email and then delete both messages. 



CSL Limited A.C.N 051 588 348 



45 Poplar Road Parkvilte Victoria 3052 Australia 



Phone: +61 3 9389 191 1 Fax: *61 3 9389 1434 
1 











This email and any attachments are confidential and may be subject to legal or other professional privilege. Any confidentiality or privilege is not waived 
or lost because this email has been sent to you by mistake. You should not read, copy, adapt, use or disclose them or their contents wrthout 
authorisation. Any personal information in this email must be handled in accordance with the Privacy Act 1988 (Cth). 



If you are not an intended recipient, please contact us at once by return email and then delete both messages. 



CSL Limited A.C.N. 051 588 348 



45 Poplar Road Parkville Victoria 3052 Australia 



Phone. +613 9389 1911 Fax, +61 3 9389 1434 



* * 1 * * * a * m * * * 1 * . * * * * * * * * * * * * * * * ~ 1 1 * * r * 1 1 * * * * m * * h * m ~ 4 A h * m ~ * h ~ * r * - ~ h h ~ * * * ~ ~ ~ * ~ ~ ~ k m * * ~ - * m * ~ ~ * ~ ~ * r + ~ a ~ k * + ~ ~ ~ * * ~ * * a * ~ * -  



This email and any attachments are confidential and may he subject to legal or other professional privilege. Any confidentiality or privilege is not waived 
or lost because this email has been sent to you by mistake You should no1 read, copy, adapt, use or disclose them or their contents w~thout 
authorisation. Any personal information ~n this ernall must be handled in accordance with the Privacy Act 1988 {Cth). 



If you are not an intended recipient, please contact us at once by return email and then delete both messages 



CSL Limited A.C. N. 051 588 348 



45 Poplar Road Parkville Victoria 3052 Australia 



Phone: +613 9389 191 1 Fax: +61 3 9389 1434 
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This emait and any attachments ate confidential and may be subject to legal or other professional privilege. Any confidentiality or privilege is not waived 
or lost because this email has been sent to you by mistake. You should not read, copy, adapt, use or disclose them or their contents without 
authorisation. Any personal inforrnat~on in this emait must be handled in accordance with the Privacy Act 1988 (Cth). 



If you are not an ~ntended recipient, please contact us at once by return @mail and then delete both messages. 



CSL Limited A.C.N. 051 588 348 



45 Poplar Road Parkville Victoria 3052 Australia 



Phone: +62 3 9389 191 1 Fax: +61 3 9389 1434 
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Watki ns. Andrew ICDClBSELSILSPPPQI 



From: 
Sent: 
To: 
Cc: 
Subject: 



Knight, Janice (CDCICCIDIOD) 
Wednesday, November 26,2008 1.21 PM 
'Blayer, Simone' 
Watkins, Andrew (CDCIODIOCSO) 
RE: another point of discussion 



Dear Simone, 



As to your question regarding use of the RG reassortants outsidelbeyond HHS contracts, I currently do not have that 
information, I have cc'd Dr. Andrew Watkins, Director of Technology Transfer Office for CDC for fils comment. 



Regards, 



Janice 



Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CCl D Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attached document(s) may contain confidentia! information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this ernail in error, please contact the sender immediately. 



From: slayer, Simone [mailto:sirnone. blayer@novartis.com] 
Sent: Wednesday, November 26, 2008 12:44 PM 
To: Knight, Janice (CDC/CCID/OD) 
Subject: another point of discussion 



Dear Janice, 
I have also a different question: I would also like to understand what needs to be in place in order to use, in a future time, 
the RG strains of CDC also for applications outside I beyond the HHS contracts. 



We have negotiated IF rights with the company patenting the RE technology already lo(4) I w d d  like to 
understand which kind of documentation you would need in order to clear this option. Shall we need a brand new MTA? 
Do you need HHS or Novartts statemnetithat an agreement has been reached? 
Please let me know. 
Thanks 
Simane 



Simone Blayer 
TeckOps Influenza Franchise 
Novartis Vaccines and Diagnostics GmbH & Co, KG 
EmjI-von-Behring-Str. 76 
35041 MarburglGermany 
~ : l ( b ) ( 4 )  (b)(6) 











T: +49 (0) 6421-39 4456 
F: +49 (0) 6421-39 3666 
simone. blaver~novartis,com 



Navart~s Vacunes and Dlagnosttcs GmbH & Co KG, Sltz Marburg, HRA 21 59 Marhurg. Personlich haftende Gesellschaher~n. Novartis Vacc~nes and Diagnostics 
GmbH Vfrwaltungsgesellschaff, Sitz Marburg, HRB 2141; GeschafIsfuhrer Dr med Markus Leyck D~eken. Marburg 



From: Blayer, Simone 
Sen&: Mittwoch, 26. November 2008 16:20 
To: 'Knight, Janice (CDC/CCID/QD)' 
Cc: 'Donis, Ruben 0. (CDC/CCID/NCIRD)' 
Subject: Novartis MTA 
Importance: High 



Dear Janice, 
Thank you for the nice conversation we had today. In reference to the Novartis MTAs, I need to apolog ise to you because 
the situation is different from what 1 communicated: 



I. We would like to have In Novartis Marburg the strain AlAnuhi RG-6. 
2. We have an MTA signed with Novartis for this strain, based on HHS contract for Stockpile of Anhui: 
HHS0100200700028l. This MTA I I include a cow and its amendment) is in place, 
3. The point is that the HHS contract upon which we will used the  nuhi hi RG-6 in Marburhe is another one: it is 
HHS Phase Ill Optaflu: HHS010020070Q03QC. 



For this reason I believe 1 might need an addifiona MTA on the basis of the exhisting one that I could make sign and 
deliver to you. 
I hope this is the correct way to move forward. If so, please send me the Form, I will have it signed by the Novartis head 
and then send it back to you, so that signatures c a n  be done. I hope this is the fastest way. 



Many thanks and kind regards. 
Simone 



Simone Blayer 
TechOps tnfllrenza Franchise 
Novartis Vaccines and Diagnostics GmbH & Co KG 
Emil-von-Behrjna-Str. 76 



F: -1-49 (oj 6427 -39 3666 
simone. blaver@novartis.com 



Novartis Vaccines and Diagnostics Gmbt-l & Co. KG, Sitz: Marburg. HRA 2159 Fvlarburg, Personlich haftende Gesellschafferin: Novart~s Vaccines and Diagnostics 
GmbH Vervdaltungsgesellschafi, S~tz Marburg. HRB 2141: Gescirakfuhrer: Dr. med. Matkus Leyck Dieken Marburg 



--...,---p----p - 
Fmm: Knight, Janice (CDC/CCID/QD) [mailto:jckl@cdc.gov] 
Sent: Mittwach, 26. November 2008 15:21 
To: Blayer, Sirnone 
Cc: Don is, Ruben 0. (CDC/CCID/MCI RD); Kl imov, Alexander CDC/CCID/ NCIRD); Hoelscher, Mary (CDC/CCZD/NCIRD); 











Blake-DiSpigna, Lisa (CDC/CCID/OD); Panrtatier, Serge; Ryoko Krause; Trusheim, Heidi 
Subject: RE: Funding of IFPMA / CDC research activities 
Importance: High 



Dear Simone, 



1 have attached a final draft (Grant Letter NCIRD-GO95066-00 IFPMA-09 DanisKlimov clean.dac) of the proposed 
subaward for IFPMA signature. 1 have accepted your changes to the initial draft sent to you by me on October 3rd. 
However, I have added language to term 1 and 2, and deleted a sentence from term 4. For your convenience, 1 have 
attached a track changes document (Grant Letter IFPMA-09 DonisKlimov v 20Nov08.doc) to Righlrg ht these changes. 



If you are in agreement with this final draft, please print this letter on IFPMA letterhead, have signed by the Director 
General of IFPMA and courier it to me at the address below. Upon receipt of your signed letter, I will send forward for 
final CDC processing. 



Thank you, 



Janice 



Health Scientist, ~ e c h n o l o ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This ernail and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person{sj named or referenced above. If you have received this ernail in error, please contact the sender immediately. 



From: Blayer, Simone [mailto:simone.blayer@novartis.corn~ 
Sent: Tuesday, October 28, 2008 2:53 PM 
TO: Knight, Janice (CDC/CCID/OD); Donis, Ruben 0. (CDC/CCID/MCIRD); Klimov, Alexander (CDC/CCID/NCIRD); 
Trusheim, Heidi 
Cc: Hoelscher, Mary (CDC/CCID/NCIRD); Blake-DiSpigna, Lisa (CDC/CCID/OD); Pannatier, Serge; Ryoko Krause 
Subject: Funding of IFPMA / CDC research activities 



Dear Janice, 
Thank you so much for the very constructive proposal and apologies for this late reply. The sub-award approach is 
accepted by IFPMA. 



Please find enclosed proposal on our side including some points to govern this funding. The budget has been increased 
to reflect the scientific plan activities. 
New points, mainly: 



l . joint steering committee of principal investigators 
2. donation regulated according to the Swiss statutory rules governing donations 
3. research plan included 
4. joint publications 



We will liaise now in details for points 1,3!4 with Ruben Donis. We are confident that in the course of this coming month 
we could finalise the agreement. 
I look forward to hearing from you in the near future. 



3 











Kind regards, 
Simone 



Simone Blayer 
TechOps Influenza Franchise 
Novartis Vaccines and Diagnostics GmbH & Co. KG 
Emit-von-Behrins-Str. 76 



Novartis Vaccines and Diagnostics GmbH 8 Co. KG. Silz, Marburg HRA 2159 Marburg, Penonl~ch haftende Gesellschafferin: Novartis Vaccines and Diagnost~cs 
GmbH Verwaltungsgesellschaft, Sitr Pularburg HRB 2141 : Geschaftsftihrer: Dr med Markus Ley& Dieken blarburg 



From: Knight, Janice (CDC/CCID/OD) [mailto:jckl@cdc.govJ 
Sent: Freitag, 3. Qktober 2008 17:31 
To: Donis, Ruben 0. (CDC/CCED/NCIRD); Klimav, Alexander (CDC/CCID/NCIRO); Blayer, Simane; Trusheim, Heidi 
Cc: Hoelscher, Mary (CDC/CCID/NCIRD); Blake-DiSpigna, Lisa (CDC/CCID/OD) 
Subject: RE: material CRADA 



After discussions with Ruben and Lisa, I would like to propose that we use the attached draft letter to govern the funding 
of this research activity. This is an initial draft and subject to negotiation. 



Janice 



Health Scientist, ~ e c h n o l o ~ ~  Transfer Specialist 
Centers for Disease Control and Prevention 
CClD Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENT[AL~TY NOTICE: This ernail and the attached document{s) may contain confidential information and may be 
otherw~se protected by law. Its content should not be disclosed and it should not be given or copied to anyone other than 
the person(s) named or referenced above. If you have received this email in error, please contact the sender immediately. 



---.,"-- 
From: Donis, Ruben 0. (CDC/CCIDfMCIRD) 
Sent: Monday, August 04, 2008 2:54 PM 
To: 'Blayer, Simone' 
Ce: Hoelscher, Mary (CDC/CCID/NCIRD); Knight, Janice (CDC/CCID/OD); Driesner, Sue (CDC/CClD/OD) (CTR); Blake- 
DiSpigna, Lisa (CDC/CCJD/QD); 'Trusheirn, Heidi' 
Subjeck RE: material CRADA 



Hi Sirnone, 
You are right, the Materials CRADA is not what the Influenza Divison used previously for the egg isolation contract with 
IFPMA Manufacturers. 
Looking at was CDC will do: 











1) Isolate influenza from 20 primary clinical specimen in ATCC MOCK 
2) receive - 120 isolates from IFPMA Vaccine Manufacturers (20 primary strains: amplified in 6 different cell 



systems) 
3) sequence and antigenic analysis of 120 viruses 



We discussed this project with CDC TTO. To expedite processing, CDC TTO suggested a MCRADA contract. I see your 
points - I'm not sure if we can add provisions to this MCRADA or we should consider starting with a CRADA template like 
the one used for the egg isolation. See a template attached. 
Thanks, 
Ruben 



From: Blayer, Simone [mailto:sirnone. blayer@novartis.com] 
Sent: Monday, August 04, 2008 2:10 PM 
To: Donis, Ruben 0, (CDCICCID / NCIRD); Trusheim, Heidi 
Subject: material CRADA 



Hi Ruben and Heidi, 
Thank you for the call on Friday. I will issue minutes this week. 
1 had a look at the Material CRADA I received from Heidi, and here I need some guidance: 
- there is no scope of this agreement 
-there is no financial agreements between the parties 
- all other agreements except thjs one are void once we sign this ( more or less). 
Is this the right document? Ruben, your input here is required since I would need to push it through the IFPMA 
lawyer and possibly some company lawyers before it reaches CDC. 
Is this what is used far the egg CRADA with I FPMA? I believe the simpler the better in order to avoid very long 
discusdons. 
In the case we go ahead with this document, who is the collaborator? This is not TCH, since IFPMA sponsors the 
study, but samples are received from TCH.. . . 
Please let me know and sorry for the questions. 
Kind regards, 
Simone 



Simone Blayer 
TechQps influenza Franchise 
Novartis Vaccines and Diagnostics GmbH & Co. KG 
Emil-von-Behring-Str. 76 



Novafils V:~cci~~c.; and U ~ i ~ g n o s l ~ c ~  t;icbl.I B I:o I C c i .  511x Ma1 hr~rg. Idl<h 2139 M\lnrbt~l.g. l'ri~so~llich Ilafie~lde Gcwllschaf!e~-~~~. N o v a r ~ i s  Vilccincs atld Diagnostics 
G u k H  Vcr~v:iI~:~~~gsgcscIlschall, Sit /  Marhurg. I I1<U 11 4 I , (jc$<b$llsl'Ulrrer 111 iced i l f n ~ l i ~ s  Leyck Uieke~), M;irb!rig 



From: Donis, Ruben 0. (CDC/CCID/MCIRD) [mailto: wd6@cdc.gov] ina 
Sent: Donnerstag, 31. Juii 2008 O0:32 
To: Blayer, Simone 
Subject: RE: IFPMA CRADA on virus isolation I part of CDC 



OK -will stay tuned. 
Ruben 



From: Blayer, Simone [mailto:simone,b~ayer@novartis.c~ 
Sent: Wednesday, July 30, 2008 3: 17 PM 
To: Donis, Ruben 0,  {CDC/ CCID/NCIRD); Hussain, Althaf 
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Cc: Trusheim, Heidi; Tsai, Theodore 
Subject: RE: IFPMA CRADA on virus isolation / part of CDC 



Hi Ruben, 
Thank you for the response. 1 will set up a call for Friday 12-1 pm Atlanta time. 
Kind regards, 
Simone 



Simone Blayer 
TechOps Influenza Franchise 
Navartis Vaccines and Diagnostics GmbH & Co. KG 
Emil-van-Behring-Str. 76 
35041 MarburglGermany 



I 
F: +49 (0) 6421 -39 3666 
simone. blaver~novartjs.corn 



Nuv2r:is Vnccit~cs a i d  Diagnostics CrtnbIl& Co KG, Sitz Mahul-?. I I R A  2 [ 5Q Malbrlrg. Persbnlic!~ hafteudc Gcsel lscl~aFtcr~n Yovarris Vaccltles and 
D~agtostics GrtlbH V a r ~ ~ ~ i t r ~ ~ ~ g s ~ e s c l l s c l ~ a f ~  Srtz Marb~rrg, I-IRB ? 141 . Gcscl~~f tsful?rcr  Dr n~ctl. Markus Leyck nicken, Marl~ulg 



Fr~m:  Donis, Ruben 0. (CDC/CCZD/NCIRD) [rnailto:rvd6@cdc.gov] 
Sent: Dienstag, 29. Juli 2008 23:46 
To: Blayer, Simone; Hussain, Althaf 
Cc: Trusheim, Heidi; Tsai, Theodore 
Subject: RE: IFPMA CRADA on virus isolation / part of CDC 



Hi Simane, 
Sorry for the delay, I was gone and have been catching up in the last few days. 
I can talk this week, 12-1 prn Wed, Thurs, or Friday. Friday 1 1-12 also open. 
Best regards, 
Ruben 



From: Blayer, Sirnone [mailto:sirnone. blayer@novartis.comj 
Sent: Friday, July 18, 1008 8:50 AM 
To: Donis, Ruben Q. (CDC/CCID/NCIRD); Hussain, Althaf 
Cc: Trusheim, Heidi; Tsai, Theodore 
Subjeck: IFPMA CRADA on virus isolation / part of CDC 



Dear Ruben, 
I am contacting you following up Heidi's previous contact on a new IFPMA CRADA that we need 
to advance. 
I copy also Althaf Hussein from lo(4) who will also be a contact person from IFPMA for 
this purpose 
Heidi is on holidays at the moment and I would like, if possible and you have time, to have a quick 
talk on the phone on how we could advance this. 
We have a budget in place, but I believe the whole admin / contract part still needs to be done, 
and we need to put a sound sc~entific plan together 
When could be a suitable day I time for you? 
Althaf will be also able to join, he is based on the West Coast. 
Many thanks and kind regards, 
Sirnone 



Shone Blayer 











TechOps Influenza Franchise 
Novartis Vaccines and Diagnostics GmbH & Co. KG 
Emil-von-Behring-Str. 76 



T: '+43 (U) 642'1 -33 443b 
I 



F: +49 (0) 642 1-39 3666 
sirnone. blayer@novartis.com 



Novsrt~s Vacc,iles nrld Uiagilos:ics G1n61-I B Co ICG. Si17. Maibu~g, I i R A  21 59 M~~I I IK ,  I'e~~tfii~licl~ Iiatieudc G c ~ c l l s c l ~ a l l e r ~ ~ ~  Idnvzrus 
\'acc~~~es a~>d  Cling~los~ics GirbFI Vcrr~al:ui~gsgesclIscl~aft. S i ~ r  Marbt~ig, T,lill> 21.1 I, Gescl~dfisli~llrer~ Dr nied Markus Leyck Uteken, 
Marb~rr g 











From: Knight, Janice (CDCICCI DIOD) 
Sent: Monday, November 24,2008 10:43 AM 
To: Watkins, Andrew (CDCIODIOCSO); Donis, Ruben 0. (CDCICCIDINCIRD) 
Cc : Blake-DiSpigna, Lisa (CDCICCIDIOD); Hoelscher, Mary (CDCICCIDINCIRD) 
Subject: FW: CSL-MTA for RG candidate vaccine strain for NAnhuil?lOS 
Attachments: CSL-Anhui-RG6 24Nov08.doc 



Impo~ance: High 



Hi Andrew, Ruben, 



I have attached the latest draft of the Pre-approved MTA for the transfer of the Anhui avian influenza reverse genetics 
reassortant 10 CSL, Limited, Australia. CSL requested some minor changes which have been made, but I want to confirm 
that my assessment of the situation is correct. If you recall, earlier this year, at the suggestion of Dale Berkely we 
replaced the pre-approved MTA tern late with a template that was very nearly the same as our standard MTA template h Also removed in paragraph 3 is the previous menu of possible allowed uses which removes references to (b)(4) 
of the Research Material. This menu is replaced with a statement of use requirement to be added in a box under 
paragraph 3 as is required in the standard template. The requests for the reassortants must originate with Ruben in 
Influenza to approve the use as it should appear in paragraph 3. The original menu choices were: 



a. Generation of virus seed for production of pilot lots of inactivated candidate vaccines for use in human clinical 
trials. 



b. Generation of virus seed for production of pilot lots of inactivated vaccines for use in animals. 
c. For in vitro studies to assess immune responses to H5M1 in humans or animals. 
d. For in vivo studies in laboratory animals to assess immune responses to H5N1. 
e. Other. Please attach a brief description of research project to the agreement. 



CSL is concerned with the statement in clause 2, page 2 of the attached draft, which states that "THIS RESEARCH 
MATERIAL MAY NOT BE USED IN HUMAN SUBJECTS". They ask, "Given that one key purpose of this RG virus 
candidate is to serve as a potential pre-pandemic vaccine for human use and for clinical studies for vaccine development, 
I wander if this dause could be modified." I propose to add the following to paragraph 3 to clarify the allowable use for 
human clinical trials: 



The Research Material will be use to generate from progeny virus under GMP conditions seed virus for production of pilot 
lots of inactivated candidate vaccines for use in human clinical trials. 



I believe CSL performs clinical trials themselves and I have asked Influenza to find out if their use of this material would 
constitute any commercial purpose. 



""**PS Has any information come down regarding the use of the reverse genetics reassortants or derivatives for 
commercial purposes? 



Janice 
Health Scientist, Technology Transfer Specialist 
Centers for Disease Control and Prevention 
CCl D Technology Transfer MS A42 
1600 Clifton Road, NE 
Atlanta, GA 30333 
Phone: 404 639-2679 
FAX: 404 638-5465 



CONFIDENTIALITY NOTICE: This email and the attached document(s) may contain confidential information and may be 
otherwise protected by law. Its content should not be disclosed and it should not be given or copied lo anyone other than 
the person(s) named or referenced above. If you have received this email in error, please contact the sender immediately. 



1 











From: Peter. Schoofs@csl.com.au 
To: Hoelscher, Mary {CDCICCI D/NC!RD) 
Sent: Thu Oct 30 21:50:39 2008 
Subject: RE: CSL-MTA for RG candidate vaccine strain for NAnhuilltOS 



Hello Mary, 



An issue has been identified in the MTA following review by our IBC dekgate. 



She notes that clause 2, page 2, states that "THIS RESEARCH MATERIAL MAY MOT BE USED IN HUMAN 
SUBJECTS". 



Given that one key purpose of this RG virus candidate is to serve as a potential pre-pandemic vaccine for human use and 
for clinical studies for vaccine development, I wonder if this clause could be modified. 



I can understand that the samples of material should not: be permitted to go into patients as these may not have been 
prepared under GMP systems and there is no claim that they are fit for any purpose, however vaccine produced from 
progeny virus under GMP conditions should be able to be used in human clinical studies or for preparation of pre- 
pandemic vaccine. 



If the research materials were defined as the samples of the virus supplied and also define progeny then perhaps the 
clause could be modified to indicate that progeny virus may be used to prepare inactivated vaccine for use in human 
subjects (subject to provisions of a quality manufacturing I GMP system) as intended. 



I note that the earlier MTA in place for Nlndonesial5105 RG candidate specified use in the clinical setting. 



Perhaps you can see a way past this conundrum. 



Regards 



Peter 



Peter Schoofs 



Manager, 



Influenza Development, R&D 



CSL Limited 











From: Hoelscher, Mary {CDCiCClDlNClRD) [mailto: mzrl @cdc.sov] 
Sent: Tuesday, 9 September 2008 12:04 AM 
To: Schoofs, Peter AUtPKV 
Subject: RE: CSL-MTA for RG candidate vacc~ne strain for NAnhuilllOS 



Peter, 



Here is the edited version with the double signatory for CSL. This is the latest version that our Tech Transfer Off~ce has on 
record. Our MTA was edit in MarchlApril upon suggestions from CDCs legal department. Hopefully we are both working 
off the same version. Please note that there are 3 boxes left which need to be completed - one in Paragraph 3 describing 
the Research Project; and 2 on the signature page: Recipient's Biosafety Official and second Authorized Official as CSL 
requested the addition of a second signatory. Let me know if you have any more questions. 



Mary 











PUBLIC HEALTH SERVICE MATERIAL TRANSFER AGREEMENT 



To Prospective Recipients; 



This Agreement is t o  be used for the distribution of: 



Infllarensa A virus reassartant Viati  1203/2Q04QH5Nl)/ PR8-IBCDC-RG 
Influenza A virus massortant Anhui/OX/PB05i(H5NI)-PR8-IBCDC-RG6 



The intended recipients of this  technology are worldwide institutions involved in the diagnosis 
and research of Influenza infections which can provide adequate assurances that the virus will 
be handled safely (see a.ppendix A). 



This agreement has been approved in advance by the Director, National Center for Infectious 
Diseases, Centers for Disease Control and Prevention with the  following restrictions/rules: 



1. In  order to ensure r a ~ i d  distribution of the Material, changes to this Agreement can not 
be considered. For questions or comments on Agreement terms please contact NCID 
Technology Development Coordinator. 



2. Recipient shall type information in appropriate shaded areas (with especial emphasis on 
Term #3, the description of the Research Project); print two (2) copies of the 
agreement; have approved and signed by the authorized admia~istratiwe and bhosafety 
officials of the Recipient institution. Both copies must have original signatures. 



3, To receive the MATERIAL, Recipient should fax the'approved and signed agreement to: 
404-638-5476 to the attention of NCID Technology Development Coordinator along with 



overniq h t  delivery service to CDC/NCID T c h n o l o q ~  Coordinator. - 



4, Recipient should mail or deliver by overnight delivery service the original approved and 
signed copies to:  



Centers for Disease Control and Prevention 
1600 Clifton Road, N.E., MS A-42 
Attn.: CCID Technology Development Coordinator (TDC) 
Atlanta, Georgia 30333 
Tel 404-639-2620 



5. Material will be provided to Recipient upon receipt by the NCID l T C  of the faxed signed 
copy of the Agreement and the statement of mailing. In  addition, Recipients from the 
United States need to provide copy of their current USDA permit, per 9 CFR 122. To 
obtain such permit, recipient should submit a VS 16-3 application at  
www.a whis. usda.aov/vs/ncie 



6. One fully executed original copy of the Agreement will be returned to Recipient. 



CDC Reference: FLU-OSR408 











PUBLIC HEALTH SERVICE MATERIAL TRANSFER AGREEMENT 



This Material Transfer Agreement ("MTA") has been adopted for use by the National Institutes of 
Health, the Food and Drug Administration and the Centers for Disease Control and Prevention, 
collectively referred to herein as the Public Health Service ("PHs") in all transfers of research 



material (Research Material) whether PHs is identified below as its Provider or Recipient. 



Provider: Centers for Disease Control and Prevention 



Recipient: CSL Limited 



1. Provider agrees to  transfer to  Recipient's Investigator named below the following Original 
Material (please place an "X" in the box adjacent to the reassortant requested): 



17 Influenza A virus reassortant Viet/1203/2004(H5NI )/ PR8-XBCDC-RG 



Influenza A virus reassortant Anhui/01/2005(H5N 1)-PR8-IBCDC-RG6 



Other Material: 



2. THIS RESEARCH MATERIAL MAY NOT BE USED IN HUMAN SUB3ECTS. The Research Material 
will only be used for research purposes by Recipient's investigator in his/her laboratory, for 
the research project described below, under suitable containment conditions. This Research 
Material will not be used for commercial purposes such as screening, production or sale, for 
which a commercializatian license may be required, Recipient agrees to comply with all 
Federal rules and regulations applicable to the Research Project and the handling of the 
Research Material, 



2(a). Are the Research Materials of human origin? 



13 Yes 



2(b). I f  Yes in 2(a), were Research Materials collected according to 45 CFR Part 46, "Protection 
of Human Subjects"? 



Yes (Please provide Assurance Number: ,--- u u  "-. ) 



3. This Research Material will be used by Recipient's investigator solely in connection with the 
following research project ("Research Project") described with specificity as follows (use an 
attachment page if necessary): 



The Research Material will be use to  generate from progeny virus under GMP conditions seed 
virus far production of pilot lots of inactivated candidate vaccines for use i n  human clinical 
trials. 



4. In all oral presentations or written pu blicatians concerning the Research Project, Recipient 
wit1 acknowledge Provider's contribution - of this Research Material unless requested 
otherwise. To the extent permitted by law, Recipient agrees to  treat in confidence, for a 
period of three (3) years from the date of its disclosure, any of Provider's written information 
about this Research Material that  is stamped "CONFIDENTIAL," except for information that 
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PUBLIC HEALTH SERVICE MATERHAL TRANSFER AGREEMENT 



was previously .known to Recipient or that is or becomes publicly available or which is 
disclosed to Recipient without a confidentiality obligation or that the Recipient can establish 
by reasonable proof is independently developed by employees of  the Recipient who had no 
knowledge of the confidential information disclosed. Any oral disclosures from Provider to 
Recipient shall be identified as being CONFIDENTIAL by notice delivered to Recipient within 
ten (10) days after the date of the oral disclosure. Recipient may publish or otherwise 
publicly disclose the results of the Research Project, but i f Provider has given CONFIDENTIAL 
information to Recipient such public disclosure may be made only after Provider has had 
thirty (30) days to review the proposed disclosure to determine if i t  includes any 
CONFIDENTIAL information, except when a shortened t ime period under court order or the 
Freedom of  Information Act pertains. 



5. This Research Material represents a significant investment on the part of Provider and is 
considered proprietary to Provider. Recipient's investigator therefore agrees to  retain control 
over this Research Material and further agrees not to transfer the Research Material to other 
people not under her or his direct supervision without advance written approval of Provider, 
Provider reserves the right to  distribute the Research Material to others and to use i t  for its 
own purposes, When the Research Project is completed or three (3) years have elapsed, 
whichever occurs first, the Research Material will be disposed of as directed by Provider. 



6. This Research Material is provided as a service to the research community. IT I S  BEING 
SUPPLIED TO RECIPIENT WITH NO WARRANTIES, EXPRESS OR IMPLIED, INCLUDING ANY 
WARRANTY OF MERCHANTABILITY OR FITNESS FOR A PARTICULAR PURPOSE. PROVIDER 
MAKES NO REPRESENTATIONS THAT THE USE OF THE RESEARCH MATERIAL WILL 
NOT INFRINGE ANY PATENT OR PROPRIETARY RIGHTS OF THIRD PARTIES. 



7. When Provider is the PHs: Recipient shall retain title t o  any patent or other intellectual 
property rights in inventions made by its employees in the course of the Research Project, 
Recipient agrees not to claim, infer, or imply Governmental endorsement of the Research 
Project, the institution or personnel conducting the Research Project or any resulting 
product(s). Unless prohibited by law from doing so, recipient agrees to hold the United 
States Government harmless and to indemnify the Government for all liabilities, demands, 
damages, expenses and losses arising out of Recipient's use for any purpose of the Research 
Material. I 



8. When Recipient: is the PHs: The PHs shall retain t i t le to any patent or other intellectual 
property rights in inventions made by its employees in the course of the Research Project. 
The PHs is not authorized to promise rights in advance for inventions developed under this 
Agreement, Provider acquires no intellectual property rights under this MTA, but may apply 
for license rights to any patentable invention that might result from this Research Project. I t  
is the intention of PHS that Provider not be liable to PHs for any claims or damages ar~sing 
from PHs's use of the Research Material; however, no indemnification is provided or 
intended. 



9, The undersigned Provider and Recipient expressly certify and affirm that the contents of any 
statements made herein are truthful and accurate. 



10.This MTA shall be construed in accordance with Federal law as applied by the Federal courts 
in the District of Columbia. 



1 I. Any additional requirements: 
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PUBLIC HEALTH SERVICE MATERIAL TRANSFER AGREEMENT 



a. Recipient's Biosafety Official sha8f accept full responsibility for the safety 
of the Research Project and that the Research Project wili be performed 
in accordance with applicable institution and Government health and 
safety regulations and the guidelines detailed in Appendix A', as well as 
Biosafety in Micxobiol~gical and Biomedical Laboratories, 4th Edition, 
GPO Stock No. 017-040-Q0547-4, May 1999, or the m ~ s t  recent revision 
of these guidelines. 



b. Ma later than one month before a pubIicatlsn concerning the results 
obtained with the Research Material is going to  be submitted, Recipient 
agrees to send a copy or draft of the paper t~ the  Provider's Investigator. 
If there is no publication, the Recipient agrees to communicate the 
results QP the studies concerning the Research Material to  the Provider's 
Envestigat~r. Any such results shall be kept in confidence in accordance 
with the Freedom of Information Act ( 5  U.S.C. ' 5526, Department sf 
Health and Human Services regulations (45 C.F.R. ' 5.65), and Executive 
Order No. 12600. 



c. I n  ali publications related to the Research Material, its origin and %ha 
name given by the Provider must be indicated. 



'~ppendix A. The Influenza Branch guidelines for the recommended BSL2-enhanced 
safety procedures For the handling of the Research Material, 



NEXT PAGE SIGNATURE PAGE 
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PUBLIC HEALTH SERWCE MATERIAL TRANSFER AGREEMENT 



Certification of Recipient Scientist: I have read and understood the conditions outlined in 
this Agreement, and I understand that 1 must abide by them to receive and use the 
Research Material. 



RECIPIENT IMVtVESTIGATOR: 



Signature: -- Date: 



Name: Peter Schoofs 
Title: Manager, Influenza Development, R&D 



RECIPIENT'S BIOSAFETY OFFICIAL: 



Signature: -- Date: 
Name of Biosafety Official : 
Telephone number: 



AUTHORIZED OFFICIAL FOR RECLPXENT: 



Signature: Date: 



Name: 
Title: 



Signature: Date: 



Name: Peter Turvey 
Title: Company Secretary 



Recipient's Mailing Address: CSL Limited 
45 Poplar Road 
Parkville 
Melbourne 
Victoria Australia 3052 



PROVIDER INVESTIGATOR: Ruben Donis, Ph, D. 
Team Leader, Molecular Virology And Vaccines Branch/ 
Influenza Division/CCID/CDC 



AUTHORIZED OFFICIAL FOR PROVIDER: 



Signature: Date: 
Anne Schuchat, MD 
Director, National Center for Immunization and Respiratory Diseases 



Provider's Mailing Address: Centers for Disease Control and Prevention 
CCID Technology Transfer 
Mail Stop A-42 
1600 Clifton Road, N.E., 
Atlanta, Georgia 30333 
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PUBLIC HEALTH SERVICE MATERIAL TRANSFER AGREEMENT 



APPENDIX A 



Influenza Branch/DVRO/NCID Biosafety recommendations for laboratory handling of high growth 
PR8 reassortants of influenza virus bearing engineered H5 HA derived from highly pathogenic 
avian influenza virus strains. 



Definitions: This appendix concerns the use of  vaccine reference stacks of reassartant viruses 
carrying the internal genes from A/PR/8/34, and the surface genes from highly pathogenic avian 
influenza [HPAI) strains {e.g., H5N1). The reassortant virus is considered to  be equivalent to the 
H5 low pathogenicity avian influenza (LPAI) viruses with regards to i ts virulence properties. 
These reassortants are referred to as DeltaHS-PR8 candidate vaccine reference stocks. 
Information on risk assessment of these reference vaccine stocks can be obtained a t  the WHO 
website URL: 
www.wha.int/entitv/csr/resources/publications/influenza/en/influenzaRMD2Q03~5.pdf. 



Risk assessment: The A/PR/8/34 is considered to be attenuated in humans. The A/PR/8/34 
has virulence properties equivalent to LPAI strains. There are no documented human infections 
with strains of the H5 subtype of LPAI. Therefore, the reassortants are predicted to  pose a 
minimal risk to humans. However, caution is necessary because of the limited experience with 
vaccine strains possessing a combination of avian genes and genes from a human virus, albeit 
egg-adapted. While the DeltaH5-PR8 virus is expected to be replication-deficient in humans, 
there is a remote possibility of secondary reassortment with a normal human influenza A virus 
which could generate a replication-competent virus. 



Laboratory hazards: The primary laboratory hazard is inhalation of DeltaHP-PR8 virus or 
rnucosal exposure from aerosols generated by aspirating, dispensing, mixing, centrifuging or 
otherwise manipulating virus-infected samples, 



Recsmmanded Precautions: Biosafety Level 2 facilities, with enhanced practices and 
procedures are recommended for research and production activities utilizing live DeltaH5-PR8 
candidate vaccine reference stocks. 



The enhancements beyond all the applicable BSL2 protocols include: 



1) The laboratory where work with DeltaH5-PR8 is performed should have negative 
pressure relative to the atmosphere and adjacent hallways o r  laboratories with direct 
access. 



2) All manipulations of open containers with DeltaHS-PR8 candidate vaccine reference 
stocks should be performed in a class TI biological safety cabinet. However this may not 
be possible in a manufacturing environment and alternative control measures are 
therefore needed: 



a. use of other suitable barrier systems; 
b. staff should use of powered full-face respirators, equipped with HEPA filters; 
c, antiviral prophylaxis for staff in the production area and those in adjacent areas. 



Neuraminidase inhibitor antiviral drugs (e,g., oseltamivir, zanarnivir) should be 
available for treatment and post-exposure prophylaxis, as necessary (MMWR May 
28, 2004 / 53(RR06); 1-40). 



3) There should be no need to inactivate effluent from sinks, because any liquid effluent 
from sinks should have been disinfected by validated procedures and there is little risk of 
hand-washing effluent posing a hazard to the environment. 
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PUBLIC HEALTH SERWfCE MABEREAL TRANSFER AGREEMENT 



4) A code of practice for the work should be prepared, the key features of which are: 



Access to the laboratory is restricted to authorized personnel. A sign should be 
posted a t  the entrance door during the times that experiments are in progress to  
indicate this fact. No other experiment of any kind should be conducted 
simultaneously in the same roam where the DeltaH5-PR8 reassortant is being 
used. 
Personnel should wear complete protective gear, including head cover, goggles, 
N95 nose and face mask, gown, and booties. Double gloves should be used to 
allow safe disposal of all the protective gear into an autoclave bag within the 
room. 
Showering is not required, as protective clothing and hand washing procedures 
are normally considered adequate to protect human health and the environment 
for this level of hazard. 
Procedures to prevent exposure of the H5Nl reassortant to normal human and 
animal influenza viruses. Staff should have received a conventional influenza 
vaccine to limit their susceptibility to infection with normal human viruses. I f  pilot 
lots of Deltat-IS-PR8 vaccine are available, staff should receive them. 
There should also be an Occupational Health Policy for antiviral prophylaxis or for 
treatment following accidental exposure to the DeltaHS-PR8 reassortan t virus. All 
personnel at  risk should be enrolled in an appropriately constituted respiratory 
protection program. Personnel should be counseled regarding the risks and 
monitored for disease symptoms and absenteeism. Personnel should monitor their 
body temperature daily and report any fever (temperature 238 O C  or 100.4 O F )  if 
accompanied by sore throat and cough and/or dyspnea (d~ff icul t  respiration or 
laborious breathing). 
Review of all working practices to minimize the creation of aerosols from the 
vaccine virus. 
Standard Operating Procedures for the safe decontamination of waste and 
equipment should be established. 
Emergency procedures for events such as spillages documented, 
The staff biosafety training program should document the proficiency of the 
trainees. 



5 )  All virus samples that are not saved for future use in a secure location should be 
autoclaved immediately and discarded. 



6) Storage of baseline serum samples from individuals working with these infruenza strains 
is recommended. 



CDC Reference: FLU-08R408 











PUBLIC HEALTH SERVZCE MATERIAL TRANSFER AGREEMENT 



Recipient: CSL Limited 



RESEARCH PROJECT 
(as needed) 
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