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PATENT INFORMATION SUBMITTED WITH THE FILING NOA NUMBER 
OF AN NOA, AMENDMENT, OR SUPPLEMENT 207620 

For Each Patent That Claims a Drug Substance NAME OF APPLl'-ANTINDA HOLDER 

(Active Ingredient}, Drug Product (Formulation and Composition) Novartis Pharmaceuticals Corporation 

and/or Method of Use 

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act. 

T ""DE NAME (OR PROPOSED TRADE NAME) 
To Be Detennined 
ACTIVE INGREDIENT\$) STRENGTH{S) 
(sacubitril!valsartan) 50mg, !OOmg, 200mg 

•u~m 

Tablet 

This patent declaration form is required to be submitted to the Food and Drug Administration {FDA) with an NOA application, 
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). 
Within thirty (30) days after approval of an NOA or supplement, or within thirty (30) days of issuance of a new patent, a new patent 
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NOA or 
supplement The infonnat1on submitted in the declaration form submitted upon or after approval wm be the onfy information reUed 
upon by FDA for listing a patent in the Orange Book. 

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that 
does not require a ''Yes" or "No" response}, please attach an additional page referencing the question number. 

FDA will nor list patent Information if you submit an incomplete patent declaration or the patent declaration Indicates the 
patent is not eligible for //sting. 

For each patent submitted for the pending NDA, amendment or supplement referenced above, you must submit all the 
Information described below. If you are not submitting any patents for this pending NOA, amendment, or supplement, 
complete above sec6on and sections 5 and 6. 

1. GENERAL 

a. United States Patent Number b. Issue Date of Patent I c. Expirauon Date of Patent 

7,468,390 December 23, 2008 November27, 2023 
d. Name ot Patent vwner Address (of Patent ownerJ 

Novartis AG Lichtstrasse 35 CH-4056 Basel Switurland 

City/Stale 

ZIP Code FAX Number (if avaUable} 

011 41 61 324 8001 
Telephone Number E-Mail Address (ff aval/aale) 

011 4161 3241111 
e. 1~ame or a~en1 or re~sen1auve v~110 resmes or mau11airlS ,...uvres$ (OT agent or represenrauve nam ...... m 1.e.J 

a place ofus1ness Wrim tKe United States authoriz.ed to One Health Plaza receive notice of patent certification under section 505(b}(3) 
and (1)(2}(B} of the Federal Food, Drug, and Cosmetic Act 
and 21 CFR 314.52 and 314.95 [rf patent owner or NOA C1ty1.:,iate 

app~canl:/holder does not reside or have a place of East Hanover, New Jersey 
business within the Unfted states) L<n,oue r IV\ Nl.Jmucr (if avaifable) 

07936 
General Counsel 1 e1ephone Numutlr i=.~Man Aodress 111 ava1lab10"J 

862-778-8300 
1. 1s toe patent rererenceo al./Uve a patent tnat nas been suormttea prev1ous1y ror the 

approved NDA or supplement referenced above? D Yes i;g] No 

g, n me patent retere1~ above nas oeen SWJ•111uou prev1ous1y tor usung, LS the exp1rauon 
date a new expiration date? oves i;gj No 

FORM FDA 3542a (11113) Page 1 
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Reference ID: 3791157

For the parent referenced above, provide the following infonnstion on the drug substance, drug product and/or method of 
use lllat ts the subject of the pending NOA, amendment, or supplement 

2. Drug Substance (Active Ingredient) 

2.1 Does the patent claim the drug substance that is the active Ingredient In the drug product . 

described in Hie pending NOA, amendment, or supplement? l&J Yes ONo 

2.2 Does the patent ctaim a drug subStance that is a different polymorph of the active 
ingredient described In the pending NOA. amendment, or supplement? D Yes l8J No 

2..3 If the answer to question 2.2 is "Yes," do you cerfify that. as of the date of th!S declaration, you hava test 
data demonstrating that a drug product containing the polymorph will perform lhe same as the drug product 
described in the NDA? The type of test data required is described at 21 CFR 314.53(b}. QYes QNo 

2.4 Specify the polymorphic form(s) claimed by the patent for Which you have 1he test results described ln 2.3. 

2.5 Qoes the patent claim only a metabolite of the active lngreelient pending In the NDA or supplement? 
(Complete the Information in section 4 below if the patent claims a pending mefhod of using the pending 
drug product to administer the me~botite.} OYes 181 No 

2.6 Does the patent claim only an lntermedlate? 
OY•s l8J No 

2.7 tf the patent referenced in 2.1 is a product-by-process patent. is the product claimed in the 
patent novel? (An answer Is required only if the patent is a product·by-process patent.) O Yes QNo 

3. Drug Product (ComposltionlFormulatlon) 

3.1 Does the patent claim the drug product, as deflned in 21 CFR 314.3, in the pending NDA, amendment, 
or Supplement? 18J Yes ONo 

. 

3.2. Doe& the patent claim onty an Intermediate? 
QYes g] No 

3.3 If the patent referenced in 3.1 is a product·by-process patenl is the product claimed ln the 
patent novel? (An answer Ii; requwed only if the patent is a product.by-process patent.) OYes ONo 

4. Method of Use 

Sponsors must submit the infOrmatlon in section 4 tor each method of using the pending drug product for whk:h approval Is being 
sought that Is claimed by the patent For each pending method of usa claimed by the patent, provide the following Information: 

4.1 Does the patent cJaim one or more melhods of use for which approval is being sought in 
the pending NDA, amendment. or supplement? OYes 181 No 

4.2 Patent Claim Number(s) (as listed in the patMt) Does (Do} the patent c:lalm{s) referenced in 4.2 claim a 
pending method of use for whfch approval is belng sought 
Jn the pending NOA. amendn:ient, or supplement? QYes ONo 

4.2a If the answer to 4.2 is Use: (Submit indication or method of use mformatlon as ldentlffed specifically Jn the proposed labelfng.) 
·ves," identify with speci-
flcity tile use with refer-
ence to tl'le proposed 
labeling for the drug 
product. 

5. No Relevant Patente 

For this pending NDA, amendment, or t1upplement, there are no relevant patents that claim 1he drug substance (active ingredient), 
drug product (forllllJlaHon or composition} or method(s) of use, fol which the appllcant ts seeking approval and with respect to which OYes 
a ciakn of patent infl1ngement could .reasonabiy be asserted If a person not licensed by the owner of the patent engaged in the 
manufacture, use, or sate of the drug pruduct. 

FORM FDA 3542a (11/13) P8ge2 



Reference ID: 3791157

6. Declaration Certification 

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NOA, 
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act This time-
sensitive patent Information is submitted pursuant to 21 CFR 314.53. I attest that I am familiar with 21 CFR 314.53 and 
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is 
true and co«ect. 

Warning: A wllffully and knowingly false statement is a criminal oflense under 18 U.S.C. 1001. 

6.2 Authorized Signature of NOA ApplicanUHolder or Patent Owner (Attorney, Agent, Representative or Date Signed 
other AuthorizfEC} Official) (Prov~de fnformation below) 

!f11>;izo1y ~D2> U) 
l '\ 

NOTE: Only an NOA applicanUholder may s~~11t this declaration directly to the FDA. A patent owner who is not the NOA applicant/ 
holder is authorized to sign the declaration bu may not submit It directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). 

Check applicable box and provide information below. 

O NOA ApplicanUHolder O NOA Applicant's/Holder's Attorney, Agent (Representative) or other 
Authorized Official 

I O Patent Owner ~ Patent Owner's Attorney, Agent (Representative) or Other Authorized 

I Official· 

Name 

David Kurlandsky 

Address I City/State 

One Health Plaza I East Hanover, New Jersey 

ZIP Code 1 e1epnone Number 

07936 862-778-5806 

FM Number(ifavailable) E-Mail Address (if available) 

973-781-8064 david.kurlandsky@novartis.com 

This section applies only to requirements of the Paperwork Reduction Act of 1995. 

"DO NOT SEND YOUR COMPLETED FORJ\1 TO THE PRA STAFF EMAIL ADDRESS BELOW." 

The burden time for this co!lection of infonnation is estimated to average 20 hours per response, including the time to 
review instructions, search existing data sources, gather and maintain the data needed and complete and review lhe 
collection of information. Send comments regarding this burden estimate or any other aspect of this infonnation collection, 
including suggestions for reducing this burden, to: 

Department of Health and Human Services 
Food and Drug Administration 
Office ofChieflntOnnation Officer 
Paperwork Reduction Act (PRA) Staff 
PRAStajj@.fda.hhs.gov 

'"An agency may not conducf or sponsor. and a person is nor required to respond ro, a co!feclio11 of 
information unless ii displays a currently \'ah/:f Oh1B number,,. 

FORM FDA 3542a (11/13) Page 3 



Reference ID: 3791157

INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF AN NOA, AMENDMENT OR SUPPLEMENT 

General Information 

• To submit patent infbrmation to the agency the appropriate 
patent declaration fonn must be used. Two forms are available 
for patent submissions. Thtl approval status of your Ne\V Drug 
Application will detennine which form you should use. 

• Form 3542a should be used when submitting patent information 
with original NDA submissions, NDA amendments and NOA 
supplements prior to approval 

• Fonn 3542 should be used after NDA or supplement approval. 
This focm is to be submitted within 30 days after approval of an 
application. This fonn should also be used to submit patent 
information relating to an approved supplement under 21 CFR 
314.53(d) to ~hange the formulation, add a new indication or 
other condition of use, change the strength, or to make any other 
patented change regarding the drug, drug product, or any 
method of use. 

• Form 3542 is also to be used for patents issued after drug 
approval. Patents issued after drug approval are required to be 
submitted witlii11 30 days of pa.tent issuance for the patent to be · 
considered "timely tiled" 

• OnIY infonnation from fonn 3542 will be used for Or~nge Book 
publication purposes. 

• Forms should be submitted as de.scribed in 21 CFR 314.53. 
Sending an additional copy of fonn 3542 to the Orange Book 
Staff will expedite patent publication in the Orange Book. The 
Orange Book Staff address (as of April 2007) is: Orange Book 
Staff, Office of Generic Drugs OGDIHFD·6 I 0, 7620 Standish 
Place, Rockville, MD 20855. 

• The receipt date is the date that the patent infonnation is date 
stamped in the centraJ document room. Patents are considered 
Jisted on the date received. 

•Additional oopiesofthese forms may be downloaded from the 
Internet at ht1p:llwwi.11.fda.gov/opacomlmorechoices/fdaforms! 
fdafornrs.html. 

First Section 

Complete all items in this se<:tion. 

1. General Section 

Complete all items in this section with reference to the patent 
itself 

le) Include patent expiration date, including any I-latch-Waxman 
patent e){tension already granted. Do not include any 
applicable pediatric exclusivity. The agency will include 
pediatric exclusivities where applicable upon publication. 

1d) Include fuH address of patent owner. If patent owner resides 
outside the U.S. indicate the country in the zip code block. 

FORM FDA 3542a (11113) 

le) Answer this question if applicable. If patent owner and NOA 
app1icant/hoider reside in the United States, leave space 
blank. 

2. Drug Substanee (Active Ingredient) 

Complete all iteJns in this section if the patent claims-the drug 
substance that is the subject of the pending NDA. amendment, or 
supplement 

2.4} Name the polyn1orphic form of the drug identified by tbe 
patent 

2.5) A patent for a metabolite of the approved active ingredient 
may AOt be submitted. lfthe patent claims an approved 
method of using the approved drug product to administer the 
metabolite, the patent may be submitted as a method of use 
patent depending Oil the responses to section 4 or this for'll'I. 

2.7) Answer this question only if the patent is a product-by­
process patent. 

3. Drug Product (Composition/Formulation) 

Complete al1 items in this section if the patent claims the drug 
product that is the subject of the pending NOA, amendment, or 
supplement 

3.3) An answer to this question is required only if the referenced 
patent is a product-by-process patent. 

4. Method of Use 

Complete aH items in this section if the patent claims a method of 
use of the drug product that is the subject of the pending NDA, 
amendment, or supplement (pending method of use). 

4.2) For each pending method of use claimed by the patent, 
identil)r by number the claim(s) in the patent that clailn the 
pending use of the drug. An applicant may list together 
multiple -patent claim numbers and information for each 
pending method of use, if applicable. However, each 
pending method of use must be separately listed within this 
section of the fonn. 

4.2a) Identify the precise words of the approv.el labeling that 
describe with specificity the patented method ofuse. 

5. No Relevant Patents 

Complete this section only if applicable. 

6. Declaration Certification 

Complete all items in this section. 

6.2) Authorized signature. Check one of the four boxes that best 
describes the authoriz.ed signature. 

Page4 



Reference ID: 3791157

Department of Health and Human Services Form ApprovOO: OMB No. 0910-0513 

Food and Drug Administration Expiration Date: 10131/2016 
See OMB Statement on Page 3. 

PATENT INFORMATION SUBMITIED WITH THE FILING NDANUMBER 
OF AN NOA, AMENDMENT, OR SUPPLEMENT 207620 

For Each Patent That Claims a Drug Substance NAME OF APPLlvAN 1 /NDA HOLDER 

(Active Ingredient), Drug Product (Formulation and Composition) Novartis Phannaceuticals Corporation 

and/or Method of Use 

The fol/owing is provided In accordance with Section 505(b) and (c) oflhe Federal Food, Drug, and Cosmetic Act. 

TRADE NAME (OR PROPOSED TRADE NAME) 
To Be Detfmnined 

ACTIVE INGREDIENT(SJ STRENGTH{S) 
(sacubitril/'/alsartan) 50mg, I OOmg, 200mg 

rvm" 

Tablet 

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application, 
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). 
Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent 
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA or 
supplement The information submitted in the declaration form submitted upon or after approval will be the only information relied 
upon by FDA for listing a patent in the Orange Book. 

For hand-written or typewriter versions (onlyl of this report: If addltional space is required for any narrative answer (i.e., one that 
does not require a "Yes" or "No" response), please attach an additional page referencing the question number. 

FDA wl// not list patent Information ;r you subm1l an Incomplete patent declaration or the patent declaration indicates tile 
patent Is not ellgtble for listing. 

For each patent submitted for the pending NDA, amendment, or supplement referenced a-bove, you mu.st submit all the 
information described below. ff you are not submitting any patents for this pend;ng NDA, amendment, or supplementj 
complete above section and sections 5 and 6. 

1. GENERAL 

a. United States Patent Number b. Issue Date of Patent I c. Expiration Date of Patent 

&,10!,659 Janmuy 24, 2012 January 14, 2023 
d. Name of Patent Owner Address (of Patent Owner) 

Novartis AG Lichtstrasse 35 CH-4056 Basel Switzerland 

City/State 

ZIP Code FAX Number (if available) 

011 4161 324 8001 
Telephone Number EHMaH Address (if available) 

01141613241111 
e. Name or a%ent or re-mauve ...... o res1aes or mamlams nuu~ess (Oi agenr or represemarrve nawou lfl 1.6.) 

a place of usmess Win tne United States authorized to One Health Plaza 
receive notice of patent certification under section 505(b}(3) 
and fj)(2)(B) of the Federal Food, Drug, and Cosmetic Act 
and 21 CFR 314,52 and 314.95 (If patent owner or NDA City/State 
applicantlhotd.er does not reside or have a place of East Hanover, New Jersey 
business within the UnUed States) 

LU"' ~000 rMA 1-.iumoer (If ava11aore) 

07936 
General Counsel 1 eiepnone Number c:-Mail l"lUdress {ir available) 

862-778-8300 
r. 1s me pa~C'I·~ rererenc:ea au ... ve a patem tnat hasneen Suvu 1ttea previous1y ror uic 

approveti NOA or supplement referenced above? OYes 181 No 

g .• , u re patent rerere•RA:\.I above nas 1.1\:;'en suommea pre'J1ousiy tor 1isnng, is tne expiration 
date a new expiration date? OYes 181 No 

FORM FDA 3542a (111131 Pa!jG 1 
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Reference ID: 3791157

For the parent referenced above, provide the following infonnation on the drug substance, drug product and/or method of 
use that is the subject of the pending NM amendment, or supplement. 

2. Orug Substance (Active Ingredient) 

2.1 Does the patent claim the dn.ag substance that is 1he active Ingredient in the drug product 
described in the pending NOA, amendment, or supplemrmt1 gi Yes ONO 

2.2 Does lhe patent claim a drug substance that ls a different polymorph of the aclive 
ingredient descrtbed in the pending NOA, amendment, or supplement? OY•s I);(] No 

2.3 If the answer to queslion 2.2 ls "Yes," do you certify that, as Of the date of this declaration, you have test 
data demonstrating that a drug product containing the polymorph will perform the same as the drug product 
<:!escrlbed ln the NOA? The type oftest data required is described at 21 CFR 314.53(b). OYes ONo 

2.4 Specffy the potymorphic form(s) claimed by the patent for which you have the test results descn'bed in 2.3. 

2.5 Does ttte patent dalm only a metabolite of the sci.Ive Ingredient pending in the NOA or supplement? 
(Cotnptet.e the information ln section 4 below if the patent claims a pending method of using the pencUng 
drug product to administer the metabolite.) OYes 181 No 

2.6 Does the patent claim only an intermediate? 
OY•s 181 No 

2.7 If the patent referenced ln 2.1 is a product-by-process patent, is the product claimed in the 
patent novel? (An answer is required only if the patent ls a product-by~process patent) OYes ONO 

3. Drug Product (Composltlon/Formulatlon) 

3.1 Does the patent cialm the drug product, as defined in 21 CFR 314.3, In the pending NOA, amendment, 
or supplement? I&] Yes ONo 

3.2 Does the patent claim onfy an intermediate? 
oves ~No 

3.3 If the patent referenced in 3.1 is a product-by-process patent, i$ the product claimed in the 
patent novel? (An answer is required only If the patent Is a product-by-process patent) OYes ONo 

4. Method of Use 

Sponsors. must submit the informatiOn in section 4 for each method of using the pencrmg drug product for which approval Is being 
sought that Is elaimed by the patent For each pending method of use claimed by the parent, provide the following lnfonnation: 

4.1 Does the patent claim one or more methods of use for which approval 1$ being sou9ht in 
the pernling NOA, amendment, or supplement? O Yes ~No 

4.2 Patent Claim Number{s) (as listed in the patent) Does (Do) the patent cfaim(s) referenced In 4.2 daim a 
pending method of use for which approval i$ being sought 
In the pending NOA, amendment, or supplement? QYes ONO 

4.2a If the answer to 4.2 Is Use: (Submit lndieatfon or method of use Information as identified specifkally Jn the proposed labeHng.J 
"Yes," identify with &peel~ 
ficity the use wlth refer~ 
ence to the proposed 
labeling for the drug 
product. 

s. No Relevant Patents 

For this pending NOA, amendment. or supplement. there are no relevant patents that cla~m the drug substance (active ingredient), 
drug product (formulation or composition) or method(s) of use. for which the applicarit is seeking approval and with respect to which 0Yes 
a ciaim of patenl infringement could reasonably be asserted If a person not licensed by the owner of the patent engaged in the 
manufacture, use, or sale of the drug product. 

FORM FOA 3542a (11113) Page2 



Reference ID: 3791157

6. Declaration Certification 

6.1 The undersigned declares that this is an accurate and complete submi'ssion of patent Information for the NDA, 
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time~ 
sensitive patent information is submitted pursuant to 21CFR314.53. I attest that I am familiar with 21CFR314.53 and 
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is 
true and correct. 

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001. 

6.2 Authorized Signature of NOA Applicant/Holder or Patent OWner (Aftomey, Agent. Representative or Date Signed 
other Authorized Official) (Provide 1rarmatton below) I 

tf ;If / cl)=:'> \J-~~~~) I I /J...JIY I 1 

NOTE: Only an NOA applicantlholdtk may $Ubmit this ~laration directly to the FDA. A patent owner who is not tile NOA applicant/ 
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). 

Check applicable box and provide information below. 

O NOA Applicant/Holder D NOA Applicant's/Holder's Attorney, Agent {Representative) or other 
Authorized Official 

0 Patent Owner I&] Patent Owner's Attorney, Agent (Representative) or Other Authorized 
Official 

Name 

David Kurlandsky 

Address City/State 

One Health Plaza East Hanover, New Jersey 

Lir Code Telephone Number 

07936 862-778-5806 

FAX. Number (if available) E~Mail Address (if available) 

973-781-8064 david.kurJandsky@novartis.com 

This section applies only to requirements ofLhe Paperwork Reduction Acl of 1995. 

*DO NOT SEND YOUR COMPLETED FORM TO THE PRA STAFF EMAIL ADDRESS BELOW.~ 

The burden time for this collection of information is estimated to average 20 hcmrn per response, inc1\1ding the time lo 
review instructions, search existing data sources, gather and maintain the dala needed and complete and review the 
co!lecLion of information. Send comment~ regarding this burden estimate or any other a~pc.ct of this lnfonnation c-0!1ection, 
including suggestions for reducing this burden, to: 

Department of Health and Human Services 
Food and Drug Administration 
Office of Chief lnfonnation Officer 
Papcnvork Reductlon Act (PRA) Staff 
P RAStaff@fda.llhs.gov 

··An agency may not conduct or sponsor, and a person is not required t<J respond to, a collection of 
information unless it displays a curren1ly valid OAfB number. 

FORM FDA 3542a (11/13) Page 3 



Reference ID: 3791157

INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITIED WITH THE FILING 
OF AN NOA, AMENDMENT OR SUPPLEMENT 

General Information 

• To submit patent information to the agency the appropriate 
patent declaration form must be used. Two foims are available 
for patent submissions. The approval status of your New Drug 
Application \V;Jt detennine \Vhich form you should use. 

• Porm 3542a should be used when submitting patent information 
wilh original NDA subrnissjons. NDA amendments and NDA 
supplements prior to approvai. 

• Form 3542 should be used after NDAor suppJcment approval. 
This form is to be submitted within 30 days after approval of an 
application. This form should als9 be used to submit patent 
infonnation relating lo an approved supplement under 21 CFR 
314.53(d) to change the formulation, add a new indication or 
other condition of use. change the strength, or to make any other 
patented change regarding the drug, drug product, or any 
method of use. 

• Fonn 3542 is also to be used for patents issued nfter drug 
approval. Patents issued after drug approval are required to be 
submitted Ytithin 30 days of patent issuance for the patent to be 
considered "timely filed. 11 

• Only information fron1 fonn 3542 will be used for Orange Book 
publication purposes. 

• Fanns should be submitted as described in 21CFR314.53. 
Sending an additional copy of fonn 3542 to the Orange Boo-k 
Staff will expedite patent publication in the Orange Book. The 
Orange Book Staff address (as of April 2007) is: Orange Book 
Staff, Office of Generic Drugs OGD/HFD-610, 7620 Standish 
Place, Rockvme, MD 20855. 

• The receipt date is the date that the patent infonnalion is date 
stamped in the centrnl docwnent romn. Patents are considered 
listed on the date received. 

• Additional copies of these fonns may be downloaded from the 
Internet at: hltp:l!wWlv.fdagovlopacamlmorechoiceslfdafor1nsl 
frkiformsJrtml. 

First Section 

Complete all items in this section. 

1. General Section 

Complete all items in this section with reference to the patent 
itself. 

I c} IncJude patent expiration date, incJuding any Hatch-Waxman 
patent extension already granted. Do not include any 
applicable pedialric exclusivity. The agency will include 
pediatric exclusivities where applicable upon publication. 

ld} include full address of patent owner. If patent owner resides 
outside the U.S. indicate the country in the zip code block. 

FORM FDA 3542a (11113) 

le) Answer this question if applicable. If patent ov.'ller and NOA 
applicant/holder reside in the United States, leave space 
blank. 

2. Drug Substance (Active Ingredient) 

Complete aU items in this section if the patent claims the drug 
substance tbal: is the subject of the pending NOA~ amendment, or 
supplement. 

2.4) Name the pol)'lJIOtphic form of the drug identified by the 
pa.tent. 

2.5) A patent for a metabolite of the approved active ingredient 
may not be submitted. lfthe pat.cnt clallns an approved 
method of using the approved drug product to administer the 
metabolite, the patent may be submitted as a method of use 
patent d~nding on the responses to section 4 ufthis form. 

2.7) Answer this qu~Hon only if the patent Is a product~h)r­
process pate11L 

3. Drug Product (Composition/Formulation) 

Complete all ite1ns in this section if the patent claims the drug 
product that is the subject of the pending NDA, amendment,, or 
supplement. 

3.3) An answer to this question is required only if the referenced 
patent is a product~by~process patent. 

4. Method of Use 

Complete all items in this section if the patent claims a method of 
use of the drug product that is the subject of the pending NDA, 
nmendment. or supplement (pending method of use). 

4.2) For each pending method of use claimed ·by the patent, 
identify by number the claim{s) in the patent that claim the 
pending use of the drug. An applicant may list together 
multip1e patent claim numbers and infonnatioo for each 
pending method of use, if applicable. However. each 
pending method of use 1nust be separately listed within this 
section of the form. 

4.2a) Jdentify the precise words of the approve I Jtilieling that 
describe with spedficity the patented method of use. 

S. No Relevant Patents 

Complete this section only if applicabie. 

6. Declaration Certification 

Complete ail items in this section. 

6.2) Authori1..ed signature. Check one of the four boxes that best 
describes the authorized signature. 

Page4 



Reference ID: 3791157

Department of Health and Human Services Form Apptoved: OMB No. 0910.()513 

Food and Drug Administration Expiration Date: 10/31/2016 
See OMB Statement on Page 3. 

PATENT INFORMATION SUBMITTED WITH THE FILING NOA NUMBER 
OF AN NOA, AMENDMENT, OR SUPPLEMENT 207620 

For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NOA HOLDER 

(Active Ingredient), Drug Product (Formulation and Composition) Novartis Phannaceuticals Corporation 

and/or Method of Use 

The fol/awing is provided In accordance with Section 505{1>) and (c) of the Federal Food, Orug, ancl Cosmetic Act. 

TRADE NAME 10R PROPOSED TRADE NAME) 
To Be Determined 

ACTIVE INGREDIENT(S) STRENGTH{S) 
(sacubitril/valsartan) 50mg, JOOmg, 200mg 

-"" 
Tablet 

This patent declaration form is required to be submitted to tile Food and Drug Administratton (FDA) with an NDA application. 
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). 
Within thirty (30) days after approval of an NOA or supplement, or witllin thirty (30) days of issuance of a new patent, a new patent 
declaration must be submitted pursuant to 21 CFR 314.53{c)(2)(ii) with all of the required information based an the approved NDA or 
supplement. The information submitted in the declaration form subrnitted upon or after approval will be the only information relied 
upon by FDA for lisijng a patent in the Orange Book. 

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that 
does not require a "Yes" or "No" response}, please attach an additional page referencing the question number. 

FDA will not list patent information If you submit an Incomplete patent clec/aratlon or lhe patent declaration indicates the 
patent is not ellglb/e for listing. 

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the 
Information descrll>ecl below. If you are not submitting any patents fo, this pending NOA, amenclmen~ o• supplement 
complete above section and sections 5 and 6. 

1.GENERAL 

a. united States Patent Number b. Issue Date or Patent I c.. t:.xpiration Date or Patent 

8,404,744 March 26, 2013 January 14, 2023 
d. Name of Patent uwner Address (of Pafent owner) 

Novartis AG Lichtstrasse 35 CH·4056 Basel Switzerland 

City/Slate 

ZIP Code FAX Number (If available) 

Oil 41 613248001 
Telephone Number E-Mail Mdress (if svalfabie) 

01141613241111 
e. 1"t<1me 01 ~enl or !!::Eresen1auve ... o res .......... or mainLHEnS .-w<.,.ress 101· ag&m or represen,.,..,ve na,,. ... ,,, m 1.e.1 

a place o uslness wiffim lhe United States authorized to One Health Plaza receive notice of patent certification under section 505(b){3) 
and 0)(2)(8) of the Federal Food, Drug, and Cosmetic Act 
and 21 CFR 3'14.52 and 314.95 (if patent owner or NOA 1.,;ityr;:n.e1te 

applicant/holder does not reside or have a place of East Hanover, New Jersey 
busines$ within the United States) 

~" v~e , ·l"V'.. NU111Ver (ff a .. a.labfe) 

07936 
General Counsel 1 ~ephone Numucr t-Mail Address (if available) 

862-778-8300 
r. is ult$ pdWl1t rererent,.;t:U l:WVve a patent tr1t1t nas oeen submitted previous1y 1or utt: 

appro~d NOA or supplement referenced above? O Yes 18] No 

g:. It tne patent reierenced above has ueen suumrued prev1ous1y ror 11strng, ts me exp1ra1 ion 
date a new expiration date? D Yes 18] No 

FORM FDA 3542a (11113) Page 1 
rsc 1'tl!.~1.tnn11s""'"'"'1301 )-141-li?.W EF 



Reference ID: 3791157

For the patsnt referenced above, provide the following information on the drug substance, drug product and/or method of 
use that Is the subject of the pending NDA, amendmen~ or supplement. 

2. Drug Substance (Active ingredient) 

2.1 Does the patent claim the drug substance that is lhe active lngredlent In the drug product 
desQibed in the pending NDA, amendment, or supplement? l&J Yes ONO 

2.2 Does the patent claim a drug substance that is a different polymorph of the active 
ingredient described in the pending NOA. amenctnent, or supplement? DY•• 1i?J No 

2..3 If the answe! to question 2.2 ls "Yes," do you certify tha1, as of the date of thls declaration, you have test 
data demons1rating that a drug product containing the polymorph will perform the same as the drug product 
descnbed in the NOA? The type of test data required Is described at 21 CFR 314.53(b). oves QNo 

2.4 Specify the polymorph1c form(s) dahned by the patent for whlch you have the test results described in 2.3. 

2.5 Does the patent claim only a metabolite of the active ingredtent pending in the NOA or supplement? 
(Complete the information In section 4 below if the patent claims a pending method of using the pending 
drug product to administer the metabolite.) OYes J8l No 

2.6 Does the patent claim only an intermediate? 
OYes 18J No 

2.7 tf the patent referenced In 2.1 ls a product-by-process paten~ Is the product claimed In the 
patent novel? (AA answer is required only if the patent is a product-by-process patent) QYes QNo 

3. Drug Product (Composition/Formulation) 

3.1 Does the patent claim the drug product, as defined In 21CFR314..3, in the pending NOA. amendment, 
or supplement? l&J Ye$ ONo 

3.2 Does the patent ctaim only an intermediate? 
OYes jg] No 

3.3 If the patent referenced in 3.1 is a product"by-process patent, Is the product claimed in the 
patent novel? (An ;;1nswer Is required only if the patent Is a product·by-process patent.) QYes ONo 

4. Method of Use 

Sponsors mll$t submit the InformatiOn in seclion 4 for each method of using the pendfng drug product for whi~h approval Is being 
sought that is'clsimed by the parent. Far each pending method of use claimed by the patent, provide the fo.lfowlng Information; 

4.1 ooes the patent claim one or more rnethods of use for which approval is being soughl in 
the pending NDA, amendment, or supplement? OYes 13J No 

4.2 Patent Claim Number(s) (as listed In th& patent) Does (Do) the patent claim(s) referenced in 4.2 claim a 
pending method of use for which approval Is being sought 
rn. the pending NOA, amendment. or supplement? DY•• ONO 

4.2a If the answer to 4.2 Is Use; (Submll indication or method of use fnformation as Identified spectfically in the proposad lablilllng.} 
''Yes." Identify with specl~ 
ficity the use with refer-
ence to the proposed 
labeling for the drug 
product. 

5. No Relevant Patents 

For this pending NOA, amendment, or supplement, there are no rclevant patents lhat clalrn the drug substance (actlve ingredient). 
drug product (fOnnulatlon or composition) or methocl(s) of use, for Vvtiich the applicant is seeking approval and with respect to which QYes 
a claim of patent Infringement could reasonably be asserted if a person not licensed by the owner of lhe patent engaged in the 
manufacture, use, or sale of the drug product. 

FORM FDA 3542a (11113) Page2 



Reference ID: 3791157

6. Declaration Certification 

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA, 
amendment, or supplement pending under section 505 of the Federal Food, Drug. and Cosmetic Act This timeM 
sensitive patent information is submitted pursuant to 21 CFR 314.53. I attest that I am familiar with 21 CFR 314.53 and 
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is 
true and correct. 

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.5.C. 1001. 

6.2 Authorized Signature of NOA App!icanVHolder or Patent Owner (Attorney, Agent, Representative or 
other Authorized..QDif;!al) (Provfde .'1Zatro~low) 

~\) ""'· I \ ,, 
'\ ) I \/ 

--·- I ---\ 

Da.te sy· ed , 
. I 

11//3;1 t.«J It/ 
NOTE: Only an NOA applicant/holde'f may subm~ this declaration directly to the FDA. A patent owner who is not the NDA applicant/ 
holder is authorized to sign the declaration but njay not submit It directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). 

Check applicable box and provid~ Information below. 

D NOA Applicant/Holder 

I D Patent Owner 

Name 

David Kurlandsky 
·--Address 

One Health Plaza 

LIPt..,;ode 

07936 

D NOA Applicant's/Holder's Attorney, Agent (Representative) or other 
Authorized Official 

g] Patent OWner's Attorney, Agent (Representative) or Other Authorized 
Official 

City/State 

East 1-Ianover, New Jersey 

Telephone Number 

862-778-5806 

r PV< Number (if available) -----~~-~~~~~~~~~-l-E"-"M'a~il"A"d"dr-e"ss~(if'a_v_a~ffa~b"~"J~~~~--~-~~~~--~~-i 

973-781-8064 david.kurlandsky@novartis.com 

This section applies only to requirements of the Paperwork Reduction Act of 1995 

"00 NOT SEND YOtlR COMPLETED FORM TO THE PRA STAFF EMAIL AODRESS BELOW." 

The burden time for this collection of infonnation is estimated lo average 20 hours per response, including the time to 
review instructions, search existing data sources, gather and maintain the data needed and complete and review the 
collection of information. Send comments regarding this burden estunate or any other aspect of this infommtion collet-tion, 
including suggestions JOr reducing this burden, to: 

FORM FDA 3542a (11113) 

Department of Health and Human Se iv ices 
Food and Drug. Administration 
Office of Chief lnfonnation Officer 
Paperwork Reduction Act (PRA} Staff 
PRAStqfj@fda.hhs.go\• 

"An agency may not conduct or sponsor, a11d a person is not required to respond 10, a collection of 
information unless it displays a currently valid OA1B numbe1:" 

Page 3 



Reference ID: 3791157

INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF. AN NOA, AMENDMENT OR SUPPLEMENT 

General Information 

• To submit patent information to the agency tlie appropriate 
patent declaration fonn must be used. Two fonns are available 
for patent submissions. TI1c approval status ofy-our New Drug 
Application will determine which fonn you should use. 

• Form 3542a should be used when submitting patent information 
with original NOA submissions. NDA amendments and NDA 
supplements prior to approval. 

'" Form 3542 should be used after NOA or supplement approval. 
This form is to- be submitted within 30 days after approval of an 
applicatfon. This form should also be used to submit patent 
information relating to an approved 'Supplement under 2 l CFR 
314.53(d) to change the fonnulation, add a new indjcation or 
other-condition of use, change the strength. or to make any other 
patented change regarding the drug, drug product, or any 
inethod of use. 

• Fonn 3542 is also to be used for patents issued after drug 
approval. Patents issued after drug approval are required lo be 
submitted within 30 days of patent issuance for the patent to be 
considered "timely filed. u 

• Only information ·from form 3542 will be used for Orange Book 
publication purposes. 

• Forms should be submitted as described in 21 CPR 314.53. 
Sending an additional copy of fonn 3542 ta the Orange Book 
Staff will expedite patent publication in the Orange Book. The 
Orange Book Staff address {as of April 2007) is: Orange Book 
Staff, Office of Generic Drugs OGD/HFD-610, 7620 Standish 
Place, Rockville, MD 20855. · 

• Tire receipt date is the date that the patent infonnation is date 
stamped in lhe central document room. Patents are considered 
listed on tbe date received. 

• Additional copies of these forms may be downloaded from the 
Jntemet at: http:llwww.fda.govlopacom/morechoiceslfdaformsl 
fdn.forms.html. 

First Section 

Complete all items in this section. 

t. General Section 

Complete all items in this section with reference 10 the patent 
itself. 

le) Include patent expiration date, including any Hatch-Waxman 
patent extension already granted. Do not include any 
applicable pediatric exclusivity. The <tge1lcy wilt include 
pediatric exelu.sivities where applicable upon publication. 

!.d} Include full address of patent owner. If patent owner resides 
outside the U.S. indicate the country in the zip code bk>ck. 

FORM FDA 3542" (11113) 

le) Answer this question if applicable. If patent owner and NDA 
applicant/holder reside in the United States, leave space 
blank. 

2. Drng Substance (Active Ingredient) 

Complete all items in this section if the patent clahns the drug 
substance that is the subject of the pending NDA, amendment, or 
supplement. 

2.4) Name the p~ly1notphic fonn of the drug identified by the 
patent 

2.5) A patent for a metabolite of the approved active ingredient 
may not be submitted. Lf lhe patent claims an approved 
method of using the approved drug product to administer the 
metabolite, the patent may be submitted as a method of use 
patent depending on the responses ta section 4 of this Form. 

2.7) Answer this question only iftlre patent is~ product-by­
process patent. 

3. Drug Product (Composition/Formulation) 

Complete all items in this section if the patent claims 1he drug 
product that is the subject of the pending NDA, amendment., or 
supplement. 

3.3) An .answer to this question is required only if the referenced 
patent is a product-by-process patent. 

4. Method of Use 

Comp1ete all items in this section if the patent claims a method of 
use of the drug product that is the subject oFthe pending NOA, 
amendment, or supplement (pending method of use). 

4.2) For each pending method of use claimed by the patent. 
identify by number the claitn(s) in the patent that claim the 
pending use of the drug. An app1icant may list together 
multiple patent claim numbers and information for each 
pending n1ethod of use, if applicable. However, each 
pending method of use must be separately listed within this 
section of the fonn. 

4.2a) Identify the precise words of the approvel labeling that 
describe with specificity the patented method of use. 

5. No Relevant Patents 

Complete this section only if applicable. 

6. Declaration Certification 

Complete all items in this section. 

6.2) Authorized signature, Check one of the four boxes that best 
describes the authorized signature. 

Page4 



Reference ID: 3791157

Department of Health and Human Services Fonn Approved: OMB No. 0910-0513 

Food and Drug Administration Expiration Date: 10f31/201t5 
See OMB Statement on Page 3. 

PATENT INFORMATION SUBMITTED WITH THE FILING NDANUMotR 

OF AN NOA, AMENDMENT, OR SUPPLEMENT 207620 

For Each Patent That Claims a Drug Substance NAME o,- ~, L!CANTINDA HOLuER 

(Active Ingredient), Drug Product (Formulation and Composition) Novartis Phannaceuticals Corporation 

and/or Method of Use 

The following Is provided In accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act. 

TRADE NAME (OR PROPOSED TRADE NAME) 

To Be Detennined 

ACTIVE INGREDlENT(S) STRENGTH(S) 

( sacub itril/valsartan) 50mg, lOOmg, 200mg 

rv~m 

Tablet 

This patent declaration form is required to be submitted to the Food and Drug Admfnistration (FDA) with an NOA application, 
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). 
Within thirty (30) days after approval of an NOA or supplement, or within thirty (30) days of issuance of a new patent a new patent 
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(i0 with all of the required information based on the approved NOA or 
supplement The information submitted in the declaration fonrn submitted upon or after approval will be the only infonrnation relied 
upon by FDA for listing a patent in the Orange BooK 

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that 
does not require a "Yes" or "No" response}, ptease attach an additional page referencing the question number. 

FDA w/I/ not list patent information If you submit an Incomplete patent declaration or the patent declaration indicates the 
patent is not eligible for listing. 

For each patent submitted for 'the pendfng NOA; amendment, or supplement referenced above, you must submit a/f the 
information described below. ff you are not submitting any patents for this pending NDA, amendment, or supplement, 
complete above section and sections 5 and 6. 

1. GENERAL 

a. United States Patent Number b. Issue uate of Patent I c. t:xp!ration Date of Patent 

8,796,331 August 5, 2014 January 14, 2023 
d. Name of Patent owner . AOJJress (or t"'-alent Owner,I 

Novartis AG Lichtstrasse 35 CH-4056 Basel Switzerland 

City/State 

ZIP Code FAX Number (if available) 

01141613248001 
Tek;!phone Number E-Mall Address (if available) 

01141613241111 
e. Name 01 agenc or represen ve o res1UC<o or ma1111ams nuuress ror agenr or represen1at1ve namr;rt..f ,n 1.e.J 

a place of bUS1nesSWiu'lin the United States aulhorlzed to One Health Plaza 
receive notice of patenl certification under section 505(b)(3) 
and U)(2J(B} of the Federal Food, Drug, anCI Cosmetic Act 
and 21 CFR 314.62 and 314.95 (if patent owner or NDA City/State 
applicant/holder does not reside or have a place of East Hanover, New Jersey 
business within the United States) 

L•~uooe r-/'V\ NumUt1-r (if available) 

07936 
General Counsel 1elep ..... ne Number E-MaU Address (If available) 

862-778-8300 
r. 1s tne p;;i;tent re1erencea aL,IVve a paten. 1 .. at nas ueen SU<.1• <I.CY prevcous1y tor tne 

approved NOA or supplement referenced above? oves \g] NO 

g. n me patent re1erencea above has oeen Sul.lmtltcv previously ror listing, is the expiration 
date a new expiration date? O Yes \g] No 

FORM FDA 3542a (11113) Page 1 
rscl'ubluhll'l'S."·.:01(301J~U·(i7ol0 l::f 



For the patent refetenc;ed above, provide the following Information on the drug substan~, drug product and/or method of 
use that is the subject of tM pending NDA, am.ndment, or supplement. 

. 2. Drug Substance (Active Ingredient) 

2.1 Does tile patent c:lalm th8 drug SUbstaoce that is tte active ingredient In tne «uQ pmdUct 
described in the pendilg NDA, amendment, or supplement? QYes g)No 

2.2 Does the patent daim a dnig suo_,t3nce lhat Is a different polymorph Of lhe active 
Ingredient descitbed in the pending NOA, amendment. or supplement? O Ye& l&l No 

2.3 If lhe an&wer to queSUon 2.2 is 'Yes; do you certify llW. as of the date of this declaration, you haw test 
c!ala demollslraling that a drug product c:ontaining the polymorpn will perform tile same as the drug product 
described In the NDA? The typ1! of test data required is described et 21 CFR 3'14.53(b). OYea ONO 

2.4 Specify the polymorphic form(s} claimed by the patent lor whiCh you have the lest results described In 2.3. 

2.!5 Doe~ the patent claim onf\I a metabolite of the adlve ingrediellt pending In the NOA Of supplement? 
(Complele the infonnaUon in section 4 below if the patent claims a pending melhqd of using the pending 
drug produel to a<lmlrislef the metabolite.} OYes l'8J No 

U Does the patet'lt claim only an Intermediate? 
OYes !&! No 

2.7 If the patent referenced n 2.1 i& a product-by-process patent Is the product daimed tn the 
patent novel? (An answer is required only if the peteri is a product-by-prates& ~ter!t.) QY.er. ONo 

3. Dtug Product (ComposltlonlFormUlado.-t 

3.1 Ooe$1he patent claim lhedrug producl, as defmed Ki 21CFR3t4.3, in the pending NOA, amendmen~ 
°'supplement? O Yeg g) No 

U Does Ille patent claim only en Intermediate? 
QYes 18] No 

3.3 H the patent referenced In 3.1 is a product-by-prooess patent, Is the product dalm&d In the 
patent 110ve1? (An answer Is requi1ed onlof if the patent i6 a product-by-process patent.) OYe& ONo 

4. Method of UM 

SponsotS mtist aubmlt the Information In S&C1/on 4 for each rrH1thod or using the pen.ding drug product for which approval Is being 
sought that Is claimed by the patent. For each pending method of use c/afmed by the patent, ptoV/do the tot/owing itlfOtmflt/on: 

.4.1 Does lhe patent daim one or more methOdS of use for v.tlich approval Is being sought in 
Ille pending NOA. arne00meol. or &upp.lement? KJ Yes QNo 

4.2 Patent Claim Number(&) (as Osted in tlM patent) Doe& (Do) the patent clain(a) ~renced In 4.2 clalm a 

1-3, 5-8 
. peooing method of use for which approval is being sou(tll 

In tile pending NOA. amerulment, or supplement? g) Yes . QNo 

-t.z. If 11\e answer to 4.2 is V&e: (Subml indieatlon or mo/hod of U&e in~ as idenUfie<f specifically Iii the pfOPOSed lsbefing.} 
"Yes: identify v.M speci- The lrealment of heart failure (NYHA class Jl-IV)r (Dl\4j 
ticity the use will'I refer-
ence to the proposed 
labeing fOf the drug 
product' . . 

5. No Relevant Patents 

For this pending NOA. amendment, or supplemen. lhere are no relevant patents that Cleimlhe dcug substance (adive Ingredient), 
drug Pfoduct (formulation or comQos.!~on) or methoO(s) of use. tor whk:h the applicant Is seeking approval arid wiU'I respect to which O Yes 
' cisim of pstent Infringement could reasonably be asserted II a person not licensed by the owner of 1he patent engaged In the 
manufacture, u~. or sate of the drug J)fOduct. 

FORM FDA 3542a (11113) Page2 
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Reference ID: 3791157

6. Declaration Certification 

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA, 
amendment, or supplement pending under section 505 of the Federal Food1 Drug, and Cosmetic Act. This time--
sensitive patent information is submitted pursuant to 21 CFR 314.53. I attest that I am familiar with 21 CFR 314.53 and 
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is 
true and correct. 

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001. 

6.2 ~thorized Signature of NOA App!icanVHolder or Patent Owner (Attorney, Agent, Representative or Date Signed 

other Authorized Official) (Prrd(' lnformvow) I I - ..--_ I 

"~__::;. f-~, I I/ 15/ZC!/L( 
............. " I 

NOTE: Only an NDA applicant/holder may submi~~ls declaration directly to the FDA. A patent owner who is not the NOA applicant/ 
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53{c)(4) and (d)(4). 

Check applicable box and provide information below. 

O NOA Applicanl/Hotder O NOA Applicant's!Holder's Attorney, Agent {Representative) or other 
Authorized Official 

0 Patent Owner 3") Patent Owner's Attorney, Agent (Representative} or Other Authorized 
Official 

Name 

David Kurlandsky 
··-

Address City/State 

One Health Plaza East 1-Ianover, New Jersey 

Zll-'1.;ode Telephone Numuer 

07936 862-778-5806 

F PV'.. Number (if available) E-Mail Address (if available) 

973-781-8064 david.kurlandsky@novartis.com 

This section applies only to requiremems oflhc Paperwork Reduction Act of 1995. 

*DO NOT SEND YOUR COMPLETED FORM TO THE PRA STAFF E,\1.AJL ADDRESS DEL0'\\1, * 

The burden time for this collection of information is estimated to average 20 hours per response, including the time to 
review instructions, search existing data sources, gather and maintain the data needed and complete and review the 
collection of information. S'end comments regarding this burden estimate or any other aspect of this information collection, 
including suggestions for reducing this burden, to: 

Department ofHealth and Human Services 
Food and Drug Administration 
Ofllce of Chief Information Officer 
Paperwork Reduction Act (PRA) StaU' 
PRAStafj@fda)1hs.gov 

'"An agency may not conduct or sponsor, and a person is nor required to respond 10. a col!eclion o_( 
infon11arion unless if displays a currently 11a/id OMB number." 

FORM FDA 3542a (11113) Page 3 



Reference ID: 3791157

INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF AN NOA, AMENDMENT OR SUPPLEMENT 

General Information 

• To submit patent information to the agency the appropriate 
patent declaration form must be used. Two forms are available 
for patent submissions. The approval status of your New Drug­
Application will determine which fonn you ~ould use. 

• Fonn 3542a should be used when submitting patent information 
with original NDA submissions.. NDA amendments and NOA 
supplements prior to approval. 

• Fonn 3542 shou1d be used after NDA or supplement approval. 
This fonn is to be submitted within 30 days after approval of an 
application. This fomt should also be used to submit patent 
infonnation relating to an approved supplement under 21 CFR 
3t4.53(d) to -change the formulation. add a new indication or 
olher condition of use, change the stren~ or to make any other 
patented change regarding the drug, drug product, or any 
method of use. 

• Form. 3542 is also to be used for patents issued after drug 
approval. Patents issued after drllg approval are required to he 
submitted within 30 days of patent issuance for the patent to be 
CQnsidered 0 timely filed ... 

• Only infonnation from form 3542 will be used for Orange Book 
publication purposes. 

• Fonns shouW be submitted as described in 21CFR314.53. 
Sending an additional copy of fonn 3 S41 to the Orange Book 
Staff will expedite patent publication in the Orange Book. The 
Orange Book Staff address (as of April 2007) is: Orange Book 
Staff, Office of Generic Drugs OGD/HFD~610, 7620 Standish 
Place, Rockville, MD 20855. 

• The receipt date is the date that the paten1 infonnation is date 
stBtnped in the central document room. Patents are considered 
listed on the date received. 

• Additional copies of these forms may be downloaded from the 
Internet at: lrttp:llwwwfda.govlopacomhnorechoiceslfdqforn1sl 
fdafonm.hun/. 

First Section 

Complete all items in this section. 

1. General Section 

Complete all items in this section with reference to the patent 
itself. 

le) Include patent expiration date., including any Hatch~Waxman 
patent extension already granted. Do not include any 
applicable pediatric exclusivity. The agency will include 
pediatric exclusivities where· applicable upon publication. 

td) [nclude full address of patent owner. If patent owner resides 
out.side the U.S. indicate the country in the zip code block. 

FORM FDA 3542a (11113) 

le) Ans\ver this question if applicable. If patent owner and NDA 
applicant/holder reside in the United States, leave space 
blank. 

2. Drug Substance (Active Ingredient) 

Complete all items in this section if the pat-ent claims the drug 
substance that is the su~tect of the pending NOA, amendment. or 
supplem.ent. 

2.4) Name the polymorphic form of the drug identified by the 
patent. 

2.5) A patent for a metabolite of the approved active ingredient 
may not be submitted. Jfthe patent claims an approved 
1nethod of using the approved drug product to administer the 
metabolite, the patent may be submitted as a method of use 
patent depending on the responses to section 4 of this form. 

2. 7) Answer this question only if the patent i:s a product-by­
proccss patent. 

3. Drug Product(Composilion/Formulation) 

Complete all items in this section if the patent olaims the drug 
product that is tbe subject of the pending NDA, amendment., or 
supplement. 

3.3) An answer to this question is required only if the referenced 
patent is a product-by-process patent. 

4. Method of Use 

Complele all items in this section if the patent claims a method of 
use of the drug product that is the su!:>ject of the pending NDA, 
amendment, or supplement (pending method of use). 

4.2) For each pending method of use claimed by the patent, 
identify by number the claim(s) in the patent that claim the 
pending use of the drug. An applicant may list together 
multiple patent claim numbers and information for each 
pending method of use, if applicable. However, each 
pending method of use must be scpa:rately listed within this 
section of the fonn. 

4.2a) Identify the precise words of the approve! labeling that 
describe with specificity the patented method of use. 

5. No Relevant Patents 

Complete this section only if applicable. 

6. Declaration Certification 

CompJete all items in this section. 

6.2) Authorized signature. Check one of the four box.es that best 
describes the authorized signature. 

Page4 



Reference ID: 3791157

Dt;partment of Health and Human Services Fonn Approved: OMB No. 0910-0513 

Food and Drug Administration Expiration Date: 10/3112016 
See OMB Statement on Page 3. 

PATENT INFORMATION SUBMITTED WITH THE FILING NOA NUMBER 

OF AN NOA, AMENDMENT, OR SUPPLEMENT 207620 

For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NOA HULDc~ 

(Active Ingredient), Drug Product (Formulation and Composition) Novartis Pharmaceutica1s Corporation 

and/or Method of Use 

The following is provided in accordance with So ct/on IW5(b) and {c) of the Federal Food, Drug, and Cosmetic Act 

TRADE NAME (OR PROPOSED TRADE NMN•E) 

To Be Determined 
ACTIVE INGR~D1ENT(S) STRENGTH($) 

(sacu bitril/valsartan) 50mg, lOOmg, 200mg 

•V~"' 

Tablet 

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NOA application. 
amendment. or supplement as required by 21 CFR 314.53 at the address provided in 21CFR314.53(d)(4). 
Witllin thirty (30) days after approval of an NOA or supplement, or within thirty (30) days of issuance of a new patent, a new patent 
declaration must be submitted pursuant lo 21 CFR 314.53(c)(2)(ii) with all of the required information based on tile approved NDA or 
supplement. The 1nforrnation submitted in the declaratton form submitted upon or after approval will be the only information relied 
upon by FDA for listing a patent in tile Orange Book. 

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one that 
does not require a "Yes" or "No" response), please attach an additional page referencing the question number. 

FDA will not I/st patent Information if you submit an Incomplete patent declaration or the patent declaration Indicates the 
patent Is not et;gible for listing. 

For each patent submitted for the pending NDA, amendmen~ or supplement referenced above, you must submit all the 
information described below. If you are not submiWng any patents for this pending NDA, amendment, or supplement, 
complete above section and sections 5 and 6. 

1.GENERAL 

a. united States Patent Num~r b. Issue Date of Patent I c. 1:.xpiratiOli Date of Patent 

8,877,938 November 4, 2014 May 27,2027 

d. Name at t-'atent Qwne( Address (of Patent Owned 
Novartis AG Lichtstrasse 35 CH-4056 Basel Switzerland 

City/State 

ZIP Code FAX Number (if avaUabte) 
Oll 41 613248001 

Telephone Number E-Mail Address (if available) 

OJI 41613241111 
e. Name 01 age1n or represen1auve nuO res mes or ma1mams ,...uuress (07 agenr or reptesencauve na ''°"' 111 ·1.e.J 

a place of business Within the United States authorized to One Health Plaza receive notice of patent certification under section 505{b)(3) 
and 0)(2)(8) of the Federal Food, Drug, and Cosmetic Acl 

City/State and 21 CFR 314.52 and 314.95 (if patent OINrter or NDA 
applicant/holder does not reside or have a place of East Hanover, New Jersey 
business within the United States) L.1r' VoCle rf"V\ Number (if avafiable} 

07936 
General Counsel 1 eiephone Number t:-Mail Ad-dress (If available) 

862-778-8300 
1. ~s me patent rert:renc""" aoove a patent triat nas ..,~, subm tted previousiy 1or 1ne 

approved NOA or supptement referenced above? OYes ~No 
. 

g. 11 uoc pa1en1 re1erencea above nas ~n $Uomittea preV1ous1y 1or using, ts ui,;: exp"g"on 
date a oe\<V explration date? O Yes ~No 

FORM FDA 3542a (11113) Page1 
l'~Cl'ult.1>1"1'>J.'SW.'1<0>(¥llJ<lll~-l\14U El' 



Reference ID: 3791157

For the patent referenced above, provide the fol/owing lnfonnation on the drug substance, drug product and/or method of 
use that is the subject of the pending NDA, amendment, or supplement 

2. Drug Substance (AcUve Ingredient) 

2.1 Does the patent dalm ttie drug substance that Is ihe active Ingredient ln the drug product 
described in the pending NOA, amendment, or supplement? gi Yes ONO 

2.2 Does !he patent dalm a drug substance that is a different polymorph of the active 
ingredtent described in the pending NOA, amendment, or supplement? O Yes ~No 

2.3 If the answer to question 2.2 is "Yes," do you certlfy that. as of the date of this deciaratlon, you have test 
data demonstfatlng that a drug product containing the polymorph wm perform the same as the drug product 
described in the NOA? The lype of test data required is describe<i at 21 CFR ~14.53(b). DY•• ONo 

2.4 Specify the polymorphic form{s) claimed by the patent for whk:h you have the test resurts described in 2.3. 

2.6 Does the patent claim oniy a metabolite of the active ingredient pending in the NOA or supplement? 
{COmplete the informatfon in section 4 below If the patent clatms a pending method of usrng the pending 
drug product to administer the metabolite.) OYes 181 No 

2.6 Does the patent claim only an intermediate? 
D Yes 181 No 

2.7 It the patent referenced in 2:.1 is a product-by-process patent, is the product claimed ITT the 
patent novel? (An am;wer is required onfy if the patent is a product-by..process patent.) DY•• ONO 

3. Drug Produet<Composl!lon/Fonnulatlon) 

3.1 Does the patent clafm the drug product. as defined in 21 CFR 314.3, in the pending NDA, amendment. 
or SuPPfement? ~Yes ONO 

3.2 Does the patent claim only an intermediate? 
OYes l8J No 

3.3 If the patent referenced In 3.1 Is a product-by-process patent, is the product dairned in the 
patent novel? (An answer is required Dnfy if the patent is a product-by-process patent.} DY•• ONo 

4. Method of Use 

Sponsors must submit the information in sec.flan 4 for each method of using the pending drug product for which fJPptovaf is being 
1KH19ht that Is claimed by the patent. For each pending method of use claimed by the patent, provide the following information: 

4.1 Does the patent claim one or more methods of use for wfifch approval is being sought tn 
the pending NOA, amendment, or supplement? oves [1g No 

4.2 Patent Claim Number(&) (as JISted in the paten/) Does (Do) the patent claim(s) referenced in 4.2 ciairn a 
pending method of use for which approval is being sought 
in the pending NOA. amendment, or supplement? O Yes ONo 

4.2a If the answer to 4.2 ls Use: (Submff ind/eel/on or method of use infonnaNon es identified speciflcaJly In the proposed labeHng.) 
"Yes, H identify with speci-
ficlty the use wilh refer-
ence ta the proposed 
labeling for the drug 
product 

6. No Relevant Patenls 

For this pending NOA, amendment, or supplement, there are no relevant patents that claim the drug substance (active lngredlenJ.), 
drug product (fonnulatlon or compositton) or method(s) of use, for which: the applicant is seeking approval and with respect to which OYes 
a claim of patent Infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the 
manufacture, use, Of sale of the drug product. 

FORM FDA 3542a (11113) Page2 
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6. Declaration Certification 

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA, 
amendment~ or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. I attest that I am familiar with 21 CFR 314.53 and 
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is 
true and correct. 

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001. 

6.2 Authorized Signature of NOA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or Date Signed 
other Authorized Official) (Provide Information below) 

10/;;/to/7' \~ 
\ I ,,~'"\ 

~ 
NOTE: Only an NOA applicant/holder may1~it this declaration directly to the FDA. A patent owner who is not the NOA applicant/ 
holder is authorized to sign the declaration b may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). 

Check applicable box and provide information below, 

0 NOA ApplicanVHolder D NOA Applicant's/Holder's Attorney, Agent (Representative) or other 
Authorized Official 

D Patent Owner ~J Patent Owner's Attorney, Agent (Representative) or Other Authorized 
Official 

Name 

David Kurlandsky 

Address City/State 

One Health Plaza East Hanover, New Jersey 

t.lr' (.;Ode telephone Number 

07936 862-778-5806 

FAX Number (if available) E*Mail Address {if available) 

973-781-8064 david.kurlandsky@novartis.co01 

This section applies only to requirements of the Paperwork Reduction Act of 1995. 

"'DO NOT SEND YOUR COMPLETED FORM TO TllE PRA STAFF EMAIL ADDRF .. ~'i BELO\V." 

The burden time for this collection of information is estimated to average 20 hours per response. including the time to 
review instruclions, search existing data sources, gather and maintain the da1a needed and complete and review tile 
collection of information. Send comments regarding this burden estimate or any other aspect ofthis infonnation collection, 
including suggestions for reducing this burden, to· 

Department of Health and Human Services 
food and Drug Administration 
Office of Chief Information Officer 
Paperwork Reduction Act (PRA) Staff 
PRAStaJJ@fda.hhs.gol' 

"An agency may nor conduct or sponsor, and a person is not required IO ri:spond to. a col/ectio11 of 
il!formation unless it displays a curremly valid OA1B number .. , 

FORM FDA 3542a (11/13) Page3 
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITIED WITH THE FILING 
OF AN NOA, AMENDMENT OR SUPPLEMENT 

General Information 

• To submit patent information to the agency the appropriate 
patent declaration fonn must be used. Two forms are available 
for patent submissions. Tbe approval status of your New Drug 
Application will determine which form you should use, 

• Form 3542a should be used when submitting patent information 
with original NOA submissions, NOA amendments and NOA 
supplements prior to approval. 

'" Form 3542 should be used after NOA or supplement approval. 
This fonn is to be submitted within 30 days after approval of an 
application. This fonn should also be used to submit patent 
infonnation relating to an approved supplement under 21 CFR 
314.SJ(d) to change the formulation, add a new indication or 
other condition of use. change the strength. or to make any other 
patented change regarding the drug, drug product, or any 
method of use. 

• Form 3542 is also to be used for-patents issued after drug 
approval. Patents issued after drug approval are required to be 
submitted ">vithin 30 days of patent issuance for the patent to be 
considered "timely filed.'' 

• Only information frotn form 3542 win be used for Orange Book 
publication purposes. 

• Forms should be submitted as described in 21CFR314.53. 
Sending an additional copy of form 3542 to the OrWlge Book 
StaffwHl expedite patent publication in the Orange Book. The 
OrP.llge Book Staff address (as of April 2007) is: Orange Book 
Staff. Office of Generic Drugs OGDIHFD~6JO, 7620 Standish 
Place, Rockville, MD 20855. 

• The receipt date is d1e date that the patent information is date 
stamped in the centra1 document room. Patents are considered 
listed on the date received. 

• Additional copies of these forms 1nay be downloaded from the 
Internet at; http:/lwww.fda.gov/oparom/Jnorecfwiccslfdafornrs/ 
fdqfonns.html. 

First Section 

Con1plete all items in this section. 

I. General Section 

Con1plete all items in this section with reference to the patent 
itself. 

1c) Include patent expiration date, including any HatchnWaxman 
patent extension already granted. Do not include any 
applicable pediatric exclusivity. The agency will include 
pediatric exclusivities where applicable upon publication. 

ld} Include full address of patent owner. If patent owner resides 
outside the U.S. indicate the countty in the zip code-block. 

FORM FDA 3542a (11113) 

le) Answer this question if applicable. lf patent owner and NDA 
applicant/holder reside in the United States, leave space 
blank. 

2. Drug Substance (Active Ingredient) 

Complete au items in this section if the patent claims the drug 
substance that is the subject of the pending NOA, amendment, or 
supplement. 

2.4} Name the polymorphic form of the drug identified by the 
patent. 

2.5) A patent for a metabolite of the approved acti've ingredient 
may not be submitted. If the patent claims an approved 
method of using the approved drug product to administer the 
metabolite., the patent may be submitted as a method of use 
patent depending on the responses to section 4 of this fonn. 

2. 7) Answer this question only if the patent is a product-by­
process patent. 

3. Drug Product (Composition/Formulation) 

Complete all items in this section if the patent clain1s the drug 
product that is the subject of the pending NDA, amendment.. or 
suppfoment 

3.3) An answer to this question is required only if the referenced 
patent is a product-by-process patent 

4. Method of Use 

Complete all items in this section if the patent claims a method of 
use of the drug product that is the subject of the pending NDA, 
amendment, or supplement (peTiding method of use}. 

4.2) For each pending method of use claimed by the patent, 
identify by number the claim(s) in the patent that claim the 
pending use of the drug. An .applicant may list together 
multiple patent claim numbers and infonnation for each 
pe11ding method of use, if applicable. However, each 
pending 1nethod of use must be separately listed within this 
section of the form. 

4.2a) Identify the precise \VOrds of the approve I labeling that 
describe with specificity the patented method of use. 

S. No Relevant Patents 

Complete this section only if applicable. 

6. Declaration Certificotion 

Complete all items in this section. 

6.2) Authorized signature. Check one of the four boxes that best 
describes lhe .authorized signature. 
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EXCLUSIVITY SUMMARY

NDA # 207620  SUPPL # n/a HFD # 110

Trade Name  Entresto

Generic Name  LCZ696 (sacubitril/valsartan)

Applicant Name  Novartis Pharmaceuticals Corp.
   

Approval Date, If Known: Target date, July 1, 2015, PDUFA goal August 17, 2015  

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy supplements.  
Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to one or more of the 
following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c)  Did it require the review of clinical data other than to support a safety claim or change in labeling 
related to safety?  (If it required review only of bioavailability or bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, not 
eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons for 
disagreeing with any arguments made by the applicant that the study was not simply a bioavailability 
study.   

n/a

If it is a supplement requiring the review of clinical data but it is not an effectiveness supplement, 
describe the change or claim that is supported by the clinical data:             

          
n/a

d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

5 years

Reference ID: 3779724
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e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in response to 
the Pediatric Written Request?
   
    n/a

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO THE 
SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS ON 
PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same active 
moiety as the drug under consideration?  Answer "yes" if the active moiety (including other esterified forms, 
salts, complexes, chelates or clathrates) has been previously approved, but this particular form of the active 
moiety, e.g., this particular ester or salt (including salts with hydrogen or coordination bonding) or other non-
covalent derivative (such as a complex, chelate, or clathrate) has not been approved.  Answer "no" if the 
compound requires metabolic conversion (other than deesterification of an esterified form of the drug) to 
produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).

     
NDA#

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously approved an 
application under section 505 containing any one of the active moieties in the drug product?  If, for example, 
the combination contains one never-before-approved active moiety and one previously approved active moiety, 
answer "yes."  (An active moiety that is marketed under an OTC monograph, but that was never approved 

Reference ID: 3779724
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under an NDA, is considered not previously approved.)  
YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).  

NDA#

NDA#

NDA#

Note: Based on the new combination drug guidance, we were advised to mark no to this answer. One if the 
drugs is valsartan, the other is a NCE.

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should only be 
answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

=================================================================
                                                      
Name of person completing form:  Alexis Childers                   
Title:  Sr. Project Manager
Date:  June 16, 2015
                                                      
Name of Office/Division Director signing form:  Norman Stockbridge, MD, PhD
Title:  Division Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ALEXIS T CHILDERS
06/16/2015

NORMAN L STOCKBRIDGE
06/16/2015
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BEST AVAILABLE COPY 

Novartis 
NDA 207620 
Module 1.3.3 Debarment Certification 

Debarment Certification 

Confidential Page 1 
LCZ696 

ovartis Pharmaceuticals Corporation certifies that it did not and wi ll nol use in any capacity 
the services of any person debarred under section J06(a) or 306(b) of the Federal Food, Drug 
and Cosrr)etic Act in connectio11.with tfos application. 

, -~~:7·--·-· -'-: ·I.:. ' - •- ' - -

Masha Berkhin, PhartnD 
GlobaJ Program Regulatory Director 
Drng Regulatory Af fairs 

Reference ID: 3791157 
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ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1 

NDA# 207620 NDA Supplement # NA IfNDA, Efficacy Supplement Type: NA 
(an action package is not required for SE8 or SE9 supplements) 

Proprietaiy Name: Entresto 
Applicant: Novartis Pharmaceuticals Corp. 

Established/Proper Name: LCZ696 (sacubitril/valsartan) 
Agent for Applicant (if applicable): NIA 

Dosage Form: Tablets 

RPM: Alexis Childers, RAC Division: Cardiovascular & Renal Products 

For ALL 505(!!)(2) annlications, two months nrio1· to EVERY action: 
NDA Application Type: ~ 505(b)(l ) D 505(b)(2) 
Efficacy Supplement: D 505(b)(l) D 505(b)(2) • Review the information in the 505(b)(2) Assessment and submit 

the drafr to CDER OND IO fo1· clearance. 
BLA Application Type: D 351(k) D 351(a) • Check Orange Book for newly listed patents and/or 
Efficacy Supplement: D 351(k) D 351(a) exclusivity (including pediatric exclusivity) 

D No changes 
D New patent/exclusivity (notify CDER OND IO) 
Date of check: 

Note: If pediatric exclusivity ltas been granted or tlte pediatric 
information in the labeling oftlte listed dmg changed, determine wltetlter 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

·:· Actions 
....... .................... ......... ........ .................... .................... .................... .................... .................... .................... ......... ........ .................... .................... .................... .................... .................... .................... ............... 

• Proposed action: July 7, 2015 
~ D O CR AP TA 

• User Fee Goal Date is August 17. 2015 
....... .................... ......... ........ .................... .................... .................... .................... .................... .................... ......... ........ .................... .................... .................... .................... .................... .................... ......... ................................... ........ ........................................... ................................ . .................... 

• Previous actions (specify type and date for each action taken) ~ None 

·:· If accelerated approval or approval based on efficacy studies in animals, were promotional 
materials received? 
Note: Promotional materials to be used within 120 days after approval must have been 

D Received 
submitted (for exceptions, see 
h!ill://www fda.gov/downloads/Dmgs/GuidanceCom12lianceRegulato1:i'.Info1mation/Guida 
nces/ucm069965.Qd!). If not submitted, explain 

1 The Application Information Section is (only) a checklist. The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package. 
2 For resubmissions, 505(b )(2) applications must be cleared before the action, but it is not necessa1y to resubmit the draft 505(b )(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed chug, patent ce1tification 
revised). 

Version: 4/ 14/15 

Reference ID: 3788876 



NDA 207620 - Action Package Checklist 
Page2 

·:· Application Characteristics 3 

Review priority: D Standard IZJ Priority 
Chemical classification (new NDAs only): 
(confirm chemical classification at time of approval) 

IZI Fast Track D Rx-to-OTC full switch 
IZI Rolling Review D Rx-to-OTC partial switch 
D Orphan drug designation D Direct-to-OTC 
D Breakthrough Therapy designation 

ND As: Subpa1tH BLAs: SubpaitE 
D Accelerated approval (21CFR 314.5 10) D Accelerated approval (21CFR601.41) 
D Restricted distribution (21CFR 314.520) D Restricted distribution (21 CFR 601 .42) 

Subpa1t I Subpa1t H 
D Approval based on aillmal studies D Approval based on animal studies 

D Submitted in response to a PMR REMS: D MedGuide 
D Submitted in response to a PMC D Collllllunication Plan 
D Submitted in response to a Pediatric Written Request D ETASU 

D MedGuide w/o REMS 
D REMS not required 

Collllllent.s: 

·:· BLAs only: Is the product subject to official FDA lot release per 21 CFR610.2 D Yes D No (approvals only) 

·:· Public communications (approvals on~y) 

• Office of Executive Programs (OEP) liaison has been notified of action IZJ Yes D No 
. .............. ...................................................... .................... . .............................................. 

D None 
IZI FDA Press Release 

• Indicate what types (if any) of infonnation were issued D FDA Talk Paper 
D CDERQ&As 
IZI Other: Info1mation Adviso1y 

·:· Exclusivity 

• Is approval of this application blocked by any type of exclusivity (01phan, 5-yeai· 
NCE, 3-yeai·, pediatric exclusivity)? IZJ No D Yes 

• If so, specify the type 

·:· Patent Info1mation (NDAs only) 

• Patent Information: IZJ Verified 
Verify that form FDA-3542a was submitted for patents that claim the dmg for D Not applicable because dmg is 
which approval is sought. 

an old antibiotic. 

3 Answer all questions in all sections in relation to the pending application, i.e., ifthe pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. 

Reference ID: 3788876 



NDA 207620 - Action Package Checklist 
Page3 

CONTENTS OF ACTION PACKAGE 

Officer/Employee List 

·:· List of officers/employees who participated in the decision to approve this application and 
consented to be identified on this list (approvals only) 

Documentation of consent/non-consent by officers/employe.es 

Action Letters 

·:· Copies of all action letters (including approval letter with final labeling) 

Labeling 

·:· Package Inse1t (write submission/communication date at upper right of first page of Pl} 

• Most recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format) 

• Original applicant-proposed labeling 

·:· Medication Guide/Patient Package Insert/Instrnctions for Use/Device Labeling (write 
submission/communication date at upper 1·ight of first page of each piece) 

• Most-recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format) 

• Original applicant-proposed labeling 

·:· Labels (full colo1· carton and illllllediate-container labels) (write 
submission/communication date on upper right of first page of each submission) 

• Most-recent draft labeling 

·:· Proprieta1y Name 

• Acceptability/non-acceptability letter(s) (indicate date(s)) 

• Review(s) (indicate date(s) 

·:· Labeling reviews (indicate dates of reviews) 

Administrative I Regulatory Documents 

·:· RPM Filing Review4/Memo of Filing Meeting (indicate date of each review) 
·:· All NDA 505(b )(2) Actions: Date each action cleared by 505(b )(2) Clearance Committee 

·:· NDAs only: Exclusivity Summa1y (signed by Division Director) 

4 Filing reviews for scientific disciplines are NOT required to be included in the action package. 

Reference ID: 3788876 

~ Included 
... ......... ........ .................... .................... .................... .................... ........................ 

~ Included 

Action & date: Approval 7Jull5 

~ Included 

.... ............................... ............................................................................................. 

~ Included 

D Medication Guide 
~ Patient Package Insert 
D Instrnctions for Use 
D Device Labeling 
D None 

D Included 

.... 

~ 
............................... ............................................................................................. 
Included 

~ Included 

2/9/ 15, 6/ 19/15 
1128/ 15, 6/ 11115 

RPM: 2/12/15 
DMEPA: 6/ 1115, 6/16/ 15 
DMPPIPLT: 6/4/15 
OPDP: 6/8/ 15 
SEALD: ~ None 
CSS: ~None 
Product Quality ~ None 
Other:DMPH 5/26/ 15 

2/12/15 

~ Not a (b )(2) 

~ Included 
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·:· Application Integrity Policy (AIP) Status and Related Documents 
h!ill://www fda.gov/ICECI/EnforcementActions/A1mlicationlntegri!YPolic-y_/default.htm 

• Applicant is on the AIP 

• This application is on the AIP 

0 If yes, Center Director's Exception for Review memo (indicate date) 

0 If yes, OC clearance for approval (indicate date of clearance 
communication) 

·:· Pediatrics (approvals only) 

• Date reviewed by PeRC June 24. 201 5 
If PeRC review not necessary, explain: --

·:· Outgoing communications: letters, emails, and faxes considered important to include in 
the action package by the reviewing office/division (e.g., clinical SPA letters, RTF letter, 
etc.) (do not include vrevious action letters, as these are located elsewhere in v ackage) 

·:· Internal documents: memoranda, telecons, emails, and other documents considered 
important to include in the action package by the reviewing office/division (e.g., 
Re!rulatorv Briefing minutes, Medical Policv Council meeting minutes) 

·:· Minutes of Meetings 

• If not the first review cycle, any end-of-review meeting (indicate date of mtg) 

• Pre-NDAIBLA meeting (indicate date of mtg) 

• EOP2 meeting (indicate date of mtg) 

• Mid-cycle Conununication (indicate date of mtg) 

• Late-cycle Meeting (indicate date of mtg) 

• Other milestone meetings (e.g., EOP2a, CMC focused milestone meetings) 
(indicate dates of mt~s) 

·:· Advisory Committee Meeting( s) 

• Date(s) ofMeeting(s) 

Decisional and Summary Memos 

·:· Office Director Decisional Memo (indicate date f or each review) 

Division Director Summary Review (indicate date for each review) 

Cross-Discipline Team Leader Review (indicate date for each review) 

PMRIPMC Development Templates (indicate total numbe1-) 

Clinical 

·:· Clinical Reviews 

• Clinical Team Leader Review(s) (indicate date for each review) 

• Clinical review(s) (indicate date for each revie111 

• Social scientist review( s) (if OTC drug) (indicate date for each revim11 

·:· Financial Disclosme reviews(s) or location/date if addressed in another review 
OR 

If no financial disclosme infonnation was required, check here D and include a 
review/memo explaining why not (indicate date of revimv/memo) 

Reference ID: 3788876 

D Yes ~ No 
... . ........ ........ ......... ........ .................... .................... .................... . ....................... 

D Yes D No 

D Not an AP action 

Included 

Included 

~ NIA 
... .................... .................... .................... .................... . ....................... 

1123/ 14 Pre-NDA 

. l!~~/.1 ?. I<>P:~ii.ie. ......... ........ ......... ........ ......... ............ 

~ No mtg 
... .................... ......... ........ .................... ......... ........ ......... ........ ......... . ........... 

3/19/15 

6/3/ 15 

12/6/ 13 CMC pre-NDA 

~ No AC meeting 
... ......... ........ .................... .................... ......... ........ .................... ........................ 

717/15 
... .................... ......... ........ .................... .................... .................... ........................ 

6/22/15 
... .................... ......... ........ ......... ........ ......... ........ ......... ........ ......... ............ 

6/12/15 
... .................... ......... ........ ......... ........ ......... ........ ......... ........ ......... ............ 

3 

... .................... .................... .................... .................... ......... ........ ......... ............ 

~ No separate review 
... .................... .................... .................... .................... ......... ........ ......... . ........... 

1120/ 15, 5/ 15/15, 7/2/15 

~ None 

In clinical review dated 5/ 15/15 
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·:· Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review) 

·:· Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review) 

·:· Risk Management 

• REMS Documents and REMS Suppo1ting Document (indicate date(s) of 
submission(s)) 

• REMS Memo(s) and letter(s) (indicate date(s)) 

• Risk management review(s) and recommendations (including those by OSE and 
CSS) (indicate date of each review and indicate location/date if inco1porated 
into another review) 

·:· OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to 
investigators) 

Clinical Microbiology ~ None 

·:· Clinical Microbiology Team Leader Review(s) (indicate date for each review) 

Clinical Microbiology Review(s) (indicate date for each review) 

Biostatistics D None 

·:· Statistical Division Director Review(s) (indicate date for each review) 

Statistical Team Leader Review(s) (indicate date for each review) 

Statistical Review(s) (indicate date for each review) 

Clinical Pharmacology D None 

·:· Clinical Pha1ma.cology Division Director Review(s) (indicate date for each review) 

Clinical Pha1ma.cology Team Leader Review(s) (indicate date for each review) 

Clinical Pha1ma.cology review(s) (indicate date for each review) 

·:· OSI Clinical Pha.imacology Inspection Review Summa1y (include copies of OSI letters) 

Nonclinical D None 

·:· Pha1macology/Toxicology Discipline Reviews 

• ADPIT Review(s) (indicate date for each review) 

• Supervisory Review(s) (indicate date for each review) 

• Pha1m/tox review(s), including referenced IND reviews (indicate date for each 
review) 

·:· Review(s) by other disciplines/divisions/Centers requested by PIT reviewer (indicate date 
for each review) 

·:· Statistical review(s) of carcinogenicity studies (indicate date for each review) 

·:· ECACICAC repo1t /memo of meeting 

·:· OSI Nonclinical Inspection Review Summa1y (include copies of OSI letters) 

Reference ID: 3788876 

IZI None 

IZI NIA 

5/22/15 

IZI None 

6/8/ 15 

D No separate review 
... ......... ........ ......... ........ .................... .................... .................... ........................ 

D None 

IZI No separate review 
... ......... ........ .................... .................... .................... ......... ........ ......... ............ 

IZI No separate review 
... ......... ........ .................... ......... ........ .................... ......... ........ ......... ............ 

2/3/ 15, 5/20/15 

IZI No separate review 
... ......... ........ .................... .................... .................... ......... ........ ......... . ........... 

IZI No separate review 
... ......... ........ .................... .................... .................... ......... ........ ......... ............ 

1127/ 15, 5/ 14/15, 6/26/15 

IZI None requested 

D No separate review 7/2/15 
... ......... ........ .................... .................... .................... ......... ........ ......... . ........... 

IZI No separate review 
... ......... ........ ......... ........ .................... .................... ......... ........ ......... . ........... 

D None 1/30/15, 5/15/ 15 

IZI None 

5/18/15 

4/9/ 15 

IZI None requested 
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Product Quality D None 

·:· Product Quality Discipline Reviews 

• Tertiary review (indicate date f or each review) 

• Secondary review (e.g., Branch Chief) (indicate date for each review) 

• Integrated Quality Assessment (contains the Executive Su11una1y and the primary 
reviews from each product quality review discipline) (indicate date for each 
review) 

·:· Reviews by other disciplines/divisions/Centers requested by product quality review team 
(indicate date of each review) 

·:· Environmental Assessment (check one) (original and supplemental applications) 

~ Categorical Exclusion (indicate review date)(all original applications and 
all efficacy supplements that could increase the patient p opulation) 

D Review & FONSI (indicate date of review) 

D Review & Environmental Impact Statement (indicate date of each review) 

·:· Facilities Review/Inspection 

D Facilities inspections (action must be taken p rior to the re-evaluation date) (only 
original applications and efficacy supplements that require a manufacturing 
f acility inspection(e.g., new strength, manufacturing p rocess, or manufacturing 
site change) 

Reference ID: 3788876 

~ None 
... ......... ........ ......... ........ ......... ........ ......... ........ ......... ........ ......... . ........... 

~ None 
... ......... ........ ......... ........ ......... ........ ......... ........ ......... ........ ......... . ........... 

5/15/15, 6/30/15 

2/5/ 15 Micro 

5/11115 
... ......... ........ ......... ........ ......... ........ ......... ........ ......... ........ ......... ............ 

... ......... ........ ......... ........ ......... ........ ......... ........ ......... ........ ......... ............ 

~ Acceptable 
Re-evaluation date: 

D Withhold reconunenda.tion 

... D ~ot _(lppli~(l~!e ................. .................... ........................ 
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Day of Approval Activities 

·:· For all 505(b)(2) applications: 
• Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity) 

• Finalize SOS(b )(2) assessment 

•!• For Breakthrough Therapy (BT) Designated chugs: 

• Notify the CDER BT Program Manager 
•!• For products that need to be added to the flush list (generally opioids): Flush List 

• Notify the Division of Online Communications, Office of Communications 
·:· Send a comtesy copy of approval letter and all attachments to applicant by fax or secure 

email 

·:· If an FDA conununication will issue, notify Press Office of approval action after 
confinning that applicant received comtesy copy of approval letter 

·:· Ensure that prop1ieta1y name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprieta1y name is 
identified as the "prefeITed" name 

·:· Ensure Pediatric Record is accurate 

•!• Send approval email within one business day to CDER-APPROV ALS 

Reference ID: 3788876 

LJ No changes 
D New patent/exclusivity (Notify 
CDERONDJO) 

D Done 

D Done 
(Send email to CDER OND JO) 

D Done 

C8J Done 

C8J Done 

C8J Done 

C8J Done 

C8J Done 



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ALISON L BLAUS
07/07/2015
Signing on behalf of Alexis Childers
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_,;i,~V'.C,, I''"' .• { . -f-~ DEPARTMENT OF HEAL TH AND HUMAN SERVICES 

....... ~ ... ,.{J 

Food and Drug Administration 
Sih'er Spring MD 20993 

NDA 207620 

INFORMATION REQUEST 

Novaris Pharmaceuticals Corporation . 
Attention: Masha Berkhin, PhannD. 
Global Program Regulatory Director. 
One Health Plaza, Building 100 
East Hanover, NJ 07936-1080 

Dear Dr. Berkhin: 

Please refer to your New Drug Application (NTIA) dated September 30, 2014, received 
September 30, 2014, submitted under section 505.(b) of the Federal Food, Drug, and Cosmetic 
Act for Entresto( sacubitril/valsartan )Tablets. 

We are reviewing the Chemistry, Manufacturing, and Controls (CMC) section of your 
submission and have the following comments and info1mation requests. We request a prompt 
written response in order to continue our evaluation of your NDA. 

(b~ (tj) 

We accept the proposed dissolution acceptance criterion ofQ = <41% at <4>minutes Cbl CilI 

. As discussed during the June 11 , 2015, teleconference, we recommend further 
optimization of the dissolution method CbH4 as a post-marketing 
commitment (PMC). The goals of the in vitro dissolution study under the PMC are: I) to 
optimize the dissolution method parameters <b><4r 

and 2) to set an adequate dissolution acceptan.ce criterion for the drug 
product using the full dissolution profile data col.lected from an adequate number of commercial 
batches (i.e., n= l2 batches/each strength). 

This Post-Marketing Commitment should be fulfilled within 12 months from the action date for: 

1) Development of a new dissolution method for all the strengths with demonstrated 
discriminating ability, ---.CbJ14J 

2) Setting o f the final dissolution acceptance criterion for Entresto TM (sacubitril/ valsartan) 
Tablets, 200, 100, and 50 mg using the new method and the overall multipoin t dissolution profile 
data from a minimwn of 12 commercial batches per strength, manufactured under the same 

Reference ID: 3791157 
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conditions as those used for the manufactured of the batches used in pivotal clinical trials. The 
FDA will be open to providing feedback during the method's development process as needed. 

We propose the following schedule for the study: 

Dissolution Method Development Report Submission: January I, 2016 
July I, 2016 Final Report Submission: 

The final report can be submitted as a CBE-30 supplement to the NDA. Please note that if 
deemed appropriate, the supplement may be upgraded to a prior approval supplement, depending 
on the outcome of the study. If agreed, please provide your concurrence with the proposed PMC 
and schedule, in writing, no later than Wednesday, June 24, 2015. 

If you have any questions, please contact Maryam Changi, Regulatory Business Process 
Manager, at (240) 402-2725. 

Sincerely, 

Wendy I. Wilson-Lee, Ph.D. 
Branch Chief (Acting), Branch I 
Division of New Drug Products I 
Office of New Drug Products 
OPQ/CDER/FDA 

' Digitally •igned by Wendy t. 

d 
-Wilson-S 

Wen Y I 
i: DN:e=US,O=U.S.Govemmenl, 

•-" ou~HHS, ou,.fDA, ou,.People, 
0.9.2342.19200300.100.1.1""1 3 Wi Ison -~5-?s03Jl_67'.9(l,_cn-Wendy I. Wilson 

• Date: 2015.06.23 ao5:55 
-04'00' 



 

 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

NDA 207620 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Novartis Pharmaceuticals Corporation 
One Health Plaza 
Building 100 
East Hanover, NJ 07936-1080 
 
ATTENTION:  Masha Berkhin, Pharm.D. 

Global Program Regulatory Director 
 
Dear Dr. Berkhin: 
 
Please refer to your New Drug Application (NDA) dated and received December 17, 2014, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Sacubitril/Valsartan Tablets, 24 mg/26 mg, 49 mg/51 mg, 
97 mg/103 mg. 
 
We also refer to your correspondence, dated and received April 24, 2015, requesting review of your proposed 
proprietary name, Entresto. 

 
We have completed our review of the proposed proprietary name, Entresto and have concluded that it is 
conditionally acceptable.  
 
If any of the proposed product characteristics as stated in your April 24, 2015, submission are altered prior to 
approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you require information on submitting requests for proprietary name review or PDUFA performance goals 
associated with proprietary name reviews, we refer you to the following: 
 

• Guidance for Industry Contents of a Complete Submission for the Evaluation of Proprietary Names 
(http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM0750
68.pdf)  

• PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf) 

 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name review 
process, contact CDR Darrell Lyons, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4092.  For any other information regarding this application, contact Alexis Childers, 
Regulatory Project Manager in the Office of New Drugs, at (301) 796-0442. 
 

 
Sincerely, 
 
{See appended electronic signature page}   
       
Todd Bridges, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

Reference ID: 3782129
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06/19/2015
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207620
MEETING MINUTES

Novartis Pharmaceuticals Corp.
Attention: Albina Taigounov
Associate Director – Global Regulatory CMC
One Health Plaza, Building 339 – Room 1152
East Hanover, NJ 07936

Dear Ms. Taigounov:

Please refer to your New Drug Application (NDA) dated December 17, 2014, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act for LCZ696 (sacubitril/valsartan) 
Tablets, 50 mg, 100 mg, 200 mg.

We also refer to the meeting between representatives of your firm and the FDA on April 30, 
2015.  The purpose of the meeting was to discuss the alignment with the FDA on the proposed 
control strategy for the LCZ696 due to the uniqueness of the compound and the synthesis.

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, please contact Olga Simakova, Regulatory Business Process Manager,
at (240) 402-3814.

Sincerely,

{See appended electronic signature page}

Wendy Wilson-Lee, PhD
Branch Chief, Branch I (Acting)
Division of New Drug Products I
Office of Pharmaceutical Quality
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes

Reference ID: 3765871



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Type A
Meeting Category: Chemistry - Other
Meeting Date and Time: April 30, 2015, 11:30 am to 12:30 pm
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1315
Silver Spring, Maryland 20903

Application Number: NDA 207620
Product Name: LCZ696 (sacubitril/valsartan) Tablets
Indication: Treatment of heart failure
Sponsor/Applicant Name: Novartis Pharmaceuticals Corp.

FDA ATTENDEES
Office of Pharmaceutical Quality
Thomas Oliver, PhD Division Director (acting)
Wendy Wilson-Lee, PhD Branch Chief (acting)
Mohan Sapru, PhD CMC Lead (acting)
Richard Lostritto, PhD Associate Director for Science (acting), Office of Policy for 
Pharmaceutical Quality
Anamitro Banerjee, PhD Drug Substance Reviewer
Olga Simakova, PhD Regulatory Business Process Manager

SPONSOR ATTENDEES
Diane Zezza – Global Head Regulatory Affairs CMC
Dawn Bell – Sr. Global Program Head, Cardio-Metabolic LCZ
Fedra Maria Limoncini – Franchise Head Regulatory CMC
Albina Taigounov – Associate Director, Global Regulatory CMC
Michael Motto – Project Leader Technical Development
Masha Berkhin – Global Program Regulatory Director 
Patricia Kay-Mugford – Global Regulatory Therapeutic Area Lead Critical Care

1.0 BACKGROUND

On April 16, 2015, Novartis Pharmaceuticals Corp. submitted a request for a Type A, 
face-to-face meeting to discuss and ensure the alignment with the FDA on the 
proposed control strategy for the LCZ696 due to the uniqueness of the compound and 
the synthesis. The meeting package (slides) was submitted on April 21, 2015.

FDA sent Preliminary Comments to Novartis Pharmaceuticals Corp. on April 29, 2015.

Reference ID: 3765871
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2. DISCUSSION 

Question: Does the Agency agree with the Novaiiis position on the following aspects 
of the LCZ696 manufacturing and controls? 

• Uniqueness ofLCZ696 and Novaiiis approach to ensure that all quality 
atti·ibutes relevant to the patient are controlled 

• Conti·ol strategy <b><
4
f of the Ml

4
' active 

--------------- -----components sacubiti·il and valsaiian 

• Chai·acterization and conti·ol of sacubiti·il (b)(4f 

• (b)l4) 

FDA Response: Based on our review of the infonnation in the NDA submission and 
the Type A meeting briefing presentation, we recommend that sacubiti·il (bf<-0' and 
valsaitan be designated the regulato1y drug substances. However, as noted in our pre­
NDA meeting response (June 25, 2014 pre-NDA Meeting, Response to Question 6b), 
we find the proposed <bH

4r conti·ol sti·ategy as outlined in the NDA 
submission acceptable to support commercial manufacturing. 

d
. ' . (b)l4) 

Also, as note m our pre-NDA meetmg response, we will rely on the._""==---·-..---..-
to demonsti·ate stability of the two dmg substances. We consider the 

<b><
4
f sufficient to ensure the stability of sacubitril (bll'4i If a 

<bH
4
I is desired or if you wish to assign a re-test period to 

sacubiti·il <bH41-, -a-s-ta-_b,_i_-~1-i_, .... ty package suppo1i ing the proposed (bH:tl /re-test 
period will need to be submitted for review. 

Because sacubiti·il is a new molecular entity, we would like assurance that the 
proposed analytical procedures used to test and release sacubitril <bH

4
I are capable 

and appropriate for their intended purposes. Provide method validation results for the 
analytical procedures listed on the sacubitril <

6
><

4
f specification. Method validation 

results are not required for compendia! analytical procedures. 

Discussion: Novaiiis re nested clai·ification on (b)(4) 

control strategy 
. Specifically, the ap_Rlicant inquired if the proposed 

(b)l4) 

was acceptab e. The Agency indicated that designation of the regu ato1y --------dmg substances and the conti·ol strategy applied to the regulato1y dmg substances 
were two sepai·ate issues. The A ency confomed that the proposed conti·ol strategies 
for sacubitril (bf<4f, valsaiian, <bll4f were acceptable. <6>14> 

Reference ID: 3765871 
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Novaiiis inquired about 

(b)l4) 

(b)(4f 

The Agency indicated that no change in 
the established name would be needed because the salt nomenclature policy requires 
the established name to be based on the free acid sacubitril. 

The Agency recommended that Novaiiis generate stability data for sacubitril 
(b)(41 . The ""A-~-e-n_c_y 

reiterated that the stability of (bH
4

> 

would be 
,...-.--,----..... 

acceptable if suppo1ied by the data. Novaiiis inquired if the Agency reviewed the 
twelve (12) months of stability data at accelerated conditions provided for sacubitril 

<bll
4
> in the Januaiy 2015 amendment. The Agency thanked Novaiiis for pointing --,-out the location of the data and indicated that no additional stability data would be 

needed unless a (bH
4
l months was desired. Novaiiis also 

reiterated the commitment to provide an updated sacubitril <b><
4
I specification with 

a tightened assay limit, as requested by the Agency. 

The Agency requested Novaiiis provide method validation results for the analytical 
procedures listed on the sacubitril (bH

4
l specification. The Agency noted that 

method validation results ai·e not required for compendia! analytical procedures. 
Novaiiis noted that the requested method validation results were included in the April 
15, 2015 amendment. The Agency thanked Novaiiis for pointing out the location of 
the requested infonnation and collllllitted to follow-up with Novaiiis if additional 
infonnation was needed. 

Novaiiis discussed the recent <bH
4
f and asked if the OPQ review 

teain could provil e any additional insight into the expected action date or timeline for 
resubmitting the <bH

41
. It was recommended that Novaiiis resubmit the 

<bl <
4r 60 days before the action date and con ta.ct the clinical division 

---..-.---..--
regarding the expected action date for the NDA. 

Novaiiis inquired if there were any additional outstanding issues that the Agency 
wanted to discuss. The Agency indicated that there were no outstanding issues to 
discuss at this time. 

Reference ID: 3765871 
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~.s""" 'tA.v..c.,.,,*'-ot.-(-f_ ~DEPARTMENT OF HEALTH AND HUMAN SERVICES 
"<>, ~ .. ~.,,~ 

NDA 207620 

Novartis Phannaceuticals Corp. 
Attention: Masha Berkhin, PharmD 
Global Program Regulatory Director 
One Health Plaza, Building I 00 
East Hanover, NJ 07936 

Dear Dr. Berkhin: 

Food and Drug Administration 
Silver Spring MD 20993 

INFORMATION REQUEST 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Acl for LCZ696 (sacubitril and valsartan) Tablets, 50 mg, 100 mg, 200 mg. We refer 
to your December 17, 2014, submission and subsequent amendments. 

W e are reviewing the Product Quality section of your submission and have the following comments and 
infonnation requests. We request a prompt written response in order to continue our evaluation of your 
NOA. 

I. Section 3.2.P.8. J Stability Summary of the submission includes the description of a protocol 
deviation. due to "inconsistency in dissolution data." We cannot determine an appropriate drug 
product expiration date without assurance of the validity of the supporting registration stability 
data. Provide confinnatory stability results, for all drng product stability tests, for the most recent 
stability sample pulls (18 months for the HOPE bottle configuration, 24 months for the (bll4l 

b lister configuration) at long-tenn conditions for all dmg product registration stability batches rtr 
each tab lei: strength. The confinnatory testing shou Id be conductcri at the commercial drug 
product stability testing site listed in the NDA submission - Ml4 

2. Based <~/l the rovided data, we recommend that you revise the disso~ution acceptance criterion to 
Q = (4Jo/o at ~lminutes instead of the proposed Q = i~!Yo at <•: minutes for sacubitril and 
valsart.an. 

P lease respond by May 26, 2015. 

If you have any questions, call Olga Simakova, Regulatory Project Manager, al {240) 402-3814. 
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Sincerely, 

Wendy I. 
Wilson -5 
Wendy Wilson-Lee, PhD 

Digitally signed by Wendy I. Wilson -S 
DN: c,,,us, o:=U.S. Government, OU=HHS, 
OU:=FDA, ou"'People, 
o_.9_J342.19200300.100.1.1,,, 1300396790, 
'cn,,,Wendy I. Wilson -S 
Date: 2015.05.15 13:48:43 -04'00' 

Branch Chief, Branch I (Acting) 
Division of New Drug Products I 
Office of New Drug Products 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 



From: 
To: 
Subject: 
Date: 
Impol'Qnce: 

Simakova, Olga (CDER) 
maroa.berXhin@novarlis.com 
RE: Revised Information Request for NOA 207620 5/15/ 15 
Friday, May l5, 2.015 5:40:00 PM 
High 

Dear Dr. Berkhin, 

I apologize for the confusion, but please see below the revised IR for NOA 207620. Please respond 

to this revised version and not to the IR sent earlier today (5/15/2015, at 2:13 pm) . Comment 
number 1 was revised. 

Please refer to your New Drug Application (NDA) submitted under section SOS(b) of the Federal 

Food, Drug, and Cosmetic Act for LCZ696 (sacubitril and valsartan) Tablets, (b)('I} 

We refer to your December 17, 2014, submission and subsequent amendments. 

We are reviewing the Product Quality section of your submission and have the following comments 

and information requests. We request a prompt written response in order to continue our 

evaluation of your NDA. 

1. Section 3.2.P.8.1 Stability Summary of the submission includes a descript ion of a protocol 

deviat ion due to " inconsistency in dissolution data." We cannot determine an appropriate 

drug product expiration date without assurance of the validity of the supporting registration 

stability data. Provide addit ional results for all drug product stabil ity tests for the current 

stability samples stored in HOPE bottles and (bl<4>: blister under long-term conditions for all 

drug product registration stability batches utilizing the commercial drug product stability 

testing site listed in the NDA submission - <bH4J 

. Include as part 
~~~~~~~~~~~ 

of the results, the new time point tested. 

2. Based on the provided data, we recommend that you revise the dissolution acceptance 
. . r<~1JL (bl . . (b) <bx . 

cntenon to Q ;::; ~o at (4 1 minutes instead of the proposed Q ;::; <4l% at (4)mmutes for 
sacubitril and valsartan. 

Please respond by May 26, 2015. 

Please confirm receipt of this Information Request. Also, please provide me with a courtesy copy 

via email when you submit your official amendment. If you have any questions or comments feel 

free to contact me. 

Thank you. 

Sincerely, 

Olga 
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Olga Simakova, PhD 

Regulatory Business Process Manager 

Office of Program and Regulatory Operations 

Office of Pharmaceutical Quality 

CD ER/FDA 

10903 New Hampshire Ave. 

W075, Rm. 4664 

Silver Spring, MD 20993 

Olga sjmakoya@fda.hhs.i:ov 

(240) 402-3814 

From: Simakova, Olga (CDER) 
Sent: Friday, May 15, 2015 2:13 PM 
To: 'masha.berkhin@novartis.com' 
Subject: Information Request for NDA 207620 5/15/15 

Dear Dr. Berkhin, 

Please find attached a courtesy copy of the Information Request for NDA 207620. We request a 

written response by May 26, 2015. 

Please confirm receipt of this Information Request. Also, please provide me with a courtesy copy 

via email when you submit your official amendment. If you have any questions or comments feel 

free to contact me. 

Thank you. 

Sincerely, 

Olga 

Olga Simakova, PhD 

Regulatory Business Process Manager 

Office of Program and Regulatory Operations 

Office of Pharmaceutical Quality 

CD ER/FDA 

10903 New Hampshire Ave. 

W021, Rm. 2667 

Silver Spring, MD 20993 

Oli:a sjmakoya@fda hhs i:ov 

(240) 402-3814 
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Flowers, Louis 

From: Flowers, Louis 
Sent: 
To: 

Thursday, January 29, 2015 5:58 PM 
'Berkhin, Masha' 

Subject: RE: N DA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED 
PROPRIETARY NAME 

Hi Masha, 

Since the "REQUEST FOR PROPRIETARY NAME REVIEW" in bold, capital letters was not identified on 
the 1" page of the submission, the clock did not start in December 2014. 

When the Agency received your complete submission for the request for proprietary name review through the 
FDA Gateway on January 15, 2015, the clock started. Thanks. 

Louis R. Flowers Ill, PharmD, MS, CPH 
Captain · USPHS 

Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 

Center for Drug Evaluation and Research 
Food and Drug Administration 
BLDG 22, Room 4476 
10903 New Hampshire Avenue 

Silver Spring, MD 20993 
Phone: 301·796·3158 
Email: louis.flowers@fda.hhs.gov 

From: Berkhin, Masha [mailto:masha.berkhin@novartis.com] 
Sent: Wednesday, January 21, 2015 5:39 PM 
To: Flowers, Louis 
Subject: RE: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Hi Louis - I just wanted to understand why the clock does not start in December since the documents were 
included in the NDA. 

Many thanks! 

Best, 
Masha 

From: Flowers, Louis [mailto:Louis.Flowers@fda.hhs.gov] 
Sent: Wednesday, January 21, 2015 9:07 AM 
To: Berkhin, Masha 
Cc: Jenkins, Darrell; Makela, Cristina; Lyons, Darrell 
Subject: Re: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Hi Masha, 

1 
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I am in meetings today. Please email me your question and I will respond. Thanks. 

Louis R. Flowers Ill, PharmD, MS, CPH 
Captain - USPHS 
Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 

Center for Drug Evaluation and Research 
Food and Drug Administration 
BLDG 22, Room 4476 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Phone: 301-796-3158 
Email: louis.flowers@fda.hhs.gov 

From: Berkhin, Masha [mailto:masha.berkhin@novartis.com] 
Sent: Wednesday, January 21, 2015 08:57 AM Eastern Standard Time 
To: Flowers, Louis 
Subject: RE: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Thanks Louis. I have a question related to the timelines for my understanding. Would it be possible for us to 
talk via phone later today? Please let me know. 

Best, 
Masha 

From: Flowers, Louis fmailto:Louis.Flowers@fda.hhs.gov] 
Sent: Wednesday, January 21, 2015 8:54 AM 
To: Berkhin, Masha 
Cc: Jenkins, Darrell; Makela, Cristina; Lyons, Darrell 
Subject: RE: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Good morning Masha, 

Yes, the cover letter and the request for proprietary name review was submitted successfully. On January 15, 2015, the 
Agency received your proprietary name review request. 

The review clock started on January 15, 2015 and the goal date is April 15, 2015. Thanks. 

Louis R. Flowers Ill, PharmD, MS, CPH 
Captain - USPHS 
Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
Food and Drug Administration 
BLDG 22, Room 4476 

Reference ID: 3755410 
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10903 New Hampshire Avenue 

Silver Spring, M D 20993 

Phone : 301-796-3158 
Email: louis.flowers@fda.hhs.gov 

From: Berkhin, Masha [mailto:masha.berkhin@novartis.com] 
Sent: Monday, January 19, 2015 2:47 PM 
To: Flowers, Louis 
Cc: Jenkins, Darrell; Makela, Cristina 
Subject: RE: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Hi Louis - the information you requested was submitted through the FDA Gateway on January 15u'. Can you 
confirm that you have everything you need? I understand that there is a 90 day clock for a proprietary name 
review under an NOA. Will the review clock start from the time of original sullmission on December 1 i 11? 

Many thanks! 

Best, 

Masha 

Mas ha Berkhin. Pharm.D. 
Global Program Regulatory Director - Cardio-Metabolic 
Novartis Phannaceulir.al Corporation 
One Health Plaza. 100 - 129 
East Hanover, NJ 07936 

PhOne ~ 1 862 778 2407 
Fax <- 1 973 781 3590 
Cell (b)(6) 

maSha.berlchin@novartis .com 

l1.;., O V/.tn1s 

From: Flowers, Louis [mailto:Louis.Flowers@fda.hhs.gov] 
Sent: Tuesday, January 13, 2015 10:45 AM 
To: Berkhln, Masha 
Cc: Jenkins, Darrell; Makela, Cristina 
Subject; RE: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Hi Masha, 

Please submit both a cover letter and the request for proprietary name review document. 

Thanks. 

Louis R. Flowers 111, PharmD, M S, CPH 
Captain - USPHS 

Team Lea der, Project Management Staff 

Office of Surveillance and Epidemiology 
Center for Drug Evaluat ion and Research 

Food and Drug Adm inistrat ion 

BLDG 22, Room 4476 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Phone: 301-796-3158 
Em ail: louis.flowers@fda.hhs.gov 

Reference ID: 3755410 
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From: Bert<hln, Masha [mailto:masha,berkhln@novartls.com] 
Sent: TueSday, January 13, 2015 10:35 AM 
To: Rowers, Louis 
Cc: Jenkins, Darrell; Makela, Cristina 
Subject: RE: NOA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Hi Louis - just for clarity would you like me to 
a) submit only a cover letter referencing the request for proprietary name review document contained in 

the NOA, or; 
b) submit both a cover letter and the request for proprietary name review document? 

Best, 
Masha 

Masha Berkhin, Pharm.D. 
Global Program Regulatory Director - Cardio-Metabolic 
Novartis Pharmaceutical Corporation 
One Heailh Plaza, 100 - 129 
East Hanover. NJ 07936 

From: Flowers,Louis[mailto:Louis.Flowers@fda.hhs.oov] 
Sent: Monday, January 12, 2015 11:27 AM 
To: Berkhin, Masha · 
Cc: Jenkins, Darrell; Makela, Cristina 
Subject: NDA 207620: COMPLETE SUBMISSION FOR EVALUATION OF PROPOSED PROPRIETARY NAME 

Dear Dr. Berkhin: 

We have been notified by the Division of Cardiovascular and Renal Products in .the Office ofNew Drugs that 
you have resubmitted a request for review of the proprietary name, Entresto, with NOA 207620. However, 
"REQUEST FOR PROPRIETARY NAME REVIEW" in bold, capital letters was not identified on the 151 

·page of the submission as requested in the Guidance for a complete submission. Please click on the link below 
to read the guidance that describes the information that FDA uses to evaluate proposed proprietary names. 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinfonnation/guidances/ucm075068.pdf. 

Please submit a cover letter to include the statement "REQUEST FOR PROPRIETARY NAME REVIEW' 
in bold, capital letters on the first page of each submission as outlined in the attached Guidance. Please 
reference the original NOA submissions ( eCTD #, SON, and date). 

If you have any questions or comments, please do not hesitate to contact me, Darrell Jenkins and Cristina 
Makela. 

Thanks, 

Louis R. Flowers 111; PharmD, MS, CPH 
Captain - USPHS 

Reference ID: 3755410 
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Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
Food and Drug Administration 
BLDG 22, Room 4476 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Phone: 301-796-3158 
Email: louis.flowers@fda.hhs.gov 

Reference ID: 3755410 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

---------------------------------------------------------------------------------------------------------
Isl 

LOUIS R FLOWERS 
0511412015 
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( ~DEPARTMENT Of HEAL TH AND HUMAN SERVICES 

~~~\-._ 

NDA207620 

Novartis Pharmaceuticals Corp. 
Attention: Albina Taigounov 

Food and Drug Administration 
Silver Spring MD 20993 

MEETING REQUEST GRANTED 

Associate Director - Global Regulatory CMC 
One Health Plaza, Building 339 - Room 1152 
East Hanover, NJ 07936 

Dear Ms. Taigounov: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for LCZ696 (sacubitril/valsartan) Tablets, 50 mg, 100 mg, 200 
mg. 

We also refer to your April 16, 2015, correspondence requesting a Type A meeting to ensure the 
alignment with the FDA on the proposed control strategy for the LCZ696 due to the uniqueness 
of the compound and the synthesis. Based on the statement of purpose, objectives, and proposed 
agenda, we consider the meeting a type A meeting. 

The meeting is scheduled as follows: 

Date: April 30, 2015 
Time: 11 :30 am to 12:30 pm 
Location: 10903 New Hampshire Avenue 

White Oak Building 22, Conference Room: 1315 
Silver Spring, Maryland 20903 

Invited CDER Participants: 

Office of Pharmaceutical Quality 
Thomas Oliver, PhD 
Wendy Wilson-Lee, PhD 
Mohan Sapru, PhD 
Anamitro Banerjee, PhD 
Sherita McLamore-Hines, PhD 
Olga Simakova, PhD 

Reference ID: 3737122 

Division Director (acting) 
Branch Chief(acting) 
Application Technical Lead 
Application Technical Lead 
Reviewer 
Regulatory Business Process Manager 
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NDA207620 
Page2 

In accordance with 21CFR10.65(e) and FDA policy, you may not electronically record the 
discussion at this meeting. The official record of this meeting will be the FDA-generated 
minutes. 

Please e-mail me any updates to your attendees at olga.simakova@Jda.hhs.gov, at least one week 
prior to the meeting. For each foreign visitor, complete and email me the enclosed Foreign 
Visitor Data Request Form, at least two weeks prior to the meeting. A foreign visitor is any non­
U.S. citizen who does not have Permanent Resident Status or a valid U.S. Federal Government 
Agency issued Security Identification Access Badge. If we do not receive the above requested 
information in a timely manner, attendees may be denied access. 

A few days before the meeting, you may receive an email with a barcode generated by FDA's 
Lobbyguard system. If you receive this email, bring it with you to expedite your group's 
admission to the building. Ensure that the barcode is printed at l 00% resolution to avoid 
potential barcode reading errors. 

Please have all attendees bring valid photo identification and allow 15-30 minutes to complete 
security clearance. Upon arrival at FDA, provide the guards with either of the following 
numbers to request an escort to the conference room: Olga Simakova 240-535-9702 or 240-402-
3814. 

Please refer to the following link for visiting the White Oak Campus: 
http://www.fda.gov/aboutfda/workingatfda/buildingsandfocilities/whiteoakcampusinformation/u 
cm24 l 748.htm 

If you have any questions, please contact Olga Simakova, Regulatory Business Process Manager, 
at (240) 402-3814. 

Enclosure: 
Foreign Visitor Data Request Form 

Reference ID: 3737122 

Sincerely, 

{See appended electronic signature page} 

Olga Simakova, PhD 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 
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FOREIGN VISITOR DATA REQUEST FORM 

VISITORS FULL NAME (First, Middle, Last) 

GENDER 

COUNTRY OF ORIGIN/CITZENSHIP 

DATE OF BIRTH (MM/DDNYYY) 

PLACE OF BIRTH (city and country) 

PASSPORT NUMBER 

COUNTRY THAT ISSUED PASSPORT 

ISSUANCE DATE: 

EXPIRATION DATE: 

VISITOR ORGANIZATION/EMPLOYER 

MEETING START DATE AND TIME 

MEETING ENDING DA TE AND TIME 

PURPOSE OF MEETING 

BUILDING(S) & ROOM NUMBER(S) TO BE VISITED 

WILL CRITICAL INFRASTRUCTURE AND/OR FDA 
LABORATORIES BE VISITED? 

HOSTING OFFICIAL (name, title, office/bldg, room 
number, and phone number) 

ESCORT INFORMATION (If different from Hosting 
Official) 

Reference ID: 3737122 
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OLGA SIMAKOVA 
0412212015 
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Lyons, Darrell

From: Lyons, Darrell
Sent: Friday, April 10, 2015 1:56 PM
To: 'Berkhin, Masha'
Cc: Jenkins, Darrell; Flowers, Louis; Makela, Cristina
Subject: RE: Proprietary Name for NDA 207620 Entresto

Hi Masha, 
 
To request a re‐review of the above proprietary name or to submit a new proprietary name for consideration; please 
submit a new, complete, request within 14 days of this communication.  Include the statement "REQUEST FOR 
PROPRIETARY NAME REVIEW” in bold capital letters, at the top of your cover letter and on the first page of the main 
submission document (please refer to the complete submission guidance link below). The review of this name will be 
initiated when the new submission is received. 
  
A new review clock using the same PDUFA IV review performance goal dates applies to the written request for the 
submission of alternate proposed proprietary names or reconsideration of the primary proposed proprietary name with 
supporting data. 
  
If you require additional information on developing proprietary names for drugs or proposing alternative proprietary 
names for consideration, we refer you to the following: 
  

 Draft Guidance for Industry Best Practices in Developing Proprietary Names for Drugs, 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM398997.pd
f)  

 Guidance for Industry Contents of a Complete Submission for the Evaluation of Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.pd
f)  

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf) 

  
If you have any questions regarding any other aspects of the proprietary name review process, please feel free to 
contact me directly.  
  
Best Regards, 
 
Darrell Lyons 
 
 
Darrell Lyons, BSN, RN 
Commander, USPHS 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796‐4092 
darrell.lyons@fda.hhs.gov  
 

 
 

From: Berkhin, Masha [mailto:masha.berkhin@novartis.com]  
Sent: Thursday, April 09, 2015 3:51 PM 
To: Lyons, Darrell 
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Cc: Jenkins, Darrell; Flowers, Louis; Makela, Cristina 
Subject: RE: Proprietary Name for NDA 20762 Entresto 
 
Dear Darrell – this is to follow-up on my voicemail.  Based on the call this afternoon with the Agency I wanted 
to ask you what the next steps should be for the Proprietary Name application.   As the Agency agreed to 
review another proposal for LCZ696 dose expression could we ask for an extension for re-submission of the 
proprietary name application? 
 
Thanks very much in advance. 
 
Best, 
Masha 
 
Masha Berkhin, Pharm.D. 
Global Program Regulatory Director – Cardio-Metabolic 
Novartis Pharmaceutical Corporation 
One Health Plaza, 100 – 129 
East Hanover, NJ 07936 
 
Phone  + 1 862 778 2407 
Fax       + 1 973 781 3590 
Cell       +  
masha.berkhin@novartis.com 

 
 
 

 
From: Lyons, Darrell [mailto:Darrell.Lyons@fda.hhs.gov]  
Sent: Friday, March 27, 2015 10:43 AM 
To: Berkhin, Masha 
Cc: Jenkins, Darrell; Flowers, Louis; Makela, Cristina 
Subject: Proprietary Name for NDA 20762 Entresto 
 
Dear Dr. Berkhin: 

Please refer to our February 9, 2015, Proprietary Name Request Conditionally Acceptable Letter for your   proposed 
proprietary name, Entresto.     

As indicated in the Conditional Approval, if any of the proposed product characteristics as stated in your January 15, 
2015, submission are altered prior to approval of the marketing application (e.g., the strength expression), the 
proprietary name should be resubmitted for review. 
  
To request a re‐review of the above proprietary name or to submit a new proprietary name for consideration; please 
submit a new, complete, request within 14 days of this communication.  Include the statement "REQUEST FOR 
PROPRIETARY NAME REVIEW” in bold capital letters, at the top of your cover letter and on the first page of the main 
submission document (please refer to the complete submission guidance link below). The review of this name will be 
initiated when the new submission is received. 
  
A new review clock using the same PDUFA IV review performance goal dates applies to the written request for the 
submission of alternate proposed proprietary names or reconsideration of the primary proposed proprietary name with 
supporting data. 
  
If you require additional information on developing proprietary names for drugs or proposing alternative proprietary 
names for consideration, we refer you to the following: 
  

Reference ID: 3730415
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 Draft Guidance for Industry Best Practices in Developing Proprietary Names for Drugs, 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM398997.pdf)  

 Guidance for Industry Contents of a Complete Submission for the Evaluation of Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.pdf)  

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf) 

  
If you have any questions regarding any other aspects of the proprietary name review process, please feel free to 
contact me directly.  
  
Best Regards, 
  
  
Darrell Lyons, BSN, RN 
Commander, USPHS 
FDA, Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 
Office:  (301) 796‐4092 
darrell.lyons@fda.hhs.gov  
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Executive CAC

Date of Meeting: April 7, 2015

Committee: Karen Davis Bruno, Ph.D., OND IO, Chair

Abby Jacobs, Ph.D., OND IO, Member

Paul Brown, Ph.D., OND IO, Member

Tim McGovern, Ph.D., OND IO, Member

Jean Wu, M.D., Ph.D., Pharm Tox Supervisor (acting)

William T. Link, Ph.D., Presenting Reviewer

The following information reflects a brief summary of the Committee discussion and its 
recommendations.

NDA #207-620
Drug Name:  AHU377
Sponsor:  Novartis

Mouse Carcinogenicity Study

Study No. 804258 was performed in CD-1 mice (70/sex/group) employing oral doses of 150, 400 and 

1200 mg/kg/day, for 104 weeks.  Exposure multiples, based on Cmax (mouse/human MRHD) achieved in 

the study, were 14x and 46x for AHU377 in males and females, respectively, and 16x and 23x for LBQ657 

(the active metabolite) in males and females, respectively.  AUC was not calculated. No statistically 

significant differences were seen in mortality or the incidence of any neoplastic lesion in male and 

female mice in this study.

Rat Carcinogenicity Study 

Study No. 804259 was performed in Wistar rats (50/sex/group) employing oral doses of 50, 150 and 400 

mg/kg/day, for 104 weeks.  Exposure multiples, based on Cmax (rat/human MRHD) achieved in the 

study, were 0.63x and 0.88x for AHU377 in males and females, respectively, and 1.55x and 3.55x for 

LBQ657 (the active metabolite) in males and females, respectively.  AUC was not calculated..

No statistically significant differences were seen in mortality or the incidence of any neoplastic lesion in 

male and female rats in this study.

Executive CAC Recommendations and Conclusions

Mouse study:

 The Committee concurred that the study was acceptable, noting prior Exec CAC concurrence 

with the protocol.

 The Committee concurred that there were no drug-related neoplasms in the study.

Rat study:

 The Committee concurred that the study was acceptable, noting prior Exec CAC concurrence 

with the protocol.

Reference ID: 3728918



 The Committee concurred that there were no drug-related neoplasms in the study.

                                              

Karen Davis Bruno, Ph.D.

Chair, Executive CAC

cc:\

/Division File, DCRP

Albert De Felice /Team leader, DCRP

William T. Link /Reviewer, DCRP

Alexis Childers/CSO/PM, DCRP

/ASeifried, OND IO
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207620
MID-CYCLE COMMUNICATION

Novartis Pharmaceuticals Corp.
Attention: Masha Berkhin, PharmD
Senior Global Program Regulatory Manager, Drug Regulatory Affairs
One Health Plaza
Building 100
East Hanover, NJ 07936

Dear Dr. Berkhin:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(1) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for LCZ696 (sacubitril/valsartan) Tablets, 50 
mg, 100 mg, 200 mg.

We also refer to the teleconference between representatives of your firm and the FDA on 19 
March 2015. The purpose of this teleconference was to provide you with an update on the status 
of the review of your application.

A record of the teleconference is enclosed for your information.  

If you have any questions, call Alexis Childers, Sr. Regulatory Project Manager at (301) 796-
0442.

Sincerely,

{See appended electronic signature page}

Aliza Thompson, M.D.
Cross Discipline Team Leader
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
Mid-Cycle Communication

Reference ID: 3726940



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MID-CYCLE COMMUNICATION

Meeting Date and Time: 19 March 2015, 9:30-10:30 am 

Application Number: 207620
Product Name: LCZ696 (sacubitril/valsartan) Tablets
Indication: treatment of heart failure (NYHA II-IV)  

Applicant Name: Novartis Pharmaceuticals Corp.

Meeting Chair: Aliza Thompson, M.D.
Meeting Recorder: Alexis Childers, RAC

FDA ATTENDEES
*Division of Cardiovascular and Renal Products
Aliza Thompson, M.D. Clinical Team Leader
Mary Ross Southworth, PharmD Deputy Director for Safety
Tzu-Yun McDowell, Ph.D. Clinical Reviewer
Kim Smith, MD, MS Clinical Reviewer
Alexis Childers, RAC Sr. Regulatory Health Project Manager
Edward Fromm, R.Ph., RAC Chief, Regulatory Health Project Manager
*Office of Pharmaceutical Quality
Wendy Wilson, Ph.D. Chemistry Lead
*Office of Surveillance and Epidemiology
Susan Lu, RPH, Safety Evaluator Team Leader
Margie Goulding, Ph.D. Epidemiology Team Leader
Somya Dunn, PharmD Team Leader, DRISK
Chi-Ming Tu, PharmD DMEPA Team Leader
Janine Stewart, PharmD DMEPA Reviewer

EASTERN RESEARCH GROUP ATTENDEES
Patrick Zhou Independent Assessor

APPLICANT ATTENDEES
Patrice Matchaba, M.D. Franchise Head Critical Care
Rob Kowalski, PharmD. Global Head of Regulatory
Marty Lefkowitz, M.D. Therapeutic Area Head
Robert Hilkert, M.D. Medical Unit Head
Victor Shi, M.D. Global Program Medical Director
Natalie Ezzet, Ph.D. Global Integrated Information Sciences (IIS) Franchise 

Head
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Guenther Mueller-Velten, Ph.D. Senior Global Group Head – Biostatistics
Denise Leclair, M.D. Therapeutic Area Safety Lead
Hendrik Streefkerk, M.D. Brand Safety Leader
Thomas Langenickel, M.D. Director Translational Medicine
Laura Dill Morton, Ph.D. DACVP, DABT, Executive Director- Pre Clinical Safety
Heidi Schoenfeld, Ph.D. Senior Investigator – Pre Clinical Safety
Paula Rinaldi US Head of Regulatory Affairs 
Caroline Boulton Global Regulatory Franchise Head
Patricia Kay-Mugford Global Regulatory Therapeutic Area Lead
Masha Berkhin, Pharm.D. Global Program Regulatory Director
Diane Zezza, Ph.D. Global Head Regulatory CMC
Fedra Maria Limoncini Franchise Head Regulatory CMC
Albina Taigounov Associate Director Regulatory CMC
Michael Motto Project Leader Technical Development

1.0 INTRODUCTION

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified. In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so. These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application. If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.

2.0 SIGNIFICANT ISSUES 

There are currently no significant review issues to discuss.

3.0 INFORMATION REQUESTS

All information requests are on track. The Division will continue to submit requests as needed.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT

Clinical safety concerns
Dr. McDowell stated that a major safety concern is the risk of angioedema in blacks. Dr. 
McDowell noted that in the overall trial population, the incidence of angioedema in the LCZ696 
arm was low and that the majority of cases were not serious. However, the incidence of 
angioedema was higher in blacks than caucasians and was also higher in blacks in the LCZ696
arm than in the enalapril arm. She further noted that the incidence of angioedema was highest 
among blacks treated with LCZ696 in the United States. Although the small number of black 
subjects enrolled in the trial limits interpretation of these data, the findings are nonetheless 
concerning as a large portion of heart failure patients in the United States are black and data 
indicate that blacks are more susceptible to angioedema induced by ACE and neprilysin 
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inhibitors. Hence, at this time, the clinical reviewers believes that a post marketing study may be 
needed to better characterize the risk of serious angioedema events in black patients treated with 
LCZ696 in the United States. Towards this end, Dr. McDowell suggested that Novartis begin to 
explore claims or observational databases that might be suitable to evaluate this risk in the 
postmarketing setting.

In response to questions from Novartis:
 Dr. Southworth explained that key criteria for selecting a database include reliable

ascertainment of race and an ability to identify cases of serious angioedema. She also noted
that there was literature related to this topic from which methodologies could be referenced.

 Dr. Thompson clarified that a synopsis outlining Novartis’s proposed plan was sufficient and 
that a complete protocol did not need to be submitted at this time. 

Dr. Thompson also commented that it would be helpful to understand the extent to which 
ongoing trials might provide additional data that could address the risk of angioedema in blacks
treated with LCZ696.

5.0 ADDITIONAL COMMENTS

Chemistry
Dr. Wilson stated that there is ongoing internal discussion regarding labeling the strength of 
LCZ696 as a single entity versus as a fixed dose combination and that an internal meeting has 
been scheduled for the week of March 23, 2015 to discuss the issue. The Agency will inform 
Novartis of any recommended changes to the labeled strength or any additional requests for 
information as soon as possible.

Novartis stated that there have been previous interactions with the Agency on this issue and that 
information pertaining to this issue was submitted to the NDA. Dr. Wilson confirmed that the 
team has reviewed the information and will take the applicant’s arguments into consideration, 
but explained that the Agency needs to come to its own conclusion on the matter. She further 
explained that the Agency’s guidance document on the regulatory classification of 
pharmaceutical co-crystals discusses co-crystals with one active and one inactive ingredient, 
whereas LCZ696 contains two active ingredients. This is a different scenario than that described 
in the guidance and the Agency has to take this difference into consideration.

Dr. Thompson noted that the Agency’s final determination on the labeled strength may have 
bearing on the proprietary name determination. In response to a question from Novartis, OSE 
confirmed that there is a 90 day review period for Proprietary Name requests under an NDA.

Other issues discussed during the meeting
 Novartis asked if the Division was planning to take an action ahead of the PDUFA goal 

date. Dr. Thompson stated that the Division is planning is take an early action but could 
not commit to a particular date.
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• Novaiiis indicated that they plan to 
Dr. Wilson stated 

• Novaiiis asked whether comments on the caiion container would be provided during 
labeling negotiations or whether it might be possible to receive collllllents sooner. 
Novaiiis is willing to print caiion container labels at their own risk if comments can be 
provided eai·ly. Dr. Wilson indicated that the Agency will work with Novartis to finish 
early but emphasized that labels can change until an action is taken and reminded 
Novaiiis that labels cannot be approved prior to the action date. 

• Novaiiis asked for feedback on efficacy claims proposed in labeling. Dr. Thompson 
stated that it was premature to discuss labeling claims and indicated that further input was 
needed from the Division Director and Signato1y Authority. 

6.0 ADVISORY COMMITTEE MEETING 
There ai·e no plans at this time for an Adviso1y Committee Meeting. 

7.0 LATE-CYCLE MEETING /OTHER PROJECTED MILESTONES 
The Late-Cycle Meeting is scheduled for 08 June 2015. Labeling negotiations are expected to 
begin 25 May 2015. 

Page3 
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NDA207620 

Novartis Phannaceuticals Corp. 
Attention: Masha Berkhin, PhannD 
Global Program Regulatory Director 
One Health Plaza, Building 100 
East Hanover, NJ 07936 

Dear Dr. Berkhin: 

Food and Orug Administration 
Silver Spring MD 20993 

INFORMATION REQUEST 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for LCZ696 (sacubitril/va]sartan) Tablets, 50 mg, 100 mg, 200 
mg. We refer to your December 17, 2014, submission. 

We are reviewing the Product Quality section of your submission and have the following 
comments and information requests. We request a prompt written response in order to continue 
our evaluation of your NDA 

Drug Substance 

1. (bJ<4I 

2. Confirm that the validation data provided in the f~ section are for the latest 
versions of the analytical methods described in the (bl< 1 monograph. 

3. Based on the validation data provided in this submission, the------.(b><4l -----. Update the method such that it can (bJ<4J ----
Drug Product 

1. The proposed acceptance ctiteria for impurity <bl <4I and impurity (bl <41 in 
the dmg product specification are NMT ::J% and NMT ~:l%, respectively. These limits are 
excessively broad and not reflective of the data. Revise the acceptance criteria for these 
impurities to be more reflective of the data and manufacturing capability. 
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I 

2. You indicate that data is available for samples stored and tested after 6 months 
under accelerated eonditionS., 48 months under long term, and 48 months intermediate 
conditions. Provide this data to support exclusion of the <bJ <4I test in the drug product 
release specification or update the drug product specification to include a test for <bJ <4>:_ 

3. · Clearly delineate which tests and packaging configurations will be performed as 
part of the drug product post approval stability protocol. · 

4. Clearly define your Quality Target Product Profile (QTPP). 

Process 

1. (bJ<4I 

2. Regarding manufacturing process development, for each unit operation submit the 
following information to the Pharmaceutical Development section (3.2. P.2.3): 

a. Data to support selection of critical process parameters. Indicate what the 
scale of the perfonned studies was. 

b. Data to support proposed ranges for critical process parameters of the 
commercial process, including approach to scale up the parameters from pilot to commercial 
scale. Include summary result of the studies. 

3. In compliance with21CPR314.50 (d)(l)(ii)(c) a complete description of the 
commercial scale manufacturing process is required. You can either revise the manufacturing 
process description in section 3.2.P.3.3 to include set points/ranges for the process parameters, 
batch size and equipment type and size for all unit operations of the drug product manufacturing 
pr0cess or submit proposed commercial scale Master Batch Records to Section 3 .2.R. Include the 
amounts of excipients used in <bJ<4f. 

4. Regarding the film coating operation: 
a. 

5. 

6. It is indicated in the submission that the 

. Provide the following information to support evaluation of adequacy of the control 
strategy to mitigate risks of a <bf<4l : 

· a. Desclib .. e- t":"'h-e-res- u":"'lts- o-=r:::=:::::::..--------------_,...n41 

Comment on why drug substance used in these batches -------------------
(b)(4 ) 
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b. To demonstrate 

(b)(4J 

---~~------~----~~----. available data from development and commercial scale batches of . --~~~--

c. Provide >141 from development and 
commercial scale batches. 

d. Provide any available <bl <4r content uniformity data from development 
and commercial scale batches. 

7. Regarding Comparability Protocol for the new manufacturing site of drug 
product: 

a. 
process was 

Manufacturing process development indicates that at the (bl <4! site the 
(b)\4f 

. In the protocol you propose 
,....,....~~~~~~~~~~~~~---,~--

the batch size of(b><4
> kg at the new site. Justify the proposed batch size and provide data to 

demonstrate that there is <bl <4r at the new site. 

If you have any questions, call Olga Simakova, Regulatory Project Manager, at (240) 402-3814. 
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Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207620
FILING COMMUNICATION –

NO FILING REVIEW ISSUES IDENTIFIED

Novartis Pharmaceuticals Corp.
Attention: Masha Berkhin, PharmD
Senior Global Program Regulatory Manager, Drug Regulatory Affairs
One Health Plaza
Building 100
East Hanover, NJ 07936

Dear Dr. Berkhin:

Please refer to your New Drug Application (NDA) dated 17 December 2014, received 17 
December 2014, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act 
(FDCA), for LCZ696 (sacubitril/valsartan) Tablets, 50 mg, 100 mg, 200 mg.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority. This application is also subject to the provisions of 
“the Program” under the Prescription Drug User Fee Act (PDUFA) V (refer to: 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm. Therefore, 
the user fee goal date is 15 August 2015.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by 25 May 
2015.

In addition, the planned date for our internal mid-cycle review meeting is 11 March 2015.  We 
are not currently planning to hold an advisory committee meeting to discuss this application.
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.

We request that you submit the following information:

Biopharmaceutics
1. Your dissolution method development report contains dissolution profiles but does not 

contain dissolution data (individual, mean, and standard deviation). Provide complete 
dissolution data (individual, mean, and standard deviation) for all the profiles reported in 
the NDA.

2. Provide the PK profiles and PK parameters for the pivotal bioequivalence study 
(CLCZ696B2114) for the 50 mg to-be-marketed formulation (final market image) and 
clinical service form in SAS transport file format. 

PRESCRIBING INFORMATION
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues and have the following labeling comments or questions:

Formatting Comments:

In Highlights

1. Each summarized statement or topic in Highlights (HL) must reference the section(s) or 
subsection(s) of the Full Prescribing Information (FPI) that contain more detailed 
information. The preferred format is the numerical identifier in parenthesis [e.g., (1.1)] at the 
end of each summarized statement or topic.

Comment:  Not all statements in HL contain a reference; see Dosage Forms and Strengths as 
an example.

2. If a product belongs to an established pharmacologic class, the following statement is 
required under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”. 

Comment:  Established pharmacologic class (EPC) for both components must be included 
and conform to the following format, “(Product) is a combination of a (EPC) and a (EPC) 
indicated for (indication).” See 21 CFR 201.57(a)(6) for additional information.
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Content Comments:

3. The Product Title line must contain the route of administration. See 21 CFR 201.57(a)(1).

4. Details of drug interaction pharmacokinetic studies should be included in Section 12.3. 
Details of drug interaction pharmacokinetic studies should not be repeated in Section 7. See 
21 CFR 201.57(c)(13)(C) and 201.57(c)(8). Please provide a forest plot of the data from PK 
studies for both drug interactions and the special populations presented in Section 12.3.

5. Please note that on December 4, 2014 the Food and Drug Administration published a Final 
Rule in the Federal Register [Docket No. FDA-2006-N-0515 (formerly Docket No. 2006N-
0467)] regarding the Requirements for Pregnancy and Lactation Labeling. All applications 
pending on the effective date of the final rule [June 30, 2015] will be required to comply 
within four years after the effective date. You are encouraged to comply with this rule in 
advance of the effective date in your current NDA submission. We encourage you to review 
the Draft Guidance for Industry, “Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products — Content and Format” 
located at the following URL: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidance
s/UCM425398.pdf. 

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
25 February 2015. The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances. 

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances. 

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI) and Medication Guide. Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult the Division of 
Cardiovascular and Renal Products.  Please note that satisfaction of the requirements in section 
505B of the Act alone may not qualify you for pediatric exclusivity under 505A of the Act.

We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, please call Alexis Childers, Sr. Regulatory Project Manager, at (301) 
796-0442.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D. 
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 207620

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Novartis Pharmaceuticals Corporation
One Health Plaza
Building 100
East Hanover, NJ 07936-1080

ATTENTION: Masha Berkhin, Pharm.D.
Global Program Regulatory Director

Dear Dr. Berkhin:

Please refer to your New Drug Application (NDA) dated and received December 17, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Sacubitril/Valsartan Tablets, 50 
mg, 100 mg, 200 mg.

We also refer to your correspondence, dated and received January 15, 2015, requesting review of your 
proposed proprietary name, Entresto. 

We have completed our review of the proposed proprietary name, Entresto and have concluded that this 
name is acceptable. 

If any of the proposed product characteristics as stated in your January 15, 2015, submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact CDR Darrell Lyons, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-4092. For any other information regarding this application,
contact Alexis Childers, Regulatory Project Manager in the Office of New Drugs, at (301) 796-0442.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Deputy Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207620
NDA ACKNOWLEDGMENT

Novartis Pharmaceuticals Corporation
Attention: Masha Berkhin, Pharm.D.
Global Program Regulatory Director
Drug Regulatory Affairs
One Health Plaza, Bldg. 100
East Hanover, NJ 07936-1080

Dear Dr. Berkhin:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Product: LCZ696 (sacubitril/valsartan) Tablets, 50 mg, 100 mg, and 200 mg

Date of Application: December 17, 2014

Date of Receipt: December 17, 2014

Our Reference Number: NDA 207620

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on February 15, 2015, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 314.50(1)(1)(i)  
in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 
21 CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, please contact: 

Alexis Childers, RAC
Sr. Regulatory Health Project Manager
(301) 796-0442

Sincerely,

{See appended electronic signature page}

Edward Fromm, R.Ph., RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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From: 

To: 
Cc: 
Subject: 
Date: 

Importance: 

Knight. Yvonne 

Berkhin. Masha (masha.berkhin@novartis.com) 

Knight. Yvonne 

Infonmation Request for NDA 207620 (Prompt Response) 

Wednesday, December 17, 2014 3 :43:01 PM 

High 

Good afternoon Ms. Berkhin, 

We have an infonnation request concerning Novartis' New Drng Application (NDA) for 
NDA 207620. We request a prompt response to this IR request no later than Friday COB 
January 16 , 2015. 

1. <bH
4f is used in synthesis of staiiin material 

(b)(4) (b)(4I 

Include in your acceptance criteria for <b><
4
> limits 

(b)(4f -----for (b> <
4

> to control 

2. Intennediates for the synthesis of <bll
4
f CbW~ 

(bl <
4
! studies for the intennediates are not provided. Provide data for these 

studies and proposed <
6

><
4
> for all inte1mediates. 

3. <bH
4
I is a critical inte1mediate for the manufacture of 

(bl <
4>. Provide strnctural characterization, including NMR data, for the 

Li.·n- t-e-1m- ed-..-1 .. -a-te""' <bH4I 

4. Provide com ai·ative XRPD and IR spectra for 
(b)(4 ) 

Please confom receipt of this Info1mation Request. Also, please provide me with a comiesy 
copy via email when you submit your official amendment? Note: Official ainendments need 
to be submitted by due date in order to be included in the review cycle. If you have any 
questions or comments feel free to conta.ct me. 

Best Regai·ds, 

Yvonne Knight, MS 
Regulatory Health Project Manager 
Division of New Drug Quality Assessment 
FDA/ CDER/ OPS/ ONDQA 
10903 New Hampshire Avenue 
Bldg. 21 , Room 2667 
Silver Spring, MD 20993 -0002 
Phone: 301.796.2133 
Email: yyonne.kni&ht@fda.hhs.&ov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
IND 104628  

TOP LINE MEETING MINUTES 
 
Novartis Pharmaceuticals Corporation 
Attention: Masha Berkhin, PharmD 
Senior GPRM, DRA 
One Health Plaza 
East Hanover, NJ 07936-1080 
 
 
Dear Dr. Berkhin: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for LCZ 696. 
 
We also refer to the meeting between representatives of your firm and the FDA on September 22, 2014.  
The purpose of the meeting was to discuss top-line results of your pivotal phase III study, PARADIGM-
HF.   
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us of any 
significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, please call Alexis Childers, Regulatory Project Manager at (301) 796-0442. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Ellis Unger, M.D.  
Director 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
  Meeting Minutes & Sponsor Presentation 
 

Reference ID: 3646716



IND 104628 Top Line Results meeting minutes       

Page 2 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: C 
Meeting Category: Top-Line Results 
 
Meeting Date and Time: September 22, 2014, 12:30 pm 
Meeting Location:  White Oak Building 22, Conference Room: 1311 
 
Application Number: IND 104628 
Product Name: LCZ696 (sacubitril/valsartan) 
Indication: Treatment of heart failure 
Sponsor/Applicant Name: Novartis Pharmaceuticals Corporation 
 
Meeting Chair: Ellis Unger M.D. 
Meeting Recorder: Alexis Childers 
 
FDA ATTENDEES 
*Office of Drug Evaluation I 
Ellis Unger, M.D.   Director 
Robert Temple, M.D.   Deputy Director 
*Division of Cardiovascular and Renal Products 
Norman Stockbridge, M.D., Ph.D.  Director 
Stephen M. Grant, M.D  Deputy Director 
Mary Ross Southworth, PharmD Deputy Director for Safety 
Martin Rose, M.D.   Clinical Team Leader 
Aliza Thompson, M.D.  Clinical Team Leader 
Melanie Blank, M.D.   Clinical Reviewer 
Tzu-Yun McDowell, Ph.D.  Clinical Reviewer 
Nhi Beasley, M.D.   Clinical reviewer 
William Link. Ph.D.   Pharmacologist 
Alexis Childers, RAC   Sr. Regulatory Health Project Manager 
Edward Fromm, R.Ph., RAC  Chief, Regulatory Health Project Manager 
*Office of New Drug Quality Assessment 
Sandra Suarez, Ph.D.   Biopharmaceutics reviewer 
*Office of Clinical Pharmacology 
Sreedharan Sabarinath, Ph.D.  Clinical Pharmacology Reviewer 
Rajanikanth Madabushi, Ph.D. Clinical Pharmacology Team Leader 
*Office of Biostatistics, Division of Biometrics I 
Hsien Ming Hung, Ph.D   Director 
Jialu Zhang, Ph.D.   Statistician 
*Office of Surveillance and Epidemiology 
Jie Li, Ph.D., MBBS   Epidemiologist 
Kim Lehrfeld, PharmD  Team Leader, DRISK 
Danny Gonzalez, PharmD, M.S. Risk Management Analyst, DRISK 
 
SPONSOR ATTENDEES 
Patrice Matchaba, M.D. Franchise Head Critical Care 
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Marty Lefkowitz, M .D. 
Victor Shi, M .D. 
Fabian Chen, M.D. 
Bob Hilkert, M.D. 
Dawn Bell, PhannD. 
Natalie Ezzet, Ph.D. 

Jim Gong, Ph.D . 
Hendrik Streefkerk, M .D . 
Paula Rinaldi 
Rob Kowalski,PhaimD. 
Caroline Boulton, 
Trish Kay-Mugford, 
Masha Berkhin, Pha1m.D . 
Chin Koerner 

n41
, M.D. 

(bl 41, M .D . ------
LO BACKGROUND 

Therapeutic Area Head 
Global Program Medical Director 
Clinical Indication Leader 
Medical Unit Head 
Global Program Head 
Global Integrated Infon nation Sciences (ITS) Franchise 
Head 
.Associate Director Statistical Scientist (IIS) 
Bran d Safety Leader 
Technical Research and Development 
Global Head of Regulato1y 
Global Regulato1y Franchise Head 
Global Regulato1y Therapeutic Area Lead 
Senior Global Program Regulatory Manager 
Executive Director, Novaiiis FDA Liaison 
Consultant 
Consultant 

LCZ696, which consists of sacubitiil and valsartan moieties, is being developed by Nova1t is for the 
treatment of heart failure. Sacubitril is an experimental neprilysin inhibitor and valsait an is an approved 
angiotensin II receptor blocker (ARB). Thus, LCZ696 is described as a nep1i lysin-angiotensin receptor 
inhibitor (ARNI). Nova1t is was conducting a randomized, double-blind pivotal phase 3 outcome study, 
PARADIGM-HF, compa1ing the efficacy and safety ofLCZ696 to enalap1il in patients with herut failure 
and reduced ejection fraction (HFrEF), when in March 2014, the Data Monito1ing Committee 
recommended early closure of the u·ial because of compelling efficacy. 

Nova1t is intends to submit a rolling NDA with final submission in December 2014, along with a request 
for p1iority review. Novait is requested this meeting to discuss the top line results of their pivotal phase 3 
tiial. A separate Pre-NDA meeting was held on June 25, 2014 and a CMC Pre-NDA meeting was held on 
August 14, 2014. 

2. DISCUSSION 

Novrut is presented the attached slides. Highlights from the discussion ai·e discussed below. 

Introduction : Nova1tis stated that the hea1t failure program consisted of 3 tiials. The pivotal phase 3 u·ial 
compared the effects of LCZ696 and enalapril on the composite primaiy endpoint of time to the first 
occunence of hea1t failure hospitalization or cai·diovascular (CV) death in patients with HFrEF. The tiial 
was powered at 80% for CV death. The secondaiy endpoints, powered at 20%, consisted of all-cause 
m01tality, the Kansas City Cai·diomyopathy Questionnaire (KCCQ), new onset atrial fibrillation, and 
renal progression. Patients had to be on a stable dose of a beta-blocker (BB) for at least 4 weeks prior to 
the screening visit unless contraindicated or not tolerated. Mineraloco1t icoid receptor antagonists 
(MR.As) were not required. Diuretics were not required. (Novrut is indicated that some hea1t failure 
patients are managed without diuretics.) At baseline, 70% of the patients were classified as NYHA Class 
2 with 55% of patients on MRAs and approximately 90% on BBs. 
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The trial included a two-part sequential run-in period where enalapril was administered to subjects at 10 
mg BID (unless patients were previously not on an ACE or on low dose, in which case they had the 
option of starting on enalapril 5 mg BID and titrating  up to 10 mg BID as tolerated). If subjects tolerated 
enalapril after 2-4 weeks (K+≤ 5.4 mmol/L, eGFR ≥ 30 mL/min, no decrease of eGFR > 35% from Visit 
1, no symptomatic hypotension, SBP ≥ 95 mmHg, and no postural symptoms), enalapril was 
discontinued.  One day later patients were started on LCZ696 at 100 mg BID and titrated to 200 mg BID 
after one to two weeks.  Patients stayed on LCZ696 for 2-4 weeks.  If LCZ696 was tolerated (using the 
same criteria as for the enalapril period) the patient was randomized. The median duration of follow-up 
during the run-in period was 16 days for enalapril and 29 days for LCZ 696. Approximately 10% of 
patients discontinued during each of the two parts of the run-in phase.  About 6% discontinued for non-
fatal adverse events such as cough, hyperkalemia, renal dysfunction, hypotension, etc.  Other causes of 
discontinuation during the run-in—withdrawal of consent, protocol deviations, loss to follow-up and 
death—occurred in 0.5% of patients in each period.   
 
Efficacy discussion: Novartis stated that a significant p-value was achieved with a 20% reduction in CV 
death and HF hospitalization.  Statistical stopping guidelines for a compelling benefit had been 
prespecified.  At the third interim analysis the one-sided nominal p-value of < 0.001 in favor of LCZ696 
for both death from CV causes and the primary endpoint (CV death and HF hospitalization) were met. 
Subgroup analyses showed consistency.  
 
The sponsor was asked why the mean baseline heart rate was not less than 72 bpm if subjects were 
receiving adequate beta blockade. Novartis stated that the typical heart rate for heart failure patients is in 
the low 70s.  
 
A 2.7-mmHg difference was observed throughout the study on systolic blood pressure (SBP). Novartis 
stated that when they adjusted the primary endpoint analysis for time-varying systolic BP during the 
course of the study (using a Cox-regression model with treatment and region as fixed factors and SBP as 
time-dependent covariate), the treatment effect of LCZ696 was maintained. 
 
Results for secondary endpoints were discussed.  Twenty percent of the total alpha was given to the 
KCCQ, a 23-item questionnaire.  Close to 5-point reduction (worsening) in score was observed in the 
enalapril arm with a 3-point reduction in the LCZ696 arm.  Novartis thought the difference between 
groups, 1.3 to 1.8 points, was consistent with other trials and was clinically important.  
 
Results of the key exploratory endpoints were discussed.  Some improvement and less worsening in 
NYHA functional class were observed in the LCZ696 group.  There was a 16% reduction in all-cause 
mortality and a 25% reduction in recurrent hospitalization.  
 
Novartis asked if the label should describe LCZ696 as superior to the comparator. The Division stated 
that if LCZ696 were to be approved the results of the study would be described in Section 14 of labeling 
and would probably support a superiority claim.  However, the indication statement would not include 
language regarding superiority.   
 
Safety discussion: Adverse events were similar between LCZ696 and enalapril.  Fewer serious adverse 
events (SAEs) and discontinuations for adverse events (AEs) were reported in the LCZ696 group than in 
the enalapril group.  More cardiac SAEs were reported in the enalapril group.  However, hypotension and 
dizziness were reported more frequently with LCZ696.  Elevations of serum creatinine to specified levels 
(2.5 and 3.0 mg/dL) and discontinuation for renal impairment were more common in the enalapril group.   
 
A higher incidence of angioedema was reported with LCZ696, but no cases of airway compromise were 
reported.  Novartis stated that approximately 40% of angioedema cases were reported at month 1 and 
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most occUITed within the first year. Novaitis also stated that discontinuation for angioedema was 
infrequent and was less frequent than in the hype1tension studies; the Division requested that data from 
these trials be submitted. 

Novait is stated that there was no signal for cognitive impaiiment. Both nanow and broad SMQs for 
dementia were similar between LCZ696 and enalapiil. 

Questions posed during the meeting: 
1) Novait is considers that the overall benefit/risk ofLCZ696 is favorable for herut failure patients 

for the proposed indication. Does the Division agree? 

Discussion: The Division agreed. 

Novrut is asked if an AC is necessaiy and if there is no AC, is it possible to finish the review prior 
to 8 months. The Division stated that we believe an AC is unlikely at this point, but a final 
decision will be made when the application is filed. The Division is cautiously optimistic that an 
early action could be taken on the application. 

2) What is the Agency's view on the 
--~~~~~~~~~~~~~~~~~--

Discussion: The Division stated that data should be included in the application to suppo1t the 
claim. The sponsor should defend the clinical meaningfulness of the effect shown, perhaps by 
identifying a subset with a lru·ger effect. 

3a) Based on our review of the data Novait is is not proposing a REMS. Does the Agency agree? 

Discussion: The Division agreed that it is unlikely that a REMS will be needed. 

3b) Novrut is believes that the below cleru· labeling strategy is sufficient to address the risk of 
angioedema related to concomitant inhibition of neprilysin and ACE. Does the Agency agree? 

Proposed contraindication: 
(b)(4f 

Warnings & Precautions: To illclude Iisk of angioedema 

Discussion: The Division declined to give ad'{ice without specifics of cases for angioedema. The 
Division agreed with the idea of) <bH

4l 

4) Does FDA agree with the concept for the staiting dose recommendation? 

Discussion: The Division agreed. 

5) Does the FDA agree with the proposed plan for ? --~~~~~~~~~~~~~~~~-

(b)(4J 

Discussion: The Division stated that (b)(4J 
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.  The Division plans to consult the Division of Neurology 
Products. 
 
It was agreed that the Division would review and comment on a protocol amendment that 
includes the approach to . 
 

6) Can the Agency confirm that the content of the NDA is acceptable for review to support approval 
of the proposed indication? 
 
Discussion: The Division stated that both the content and technical aspects that have been 
discussed appear to be acceptable for the submission of an application.  

 
3.0 PREA PEDIATRIC STUDY PLAN 
 
The Food and Drug Administration Safety and Innovation Act of 2012 changes the timeline for 
submission of a PREA Pediatric Study Plan and includes a timeline for the implementation of these 
changes. You should review this law and assess if your application will be affected by these 
changes.  If you have any questions, please email the Pediatric Team at Pedsdrugs@fda.hhs.gov.     
 
4.0 PRESCRIBING INFORMATION 
 
Proposed prescribing information (PI) submitted with your application must conform to the content and 
format regulations found at 21 CFR 201.56 and 201.57.  
 
Summary of the Final Rule on the Requirements for Prescribing Information for Drug and Biological 
Products, labeling guidances, sample tool illustrating Highlights and Table of Contents, an educational 
module concerning prescription drug labeling, and fictitious prototypes of prescribing information are 
available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.h
tm.  We encourage you to review the information at this website and use it as you draft prescribing 
information for your application. 
 
5.0 DATA STANDARDS FOR STUDIES 
 
CDER strongly encourages IND sponsors to consider the implementation and use of data standards for 
the submission of applications for investigational new drugs and product registration.  Such 
implementation should occur as early as possible in the product development lifecycle, so that data 
standards are accounted for in the design, conduct, and analysis of clinical and nonclinical studies. CDER 
has produced a web page that provides specifications for sponsors regarding implementation and 
submission of clinical and nonclinical study data in a standardized format.  This web page will be updated 
regularly to reflect CDER's growing experience in order to meet the needs of its reviewers.  The web page 
may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSub
missions/ucm248635.htm  
 
6.0 ISSUES REQUIRING FURTHER DISCUSSION 
None 
 
7.0 ACTION ITEMS 
None 
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8.0 ATTACHMENTS AND HANDOUTS 
Power point presentations: LCZ696: PARADIGM-HF Top Line Results 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 104628
MEETING MINUTES

Novartis Pharmaceuticals Corporation
Attention: Masha Berkhin, PharmD
Senior GPRM, DRA
One Health Plaza
East Hanover, NJ 07936-1080

Dear Dr. Berkhin:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for LCZ696.

We also refer to the meeting between representatives of your firm and the FDA on June 25, 
2014.  The purpose of the meeting was to obtain concurrence on the proposed presentation and 
format for an electronic NDA submission.

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, please call Alexis Childers, SR. Regulatory Project Manager at (301) 
796-0442.

Sincerely,

{See appended electronic signature page}

Ellis Unger, M.D.
Director
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
  Meeting Minutes
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MEMORANDUM OF MEETING MINUTES

Meeting Type: B
Meeting Category: Pre-NDA

Meeting Date and Time: June 25, 2014 3:00-4:30 pm
Meeting Location: White Oak, Bldg 22, Rm 1311

Application Number: 104,628
Product Name: LCZ696 (sacubitril/valsartan)
Indication: Treatment of heart failure
Sponsor/Applicant Name: Novartis

Meeting Chair: Ellis Unger, M.D.
Meeting Recorder: Alexis Childers, RAC

FDA ATTENDEES
*Office of Drug Evaluation I
Ellis Unger Director
*Division of Cardiovascular and Renal Products
Norman Stockbridge, M.D., Ph.D. Director
Stephen M. Grant, M.D Deputy Director
Mary Ross Southworth, PharmD Deputy Director for Safety
Martin Rose, M.D. Clinical Team Leader
Melanie Blank, M.D. Clinical Reviewer
Tzu-Yun McDowell, Ph.D. Clinical Reviewer
William Link. Ph.D. Pharmacologist
Alexis Childers, RAC Sr. Regulatory Health Project Manager
Edward Fromm, R.Ph., RAC Chief, Regulatory Health Project Manager
*Office of New Drug Quality Assessment
Olen Stephens, Ph.D. Acting Branch Chief
Kasturi Srinivasachar, Ph.D. Chemist, Team Lead
Sherita McLamore-Hines, Ph.D. Chemist
Sandra Suarez, Ph.D. Biopharmaceutics reviewer
*Office of Clinical Pharmacology
Sreedharan Sabarinath, Ph.D. Clinical Pharmacology Reviewer
*Office of Biostatistics, Division of Biometrics I
Jialu Zhang, Ph.D. Statistician
*Office of Scientific Investigations
Sharon Gershon Pharm.D. OSI Reviewer, Pharmacologist
*Office of Surveillance and Epidemiology
Jie Li, Ph.D., MBBS Epidemiologist
Somya Dunn, MD Risk Management Analyst, DRISK
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EASTERN RESEARCH GROUP ATTENDEES
Patrick Zhou Independent Assessor

SPONSOR ATTENDEES
In person
Patrice Matchaba, M.D. Franchise Head Critical Care
Marty Lefkowitz, M.D. Therapeutic Area Head 
Victor Shi, M.D. Global Program Medical Director 
Fabian Chen, M.D. Clinical Indication Leader
Bob Hilkert, M.D. Medical Unit Head 
Dawn Bell, PharmD. Global Program Head 
Natalie Ezzet, Ph.D. Global Integrated Information Sciences (IIS) Franchise 

Head
Jim Gong, Ph.D. Associate Director Statistical Scientist (IIS)
Hendrik Streefkerk, M.D. Brand Safety Leader 
Thomas Langenickel, M.D. Director Translational Medicine
Heidi Schoenfeld, Ph.D. Senior Investigator – Pre Clinical Safety
Michael Motto, Ph.D. Technical Research and Development
Sheryl Leroy, Regulatory CMC Franchise Head
Caroline Boulton, Global Regulatory Franchise Head 
Trish Kay-Mugford, Global Regulatory Therapeutic Area Lead 
Masha Berkhin, Pharm.D. Senior Global Program Regulatory Manager
Mathieu Weitbruch,Pharm.D. Global Program Regulatory Director
Chin Koerner FDA Liaison

On phone
Rob Kowalski,PharmD. Global Head of Regulatory
Simon Walsh, Global IIS Franchise Head
Fedra Maria Limoncini, Regulatory CMC
Dominique Baranowski-Lahaye, Regulatory CMC

1.0 BACKGROUND

LCZ696 (sacubitril/valsartan) is being developed by Novartis for the treatment of heart failure. 
One component of LCZ696, sacubitril, is an angiotensin receptor neprilysin inhibitor (ARNI) 
and the other component is valsartan, an approved angiotensin II receptor blocker (ARB). 
Novartis was conducting a randomized, double-blind pivotal phase 3 outcome study, 
PARADIGM-HF, comparing the efficacy and safety of LCZ696 to enalapril in patients with 
heart failure and reduced ejection fraction (HFrEF). In March 2014, the Data Monitoring 
Committee for PARADIGM-HF recommended early closure of the trial because of compelling 
efficacy. 

Novartis plans to submit an NDA in December 2014 with a request for priority review. They 
requested the pre-NDA meeting to discuss form and content. A top- line discussion will occur 
around August.
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2.0 DISCUSSION

NOTE: Novartis provided responses/clarifications to the FDA preliminary comments 1a, 
b,c, 2a, b, 3, 4, 5, 6b, 8 and additional items 7, 8, 22 via email on 6/24/14. Their responses 
are included in the discussions below. 

Module 2 Questions

1. Content of the Summary of Clinical Efficacy

a) Does the FDA agree with the proposal to assess efficacy, and associated content and 
subgroup analyses planned for the submission, specifically within the Summary of
Clinical Efficacy (SCE; CTD Module 2.7.3)?

FDA response: You will be submitting the results of 3 clinical studies, one pivotal trial and 
two phase 2 studies, to support the efficacy and safety of LCZ696 in patients with HFrEF. 
You do not plan to pool efficacy data across the heart failure (HF) studies because 
PARADIGM-HF provides the primary mortality and morbidity data in support of the 
proposed indication in the largest number of HF subjects studied in a single trial and due to 
the different patient populations, comparators and endpoints evaluated across the three 
studies. You also do not plan to summarize the efficacy data from the completed 
hypertension studies in the Summary of Clinical Efficacy. You also plan to perform subgroup 
analyses for the primary endpoint and its components (cardiovascular death or heart failure 
hospitalization).

We agree with your overall plan. In addition, we would like for you to do the following 
additional subgroup analyses for PARADIGM: 

 weight tertiles because body weight might affect exposure, 
 3 groups of renal function (eg., 30-< 60 mL/min,  60- <90 mL/min and  ≥90 

mL/min) because the main route of excretion of AHU377 is renal,  
 subjects enrolled in the USA, 
 beta blocker use, 
 diuretic use, and 
 digoxin use. 

You state that there will be a subgroup analysis of subjects with NYHA class I and II but the 
trial only was to include class II and above. How many subjects with NYHA class I were 
enrolled in PARADIGM-HF?

Novartis Response:
We will perform the additional subgroup analyses as suggested. For the beta blocker, 
diuretic, and digoxin use we plan to provide a sub-group analysis showing efficacy for 
patients taking these drugs at baseline vs. patients not taking these drugs at baseline. 
Please note 93% of patients were on a beta blocker at study entry, is the analysis for 
this group still needed?
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A total of 429 (5.1%) patients were randomized with NYHA Class 1. Of these 429 
patients, only 33 patients entered the run-in period with NYHA Class 1 (protocol 
violation) while 396 patients entered the run-in period with NYHA Class > 2 and 
improved their clinical status to NYHA Class 1 at the time of randomization.

Meeting discussion: The Division stated they still want an analysis by use of beta blockers at 
time of randomization.  FDA suggested that the sponsor consider estimating equivalent doses 
for all concomitant beta blockers and analyzing and presenting the efficacy data by daily beta 
blocker dose in quartiles or quintiles.

b) Does the FDA agree to the proposed approach to satisfy the requirements for an 
Integrated Analysis of Efficacy?

FDA response:  It is not clear from your plan if you plan to submit an ISE. You should 
submit an integrated summary that describes why the totality of your efficacy data supports 
approval.  To the degree possible, your summary  of efficacy should include the components 
of an integrated summary of effectiveness (ISE) as per the  draft “Guidance for Industry 
Integrated Summary of Effectiveness” (tabular results of individual studies, descriptions of 
demographics across studies, efficacy results across studies and any analysis issues that you 
anticipate will be a focus of our review, for instance, ejection fraction and the decision to 
limit the population to subjects with EF ≤35% partway through PARADIGM-HF, 
subpopulation results, clinical information relevant to dosing, persistence of efficacy and/or 
development of tolerance and exploratory investigations).

Novartis Response:
The SCE will include the components of an ISE as suggested above.

Meeting discussion: No further discussion.

c) The primary efficacy data from PARADIGM-HF will be submitted to obtain the 
following indication; “TRADE NAME is indicated for the treatment of heart failure 
(NYHA II-IV). TRADE NAME is superior to enalapril in reducing the rate of 
cardiovascular death and heart failure hospitalizations. TRADE NAME was also shown 
to reduce all-cause mortality compared to enalapril.”    
The proposal is currently based on the content of the DMC letter, pending availability of 
the data.  Does FDA agree in principal with the proposed indication, including a 
statement regarding superiority relative to enalapril? 

FDA response: We cannot provide specific advice without some knowledge of the outcomes 
of PARADIGM-HF.  If the data support your claims, a suitable indication might read: 
TRADE NAME is indicated to reduce the rate of cardiovascular death and heart failure 
hospitalization in patients with reduced ejection fraction heart failure  (NYHA classes 
II-IV). Any description of the superiority of LCZ696 to enalapril is likely to appear in the 
Clinical Trials section as opposed to the indication statement.
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Novartis Response:
We would like to discuss further at the meeting.

Meeting discussion: Novartis expressed understanding that a final decision regarding the 
indication cannot be made until the reviews are complete, and provided the following for 
clarification:

 They plan to describe the patient population and ejection fraction (EF) in the clinical 
section. They stated that the inclusion criteria in the original protocol required an 
ejection fraction of <40% but >35% which was later amended to <35%. 
Approximately 1000 patients were enrolled prior to the amendment. Novartis asked 
whether the label could include information regarding patients with an EF between 
35% and 40%, because such patients may still show a benefit. FDA agreed that if a 
sizable portion of subjects were enrolled with an ejection fraction between 35% and 
40% and the results for the primary endpoint in that subgroup were generally 
consistent with the overall population, the labeled population would include patients 
with ejection fractions <40%.

 Regarding superiority, Novartis stated that PARADIGM-HF was specifically 
designed to show superiority, and they believe the data will bear this out. The 
Division stated that the results will need to be reviewed, and noted that if superiority 
is discussed in any section of the label, the drug can be marketed as such. Dr. 
Stockbridge stated that the indication statement is meant to explain who the drug is 
intended for and what the drug is intended to treat.  It is unlikely that superiority of 
LCZ696 over another drug will be included in the indication statement.



2. Content of the Summary of Clinical Safety

a) Does the FDA agree with the proposal to assess safety and associated content planned for 
the submission, specifically within the Summary of Clinical Safety (SCS; CTD Module 
2.7.4)?

FDA response: You plan to provide safety data and analyses from your heart failure and 
hypertension studies in the SCS. You do not plan to pool the data from the heart failure 
studies. You will pool the data from the hypertension studies. This overall plan is acceptable.  
Please ensure that all components of the ISS are included in the SCS including a thorough 
discussion of the preclinical safety issues.  We have the following additional requests:
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For AEs of special interest, please also submit time to event analyses. If these cannot be 
done because of limited data, please state so. For the renal impai1ment analysis, please also 
submit analyses for change in sernm creatinine from baseline. For the hyperkalemia 
analysis, please also submit analyses by baseline use of potassium sparing diuretics. 

We would like for you to address the potential for theoretical safety concerns such as 
neurological diseases (from amyloid accumulation) and cancer promotion. Please submit 
analysis for neurolo ical AEs of interest. You may want to collect more data on neurological 
impact <bH4I 

Novartis Response: 
The following will be provided from PARADIGM-HF (as requested): 

• Time to event analyses for the AEs of special interest (we understand this to be 
time to first event). 

• Renal impairment and hyperkalemia analyses as suggested. 

We also agree to discuss the potential for theoretical safety concerns such as 
neurological disease and cancer promotion in the NDA. We will submit an analysis for 
neurological AEs from PARADIGM-HF based on the broad SMQ Dementia. 
Furthermore, we will submit an analysis for cancer promotion based on the broad SMQ 
Malignancies. 

We would like to discuss your comment regarding further data collection on 
neurological impact at the meeting. 

Meeting discussion: No additional discussion. 

b) Does the FDA agree to the proposed approach to satisfy the requirements for an 
Integrated Analysis of Safety? 

FDA response: You plan to include an ISS in the SCS with an integrated analysis of safety 
data in the SCS appendix. We agree with this approach. The ISS should include a discussion 
of safety issues identified in the preclinical studies. 

Novartis Response: 
Agree. 

Meeting discussion: No additional discussion. 

c) Does the FDA agree that Novaiiis has sufficiently characterized the effect of LCZ696 on 
amyloid-P? 

FDA response: Plan to discuss this at our meeting. 
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Meeting discussion: Based on literature reviews that indicated there is increased amyloid-β 
with neprilysin in knock-out mice, Novartis conducted a study in monkeys where an increase 
was also seen. Novartis also conducted a 2-week trial in healthy volunteers where CSF Aβ 1-
40, 1-42, and 1-38 were measured. There were slightly greater increases in CSF Aβ 1-38 in 
the LCZ696 group compared to placebo but no significant difference in CSF Aβ 1-40, 1-42
between groups. Novatis asserted that this study provides evidence that LCZ696 does not 
result in clinically meaningful increases in CSF amyloid-β in human.. They will look at the 
AE’s from PARADIGM-HF for neurological events and  

. It was agreed that this will be discussed further 
when the top-line results are available to determine if the Division still has concerns.

Module 5 Questions
3. Overall Summary of Clinical Content Proposal

Does the FDA agree with the proposed clinical content of Module 5, including the plan for 
submission of case report forms, patient narratives, etc. as provided in Table 2-3? 

FDA response:  Yes. Please also submit CRFs for all subjects that discontinued drug in 
PARADIGM-HF. 

Novartis Response:
Agree.

Meeting discussion: No additional discussion.

4. Statistical Analysis, Datasets and Programs

Does the FDA agree with the proposed statistical content of the LCZ696 NDA, including the 
plan for submission of datasets and programs?

FDA response: Yes. In addition, we are also interested in some of the exploratory analyses 
that you performed, such as on recurrent events. Please submit the SAS code and details in 
your calculation.

Novartis Response:
We will provide as requested.

Meeting discussion: No additional discussion.

Description of Dosage Form/ Module 3 Questions

5. Description of Dosage Form

Does the FDA agree with the proposed description of LCZ696 and expression of the dosage 
strengths in the dossier and future label?
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FDA response: With regard to the LCZ696 expression in the NDA submission (dossier), 
your nomenclature is adequate to communicate the differences in the product strength. With
regard to future labelling, the general format of “TRADENAME with modifier (established 
name), dosage form” is acceptable, but the ultimate acceptability of the tradename and 
modifier will need to be approved by DMEPA.

Novartis Response:
We would like to discuss further at the meeting.

Meeting discussion: Novartis explained that valsartan in LCZ696 is 60% more bioavailable 
and they are concerned that medication errors will occur if individual pill strengths are listed. 
They think the format of “TRADENAME 200 mg (sacubitril/valsartan) tablets” would 
reduce errors. The Division stated this is still under discussion with DMEPA and will be 
discussed during review of the application. 

6. Content of Module 3

a) Does the FDA agree with the structure and content proposed for Module 3 of the NDA? 

FDA response: From a technical standpoint (not content related), the proposed format of 
Module 3 for the planned NDA is acceptable with the following changes described below in 
2b.

Meeting discussion: No additional discussion.

b)

FDA response: Based on all available data to date, we do not agree with your approach to 
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We are open to a CMC-only meeting to discuss any issues that have not been clarified. 

Novartis Response: 

(bf(4J 

(b)(4f 

As suggested by the FDA we will seek a separate CMC meeting on further CMC topics; 
however a few points of clarification would be helpful for us on Wednesday and we 
would like to discuss briefly. 

Meeting discussion: Novaiiis and the Division confinned that though the product does not 
(bf(4J 

Both pa1iies reaffomed that a (b)(4J 

Novaiiis recently became awai·e of an 
....-~~---o-~~~=--=---~-~-----..~~-~-~~~--and requested potential aid from the Agency. The Division asked that the sponsor 

submit a letter with their CMC-only meeting request so we can get the appropriate personnel 
involved. 
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c) Will the FDA accept updated stability data during the first 30 days after the submission 
of the complete original application and consider the additional data for the evaluation of 
the shelf-life? 

FDA response: Yes

Meeting discussion: No further discussion.

Module 4 Questions

7. Content of Module 4

Can the FDA confirm that the non-clinical safety development program is adequate to 
support the registration of LCZ696 for the treatment of heart failure and agree with the 
structure and content proposed for Module 4?

FDA response: Yes. The program was adequate, and we agree with the proposed Module 4 
format.

Meeting discussion: No additional discussion.

Regulatory/Other Questions

8. Adequacy of the Dossier for Review and Cross-Reference to Diovan NDA

a) Does the FDA agree that a cross-reference can be made to the previously submitted 
Diovan NDA in section 1.4.4 of the eCTD?

FDA response: Yes, you can cross reference information submitted to another application 
either in a cross reference document under module m1.4.4 (cross reference to other 
applications), or use cross application links.

1. To use the first option (placing a cross reference document in m1.4.4), a table formatted 

document can be submitted in section 1.4.4 of the eCTD, detailing previously submitted 

information (eCTD and/or non- eCTD) that is being referenced by the current application. 

The information in the document should include (1) the application number, (2) the date of 

submission (e.g., letter date), (3) the file name, (4) the page number (if necessary), (5) the 

eCTD sequence number, (6) the eCTD heading location (e.g., m3.2.p.4.1 Control of 

Excipients – Specifications), (7) the document leaf title and (8) the submission identification 

(e.g., submission serial number, volume number, electronic folder, file name, etc.,) of the 

referenced document along with a hypertext link to the location of the information, when 

possible.

2. To use the second option (cross application links), both applications would need to be in 

eCTD format and reside on the same server.  The applications need to include the appropriate 

prefix in the href links (e.g. nda, ind,).  Also, when cross application links are used, it's 
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strongly recommended that a cross reference document be placed in m1.4.4, in case any of 

the links don't work and in the leaf titles of the documents, it is recommended that the leaf 

title indicate the word “cross reference” and application number (e.g. Cross Ref to 

nda123456). The cross reference information in the leaf title allows the reviewer to know 

that the document resides in another application and the application number that is being 

referenced.

Prior to using cross application linking in an application, it is recommended that 
sponsor submit an "eCTD cross application links" sample, to ensure successful use of cross 
application links.

To submit an eCTD cross application links sample, sponsor would need to request two 

sample application numbers from the ESUB team - esub@fda.hhs.gov.  For more 

information on eCTD sample, please refer to the Sample Process web page which is located 

at 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/El

ectronicSubmissions/ucm174459.htm

Novartis Response:
We would like to discuss further at the meeting.

Meeting discussion: Novartis stated that the DIOVAN NDA is all paper. They clarified that 
they will be providing a general cross-reference to DIOVAN in case nonclinical needs 
information particular to DIOVAN.  They will be providing a complete application needed 
for review of LCZ696. 

b) Does the FDA agree that the proposed content of the NDA is appropriate and complete?

FDA response: From a technical standpoint (not content related), the proposed format for the 
planned NDA is acceptable.  However, please see additional comments below:

 The tabular listing in module 5.2 and synopsis of individual studies in m2.7.6 should 

be linked to the referenced studies in m5.

 It is acceptable and preferred to provide a single heading node (i.e. m3.2.P and 

m3.2.p.4 sections) with attribute of "ALL" and differentiating documents with clear 

and concise leaf titles that indicates the file’s true content.  In other words, provide a 

single 3.2.p section and use the leaf titles to differentiate between strengths, 

manufacturers and excipients, where applicable.

 Only submit eCTD sections with documents.  Sections that are not applicable should 

not be provided (e.g. 3.2.A – Not applicable). 

Until preliminary results are available, it is unclear if the content is acceptable. 
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Meeting discussion: No additional discussion.

9. PDUFA Review Clock
Will LCZ696 be reviewed under PDUFA 5 “The Program” or PDUFA 4?

FDA response: The currently available information is that sacubitril is a NME, so we believe 
that the application will be reviewed under the Program.

Meeting discussion: No additional discussion.

10. Exclusivity Determination

Will LCZ696 be considered a fixed-combination drug product for purposes of determining 
whether LCZ696 or its components will be eligible to receive 5-year new chemical entity 
exclusivity?

FDA response: Exclusivity determinations are made at the time of approval.  Regarding 
eligibility for 5-year NCE exclusivity for certain fixed combination drug products, please 
note that the guidance to which you refer, New Chemical Entity Exclusivity Determinations 
for Certain Fixed-Combination Drug Products, is in draft form.  The provisions of the 
guidance will be implemented only after the guidance is published in final. As described at 
21 CFR 314.50(j), an applicant should include in its NDA a description of the exclusivity to 
which the applicant believes it is entitled. FDA will consider the applicant’s assertions 
regarding exclusivity in the review of the application. Please also note that the NME 
determination for an application is distinct from and independent of the NCE determination 
and any related exclusivity determinations.

Meeting discussion: No additional discussion.

11. Advisory Committee

Pending availability of data and assuming a very clear positive benefit/risk, does the FDA 
consider that an Advisory Committee will be necessary for LCZ696?

FDA response:  We cannot answer this question at this time because of lack of information 
about the outcomes in PARADIGM-HF.

Meeting discussion: No additional discussion.

4.0 ADDITIONAL COMMENTS

NOTE: Sponsor responses and discussion during the meeting are noted only under 
pertinent items. All other items did not have any follow up. 

Biopharmaceutics Comments
We have the following comments regarding the biopharmaceutics information (not limited to) 
that should be provided in your NDA.
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1. Dissolution Method: Include the dissolution method report supporting the selection of the 
proposed testing conditions.   The report should include the following information:
a) The pH solubility profile;
b) Detailed description of the in dissolution method being proposed for the evaluation of 

your product (both components) and the developmental parameters (i.e., selection of the 
equipment/apparatus, in vitro dissolution/release media, agitation/rotation speed, pH, 
assay, sink conditions, etc.) used to select the proposed dissolution method as the optimal 
test for your product.  If a surfactant was used, include the data supporting the selection 
of the type and amount of surfactant. The testing conditions used for each test should be 
clearly specified.  If possible, the dissolution profile should be complete and cover at 
least 85% of drug release of the label amount or whenever a plateau (i.e., no increase 
over 3 consecutive time-points) is reached.  We recommend use of at least six samples 
per testing variable; 

c) Provide the complete dissolution profile data (individual, mean, SD, profiles) for your 
product.  The dissolution data should be reported as the amount of drug released with 
time;

d) Provide data to support the discriminating capability of the proposed dissolution method. 
In general, the testing conducted to demonstrate the discriminating ability of the selected 
dissolution method should compare the dissolution profiles of the drug product 
manufactured under target conditions vs. the drug products that are intentionally 
manufactured with meaningful variations (i.e., aberrant formulations and manufacturing 
conditions) for the most relevant manufacturing variables (e.g., drug substance particle 
size, drug substance solid state, and hardness). In addition, if available, submit data 
showing the capability of the selected dissolution method to reject batches that are not 
bioequivalent.

2. Dissolution Acceptance Criteria: For the selection of the dissolution acceptance criteria of  
each component of your  proposed product, the following points should be considered:
 The dissolution profile data from the pivotal clinical batches should be used for the 

setting of the dissolution acceptance criteria of your product (i.e., specification-
sampling time point and specification value).

 Specifications should be established based on average in vitro dissolution data for each 
lot under study, equivalent to USP Stage 2 testing (n=12). 

 The last time point should be the time point where at least 85% of drug has release. If 
the maximum amount release is less than 80%, the last time point should be the time 
when the plateau of the release profile has been reached.

 The dissolution acceptance criterion should be set in a way to ensure consistent 
performance from lot to lot and this criterion should not allow the release of any lots 
with dissolution profiles outside those that were tested clinically.

 Note that the discriminating ability is not only determined by the dissolution method 
settings but also by the selected specification-sampling time point and specification 
value.

We remind you that the final determination on the acceptability of the dissolution method is a 
review issue that can be determined during the IND or NDA. However, the acceptability of 
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the proposed dissolution criterion for your product will be made during the NDA review 
process based on the totality of the provided dissolution data.

3. Note that if you are not planning on doing dose proportionality studies to support the 
approval of the strengths not tested in pivotal clinical trials, a waiver request of the BA 
studies should be included in the NDA submission. The biowaiver will be granted if the 
following requirement are met:

 The proposed lower and higher strengths of your product have the same dosage form;
 The lower strengths are proportionally similar in its active and inactive ingredients to 

the higher strengths; 
 The lower  and highest strength products  have the same manufacturing process; and
 Dissolution profile comparisons between the higher and lower strengths in three 

different media meet the similarity requirements (e.g., F2 >50 for all the strengths).

4. It is not clear based on the data included in the meeting package whether any formulation 
and/or manufacturing changes were made from the Phase 3 clinical trial drug product. We 
remind you that bridging studies are needed to support changes formulation/ 
manufacturing/etc.) that may happen  throughout the product’s development.  Major changes 
should be supported with in vivo BE studies and minor changes with dissolution data (e.g., 
dissolution profile comparisons with similarity testing).

Clinical Comments
5. Please submit all versions of the protocol for the PARADIGM-HF and the date of any 

amendments. Please ensure that a Summary of Changes for each version is included.

6. Submit all versions of Statistical Analysis Plan (SAP) for PARADIGM-HF.  Please ensure 
that a Summary of Changes for each version is included.

7. Please submit all SAS codes and datasets used to create your analyses found in the main 
sections of your Summary of Clinical Efficacy, Summary of Clinical Safety, and 
PARADIGM-HF clinical study report.  If a SAS code contains a macro, please also include 
the macro code.

Novartis response: We understand that FDA agrees with Novartis proposal regarding 
provision of datasets and programs described in section 2.2 and Table 2.6 of the pre-
NDA Briefing Book (question 4).  According to this proposal, all raw and derived 
efficacy, safety, and PK  datasets (PK for Paradigm only)  with programming 
specifications as well as SAS programs for the primary and secondary efficacy analyses 
only will be provided for the individual HF studies (Paramount, Paradigm, and 
Titration). In addition, as requested, SAS programs for recurrent event analysis of the 
primary composite endpoint will also be included. 
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Meeting discussion: The Division confirmed that all SAS programs/datasets should be 
provided as stated in the question 7, in addition to the datasets and programs described in 
section 2.2 and Table 2.6 of the pre-NDA briefing book. Considering that the sponsor does 
not plan to pool heart failure studies in the Summary of Clinical Efficacy and Summary of 
Clinical Safety, the majority of requested programs/datasets should be included in the section 
2.2 of the pre-NDA Briefing Book.

8. Please submit a table detailing all of the tables and figures featured in the clinical efficacy 
and safety sections of the NDA.  The table should contain the following:

a. title of the table or figure in NDA
b. a hyperlink to the location of the table or figure with page number
c. a hyperlink to the SAS code used to create the table or figure, and
d. the names of the datasets used to create the table or figure.  For derived (analysis) 

datasets used to conduct your analyses, you should indicate the CRF pages and 
tabulation datasets from which the information was derived. 

Novartis response: We will provide this table.  However, as described in section 2.2 and 
Table 2.6 of Novartis pre-NDA Briefing Book (and above), all raw and derived efficacy, 
safety, and PK datasets (PK for Paradigm only)  with programming specifications as 
well as SAS programs for the primary and secondary efficacy analyses only will be 
provided for the HF studies. Datasets will be provided as SAS datasets in SAS transport 
format (SAS XPORT V.5). The metadata descriptions of the datasets (e.g., the content 
and structure) will be within the Data Derivation and Handling Methods Documents, 
data definition tables and associated annotated CRFs/eCRFs for each study. These will 
also be provided in PDF format, with the appropriate navigational links.

9. In the NDA (for example with the review aid), please submit an annotated version of these 
pre-NDA meeting minutes that include a hyperlink, when applicable, to the analysis and/or 
documents requested.

10. An adjudication dataset should be submitted that contains one line per event.  The columns in 
the dataset should include the study number, unique subject id, treatment arm, flag that 
indicates subject is included in the ITT analysis, flag that indicates the subject is included in 
the safety analysis, event type being adjudicated (i.e., death, hospitalization for heart failure, 
etc.), date of event, what triggered the event for adjudication (i.e., investigator, laboratory 
result, etc.), the investigator’s assessment of the event, each adjudicators' adjudication (in 
chronological order across the dataset) date of each adjudication, and final adjudication 
result.   

11. Please submit all adjudication packages exactly and completely as seen by the adjudicators, 
including all source documents and query results.  If adjudication packages were prepared 
but not sent to the CEC, please submit these also.  Please bookmark the electronic 
adjudication packages for ease of review.
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12. Your final clinical study report should include a comprehensive description of the algorithm 
used to identify potential endpoint events.  If your algorithm changed over time, you should 
also provide detailed information on its evolution, including when and why changes were 
made.  If changes were made to the algorithm, you should describe whether the algorithm 
was used for potential events that occurred prior to the changes to identify additional events 
for adjudication.

13. Please provide a dataset(s) for time to event (both safety and efficacy) censoring subjects 
without an event at the date of last known information about the event of interest (not vital 
status check at the end of the study).  Include whether censoring was determined by a patient 
visit or by telephone call.  This data set should allow one to analyze by ITT as well as on-
treatment.  The events should include all adjudicated events and any important composite 
endpoints.

14. Please submit a dataset that contains all subjects that were unblinded.  The dataset should 
include the unique subject ID, the treatment received, who requested unblinding, the date of 
unblinding, and the reason for unblinding. 

15. Please submit a dataset that contains all subjects with submitted CRFs, adjudication 
packages, and/or narratives.  The dataset should include the following variables:  unique 
subject id, flag for submitted adjudication package, flag for submitted CRF, and flag for 
submitted narrative. 

16. Please include a list of datasets that you assert are of high quality for review.  Explain how 
you assessed the quality of your datasets, and what you did to ensure your datasets are 
suitable for NDA review.

17. Please submit all informed consent document(s).  Please describe any country- or region-
specific variations.

18. Please note that CRFs include all clinical documents collected about the patient regardless of 
whether they are labeled “CRFs”, e.g., Medwatch forms, event fax coversheets, SAE or event 
worksheets, narrative worksheets, data queries, etc.

19. Please provide sample clinical trial kits, from both arms, identical to those used during 
PARADIGM-HF.  Ship them to Ms. Alexis Childers’ desk address in the same packaging 
that was used for shipping to investigative sites.

20. Please submit your site monitoring plan and all amendments for PARADIGM-HF.

21. Please submit a description of the responsibilities of each ARO or CRO used in 
PARADIGM-HF.

22. Please submit your data management plan for PARADIGM-HF, including all manual and 
programmatic checks.  Submit SAS codes that were used to create or clean up your analyses 
datasets.  All versions of your site monitoring plans and any amendments along with 
applicable dates should be submitted.  If changes to your site monitoring plans were not 
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documented contemporaneously by formal signed amendments, please explain the process 
for amending.

Novartis response: The Data Management Plan will outline the edit checks/reports that 
are used to clean data for the Paradigm-HF trial: Edit checks are validated checks in 
the OC RDC system and reports are validated reports run in Novartis JREVIEW 
system. Dataset programs to create the clinical study reports, tables, figures and listings 
are not used as data cleaning tool, however, any data issue identified when developing 
and running these programs are communicated to the data management team and 
appropriate action taken.

Meeting discussion: Novartis clarified that the SAS code that was used to create or clean up 
their analyses datasets are not available. The Division stated they would like a better 
understanding of the QC process and asked Novartis to provide examples of data validation 
reports in the application.

23. Please include all charters for committees involved in conducting PARADIGM-HF (e.g., 
DSMB, Steering Committee, etc.)

24. At the time of the NDA submission, please include meeting minutes of all groups with any 
responsibility for the management of the trial, e.g. Executive Committee, Clinical Endpoint 
Committee, Steering Committee, and DMC.  Please include agendas and copies of any 
presentations. For a meeting that was cancelled or where no minutes were taken, please 
include a place holder for that meeting noting such and signed by a member of the clinical 
team. Please also ensure that these packages come with a table of contents and are 
bookmarked by date.

25. Submit all newsletters and communications to investigational sites and national coordinators 
from the group(s) responsible for the conduct of your trials. Please bookmark the newsletters 
and communications by date.

26. Please submit, to the IND as soon as possible, an encrypted SAS dataset of the randomization 
list including the randomization number, treatment arm, and stratification factors (if any) for 
your Phase 3 trial.  Please include an unencrypted copy of a DEFINE.PDF file describing the 
randomization list variables.  A copy of the encryption key should be included with your 
NDA submission of the trial results.

27. Please submit MedDRA coding dictionaries for AEs of interest as SAS transport files.

28. Please provide a statement of Good Clinical Practice confirming that all clinical studies were 
conducted under the supervision of an Institutional Review Board and with adequate 
informed consent procedures. If you were granted an IRB Waiver during this trial because a 
specific site operated under a Central Ethics Committee (CEC) and/or Local Ethics 
Committees (EC) which we agreed maintain the same oversight responsibilities as IRBs, 
please reference the waiver and include the date.
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29. In your NDA submission, please include a rationale for assessing the applicability of the 
foreign data collected from your registration trial to U.S. population/practice of medicine.

30. Attached as an appendix to these preliminary responses is an information request 
provided by the Office of Scientific Investigations. This document includes data 
requests that are to be addressed in your initial submission. 

Meeting discussion: Novartis stated they will provide items I and II of the OSI request, but 
prefer not to submit item III (site level dataset) because it is not mandatory and would require 
a lot of work. The Division confirmed it is not mandatory but emphasized the tool is 
extremely helpful to the Division especially if the review is priority. Without the tool, 
selection of site inspections may be delayed.

31. Liver Data: Separate from the primary efficacy and safety datasets, additional datasets will 
need to be provided according to the specifications provided in an email to Masha Berkhin 
on June 19, 2014. Please provide these in the original submission.

a. Please be aware that we wish to use eDISH to assess the likelihood that your new 
compound causes liver toxicity and identifying potential "Hy's Law" cases of 
elevated ALT or AST >3xULN and TBL >2xULN (or more in Gilbert syndrome) 
is just the first step. The next two steps are: 1) looking at all the liver test data for 
patients of interest over the time of observation, to appreciate the time-related 
elevations and which of the tests rises first, and then 2) evaluating the narrative 
data gathered to adjudicate the probable cause of the abnormal findings. This may 
require additional questions, tests, examinations to search for the cause, and only 
after ruling out other causes can a presumptive diagnosis of probable drug- related 
liver injury (DILI) be made. Liver biopsy is not definitive, and there is no single 
test or finding that proves DILI. For the adjudication to be successful, your 
investigators must search actively for the cause of all cases of elevated ALT or 
AST >3xULN and TBL >2xULN.  Finding a probable, very likely, or definite 
cause of the liver injury other than the drug is very important. The eDISH 
program includes the capability to create time-course graphs for each subject, and 
to read the narrative summaries. We will want to review the data independently. 
Estimation of the likelihood that the liver injury was caused by the drug being 
studied is frequently difficult and requires information to rule out or rule in other 
possible causes.

Therefore, we recommend that the narratives be written by physicians or other medical 
personnel skilled in medical differential diagnosis. Pertinent negative findings should be 
included in any narrative. The data that needs to be gathered by the investigator are those that 
can establish or rule out other causes, such as acute viral hepatitis A or B (less often C or E), 
biliary disease such as stones or tumors, cardiac failure or shock, acute alcoholic or 
autoimmune hepatitis. 

Clinical Pharmacology
32. Please submit a completed Clinical Pharmacology Review Aid document.
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33. Please include Child-Pugh classification for hepatic impairment in the study report for Study 
LCZ696B2203.

34. You should justify the selection of candidate drugs for the in vivo drug-drug interaction 
(DDI) studies performed and explain the DDI liability of LCZ696 based on the in vivo as 
well as in vitro studies. 

35. Please provide a table with list of clinical studies and the identification of formulation of 
LCZ696 used. The table should identify studies that used final marketing image formulation 
(FMI), and provide information on bridging if the formulations used were different from 
FMI. 

36. It appears that that the food effects study for LCZ696 was conducted using a 400 mg strength 
tablet formulation. This 400 mg tablet formulation was not used in the Phase 3 study and you 
are not planning to seek approval for it. Therefore, you should explain whether the results 
from the food effect study can be extrapolated to the FMI strengths. 

37. Please use the enclosed “Clinical Pharmacology Summary Aid” for preparing the NDA 
package.

Additional request during the meeting:
 Provide dates of database lock
 Please propose a way to analyze the primary efficacy endpoint by change in systolic BP 

that occurred during the treatment protocol to help us understand if there is an effect of 
LCZ696 beyond what can be explained by blood pressure reduction alone.

3.0 OTHER IMPORTANT INFORMATION

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

 The content of a complete application was discussed. See above comments.
 A preliminary discussion regarding REMS is postponed until the data driven discussion 

occurs in Q3.
 All applications are expected to include a comprehensive and readily located list of all 

clinical sites and manufacturing facilities included or referenced in the application.
 Major components of the application are expected to be submitted with the original 

application and are not subject to agreement for late submission. You stated you intend 
to submit a complete application and therefore, there are no agreements for late 
submission of application components.

PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
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product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of 
Phase (EOP2) meeting.  The PSP must contain an outline of the pediatric study or studies that 
you plan to conduct (including, to the extent practicable study objectives and design, age groups, 
relevant endpoints, and statistical approach); any request for a deferral, partial waiver, or waiver, 
if applicable, along with any supporting documentation, and any previously negotiated pediatric 
plans with other regulatory authorities. The PSP should be submitted in PDF and Word format. 

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Pediatric and Maternal Health Staff at 301-
796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product development, 
please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.  

PRESCRIBING INFORMATION

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop 
your proposed PI, we encourage you to review the labeling review resources on the PLR 
Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidance’s. 

ABUSE POTENTIAL ASSESSMENT

Drugs that affect the central nervous system, are chemically or pharmacologically similar to 
other drugs with known abuse potential, or produce psychoactive effects such as mood or 
cognitive changes (e.g., euphoria, hallucinations) need to be evaluated for their abuse potential 
and a proposal for scheduling will be required at the time of the NDA submission 
[21 CFR 314.50(d)(5)(vii)].  For information on the abuse potential evaluation and information 
required at the time of your NDA submission, see the draft guidance for industry, “Guidance for 
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Industiy Assessment of Abuse Potential of Dmgs", available at: 
http://www.fda.gov/downloads/Dmgs/GuidanceComplianceRegulato1ylnfonnation/Guidances/lJ 
CMl 98650.pdf. 

MANUFACTURING FACILITIES 

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Fonn FDA 356h, or an attachment to the fo1m, all manufacturing facilities 
associated with your application. Include the full corporate name of the facility and address 
where the manufacturing function is perfo1med, with the FEI number, and specific 
manufacturing responsibilities for each facility. 

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address. Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable) . Each 
facility should be ready for GMP inspection at the time of submission. 

Consider using a table similar to the one below as an attachment to Fo1m FDA 356h. Indicate 
under Establishment Info1mation on page 1 ofF01m FDA 356h that the info1mation is provided 
in the attachment titled, "Product name, NDAIBLA 012345, Establishment Infonnation for Fonn 
356h." 

Federal 
Dmg 

Establishment 
Indicator 

Master Manufacturing Step( s) 

Site Name Site Address (FEI) or 
File or Type of Tes ting 

Registi·ation 
Number [Establishment 

Number 
(if function] 

(CFN) 
applicable) 

1. 
2. 

Conesponding names and titles of onsite contact: 

Onsite Contact 
Phone and 

Site Name Site Address 
(Person, Title) 

Fax Email address 
number 

1. 
2. 

4.0 ISSUES REQUIRING FURTHER DISCUSSION 
None 

5.0 ACTION ITEMS 
None 
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6.0 ATTACHMENTS AND HANDOUTS
None
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207620
LATE-CYCLE MEETING MINUTES

Novartis Pharmaceuticals Corp.
Attention: Masha Berkhin, PharmD
Global Program Regulatory Director
One Health Plaza
Building 100
East Hanover, NJ 07936

Dear Dr. Berkhin:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(1) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for LCZ696 (sacubitril/valsartan) Tablets.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on June 3, 2015.     

A copy of the official minutes of the LCM is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, please call Alexis Childers, Sr. Regulatory Project Manager, at 
(301) 796-0442.

Sincerely,

{See appended electronic signature page}

Aliza Thompson, M.D.
Cross Discipline Team Leader
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
  Late Cycle Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF LATE-CYCLE MEETING MINUTES

Meeting Date and Time: June 3, 2015, 6:00-7:00 pm
Meeting Location: Teleconference

Application Number: 207620
Product Name: LCZ696 (sacubitril/valsartan) Tablets
Indication: Treatment of Heart Failure
Applicant Name: Novartis

Meeting Chair: Aliza Thompson, MD
Meeting Recorder: Alexis Childers, RAC

FDA ATTENDEES
*Office of Drug Evaluation I
Ellis F. Unger, M.D. Director

*Division of Cardiovascular and Renal Products
Norman Stockbridge, M.D., Ph.D. Director
Aliza Thompson, M.D. Cross Discipline Team Leader
Mary Ross Southworth, Pharm.D. Deputy Director for Safety
Tzu-Yun McDowell, Ph.D. Clinical Reviewer
Kim Smith, M.D., M.S. Clinical Reviewer
Alexis Childers, RAC Sr. Regulatory Health Project Manager
Edward Fromm, R.Ph., RAC Chief, Regulatory Health Project Manager

*Office of Pharmaceutical Quality
Wendy Wilson, Ph.D. Chemistry Lead

*Office of Surveillance and Epidemiology
Thao Tran, Pharm.D., BCPS Safety Evaluator

EASTERN RESEARCH GROUP ATTENDEES
Marc Goldstein Independent Assessor

APPLICANT ATTENDEES
Patrice Matchaba, M.D. Franchise Head - CVM
Marty Lefkowitz, M.D. Therapeutic Area Head
Robert Hilkert, M.D. Medical Unit Head
Victor Shi, M.D. Global Program Medical Director
Guenther Mueller-Velten, Ph.D. Senior Global Group Head – Biostatistics
Denise Leclair, M.D. Therapeutic Area Safety Lead

Reference ID: 3783396



NDA207620 
Late-Cycle Meeting Minutes 

Hendrik Streefkerk, M.D. 
Thomas Langenickel, M.D. 
Dawn Bell, Phann.D. 
Rob Kowalski, PhannD. 
Paula Rinaldi 
Caroline Boulton 
Patricia Kay-Mugford 
Masha Berkhin, Phann.D. 
Diane Zezza, Ph.D. 
Fedra Maria Limoncini 
Albina Taigounov 
Michael Motto 

BACKGROUND 

Brand Safety Leader 
Director Translational Medicine 
Senior Global Program head - CVM 
Global Head of Regulato1y 
US Head of Regulato1y Affairs 
Global Regulato1y Franchise Head 
Global Regulato1y Therapeutic Area Lead 
Global Program Regulato1y Director 
Global Head Regulato1y CMC 
Franchise Head Regulato1y CMC 
Associate Director Regulato1y CMC 
Project Leader Technical Development 

NDA 207620 was submitted on December 17, 2014 for LCZ696 (sacubitril/valsartan) 
Tablets for the treatment of heaii failure (NYHA class II-IV) (bl\-41 

·--~----
. The PDUF A goal date is August 17, 2015. On May 26, 2015, FDA issued a 

background package in prepai·ation for the Late-Cycle Meeting with Novartis. In the 
background package, FDA indicated that no substantive review issues had been identified to 
date. Only the items listed below, which were included in the background package, were 
discussed during the meeting. 

INFORMATION REQUESTS 

The following Product Quality info1mation requests were sent on May 15, 2015: 

1. Section 3.2.P.8.1 Stability Summa1y of the submission includes a description of a 
protocol deviation due to "inconsistency in dissolution data." We cannot dete1mine an 
appropriate dmg product expiration date without assurance of the validity of the 
supporting registration stability data. Provide additional results for all diug product 
stability tests for the cunent stability samples stored in HDPE bottles and <bH

4r blister 
under long-tenn conditions for all di11g product registration stability batches utilizing the 
commercial di11 product stability testin site listed in the NDA submission - <bH

4
> 

Include as paii of the results, the new time point 
tested. 

2. Based on the provided data, we recommend that you revise the dissolution acceptance 
criterion to Q = ~~%at ::~ minutes instead of the proposed Q = ~% at[lli minutes for 
sacubitril and valsaitan. 

Discussion during the meeting: Dr. Wilson indicated that Nova1tis' response has been 
received and is being reviewed. CmTently, OPQ is not in agreement with QJ::~% at m min. 
OPQ is recommending Q={ill% at ::J min. Novaitis indicated that they would discuss the 
request internally. Dr. Wilson volunteered a sepai·ate teleconference if needed. 

Page2 
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Novartis asked for further comment on the need for stability testing. Dr. Wilson indicated 
that Novartis should continue to prepare samples. If further testing is not needed, Novartis 
will be informed.

POSTMARKETING REQUIREMENTS/POSTMARKETING COMMITMENTS  

We are currently reviewing your May 6, 2015 submission containing a proposed post-
marketing study to assess the incidence of serious angioedema in black patients with heart 
failure exposed to LCZ696 in the United States.  We do not have additional comments at this 
time; however, you should begin to think about timelines for:

 Final Protocol Submission
 Study/Trial Completion
 Final Report Submission

Discussion during the meeting: Novartis asked whether the Division believed any other
PMRs or PMCs would be necessary. The Division indicated that none were being considered 
at this time.

MAJOR LABELING ISSUES 

Comments from the Statistical Reviewer:
Statements similar to those found in the Vytorin (ezetimibe and simvastatin) label should be 
added to the proposed label. 

 The Vytorin label has a Limitations of Use statement in Section 1 (Indications and 
Usage) that includes the following language: "No incremental benefit of Vytorin on 
cardiovascular morbidity and mortality over and above that demonstrated for 
simvastatin has been established…”

 In the Clinical Studies (Section 14) description of the SHARP trial, it states "The 
study design precluded drawing conclusions regarding the independent contribution 
of either ezetimibe or simvastatin to the observed effect."

 In the Clinical Studies (Section 14) description of the "Primary Hyperlipidemia" 
indication, it describes the trials of the components. The label for LCZ696 should 
similarly describe the Val-HeFT trial. 

Discussion during the meeting: From Dr. Lawrence’s point of view, the major issue is how 
to interpret the trial. He stated that, in general, with a combination product, there needs to be 
evidence that both components contribute to the effect. This was not shown in PARADIGM-
HF. Dr. Lawrence believes that valsartan did not add anything to the treatment effect. At 
best, valsartan is equivalent to enalapril and not superior since valsartan was never compared 
to enalapril. He suggested that the Val-HeFT trial be mentioned in the label and that 
statements similar to those found in the Vytorin label be included.

In response to Dr. Lawrence’s feedback, Novartis made the following comments:

 LCZ696 has a mortality benefit. In contrast, Vytorin does not have a mortality claim. 
Novartis does not believe that the Vytorin label is an appropriate precedent for the 
LCZ696 label.
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 Enalapril, the active comparator in PARADIGM-HF, is the standard of care and has a 
mortality claim. LCZ696 was superior to enalapril in PARADIGM-HF and the label 
should convey this.

 There are important differences between Val-HeFT and PARADIGM-HF. Val-HeFT 
tested add-on therapy to an ACE inhibitor and showed a reduction in hospitalizations 
and no mortality benefit. PARADIGM-HF compared LCZ696 with an ACE inhibitor 
and showed both a hospitalization and mortality benefit. Novartis does not believe 
including information from Val-HeFT would be helpful to prescribers. 

Labeling claims: 
The Division provided comments on the applicant’s proposed labeling on May 20, 2015. The 
applicant responded via email on May 29, 2015 with a revised label and companion rationale 
document (these documents were also submitted to the NDA on June 4, 2015).  The applicant 
requested discussion during the Late-Cycle meeting of the following claims they are seeking 
to include in Section 14 of the label:  

1.

2.
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3.
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Dr. Thompson stated that the Agency will review the additional data Novartis has provided 
in greater detail and will continue to discuss these issues internally.

OTHER

Proprietary Name Review: The name Entresto, with a fixed-dose combination strength 
expression, is currently under review. 

Container Label and Carton Labeling Review: The revised container labels and carton 
labeling submitted on May 15, 2015 are currently under review. 

Discussion during the meeting: The Agency reiterated that the Proprietary Name Review 
and Container Label and Carton Labeling Reviews are ongoing and that the reviewers are 
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aware of the targeted action date. Novartis asked if any other GCP or GMP inspections are 
expected. The Agency stated that no other inspections are planned and that current 
inspections are being closed out.

Novartis asked for additional information on the targeted action date for the application. Dr. 
Thompson indicated that the Agency was targeting July 1 or 2, 2015.

Novartis asked when they could expect additional feedback on the label. The Agency 
indicated that it would try to return the label within a week of the meeting but noted that 
there were rate-limiting factors (i.e., that Dr. Stockbridge and Unger would be out of the 
country attending meetings).

Novartis asked if they should expect other information requests since primary reviews are 
complete. The Agency indicated that Novartis would receive a response to their PMR 
proposal. The Agency also noted that the application had not been fully reviewed by others 
(e.g., the signatory authority) and hence, there may be additional information requests. 

Note: This application has not yet been fully reviewed by the signatory authority, division 
director, and Cross-Discipline Team Leader and therefore, this meeting did not address the 
final regulatory decision for the application.  
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