
From:  Oliver Smith <oliver.smith@simigen.com> 

To: Attorney 

Re: Proposed lawsuit for infringement of patent 

 

PRIORITY CONFIDENTIAL EMAIL 
Dear Attorney,  

 

I write further to our previous correspondence confirming your engagement for legal action in relation to 
infringement of our patent. The relevant factual background is provided below. 

 
Our company, Simigen Pvt. Ltd. is a reputed pharmaceutical company having its registered office and 

carrying on business in the Combined States of Asia (hereinafter ‘CSA’) and is engaged in the development 

and manufacture of life saving drugs at affordable prices to consumers.  
 

We have been carrying on business through our registered office in New City since 1995 and also have 
corporate offices in four states of CSA viz. Hypercity, Chexpress, Begalor and Mumpav. Our company 

records as available on the official website of the Ministry of Corporate Affairs are enclosed as Annexure 
– A.  

 

Simigen is one of the leading innovators in the biotech space and we have an extensive portfolio of biotech 
drugs based on indigenous innovation and acquisitions. Our main research focus is in the field of diabetes 

and we have obtained several patents covering our innovations. 
 

Simigen is the owner of the Patent No. CSA777555 (hereinafter the ‘555 Patent’) which has corresponding 

patents in several countries, including the United States of America, for acidic insulin preparations having 
improved stability. A copy of the 555 Patent is enclosed as Annexure – B.  

 
We have been marketing the aforesaid product under the trademark ‘Acilin pH’ in Europe since 2004, which 

is when we received European approval.  
 

We commenced import and sale of Acilin pH in CSA in May 2004, upon receiving approval from the CSA 

Drug Regulatory Authorities. We also have exclusivity for our product in view of the Biologics Price 
Competition and Innovation Act, 2009 (hereinafter the ‘BPCI Act’). The act is enclosed as Annexure – C. 

 
Gencon GmbH is a European company, with a pharmaceutical patent portfolio which includes several 

biopharmaceutical products. Please find enclosed the records and relevant details of this company as 

Annexure – D.  
 

In early 2015, Gencon claimed to have developed insulin glargine which has a similar therapeutic profile to 
that of Acilin pH as well as heat stability properties which enabled it to be stored without refrigeration. 

They also claimed to have applied for patents in relation thereto in the European Patent office and several 

other countries. Gencon claims that its patent application is presently pending in CSA. 
 

Gencon operates through its wholly owned subsidiary in CSA viz. Gencon CSA Pvt. Ltd. (hereinafter ‘GCPL’), 
which has its registered office in Hypercity. Details pertaining to GCPL are provided in Annexure E.  

 
In May, 2016 GCPL applied for marketing approval in CSA under the BPCI Act in order to employ the 

expedited pathway for approval of biosimilars provided therein. As per BPCI Act, GCPL and Simigen were 

to engage in a multi-stage exchange of information which includes the biosimilar application and 
manufacturing information. 

 
Accordingly, GCPL shared with Simigen’s in-house counsel, some of their confidential information for the 

manufacturing process and composition of insulin glargine. Even this much information confirms that GCPL 



will infringe the ‘555 Patent. We immediately responded to GCPL and stated that on the basis of the 

information provided by GCPL, their proposed product would infringe the ’555 Patent. GCPL, despite 
agreeing that the ‘555 Patent is relevant for the present dispute, broke down the ten-day long negotiations, 

stating that they have been advised by their counsel that such exchange of information is not mandatory. 
We strongly object to this, as they are refusing to ‘dance’ as per the provisions of the BPCI Act. 

 

We were taken by surprise when GCPL announced its intention to launch their insulin glargine, Innoglar, 
across CSA by August 28, 2016. A recent news report pertaining to this is enclosed as Annexure – F.  

 
You will note from these reports that GCPL officials repeatedly refer to their proposed product as an Acilin 

pH biosimilar and propose to launch Innoglar at less than half the cost of Acilin pH. We are naturally very 
concerned that the launch of Innoglar will have a detrimental impact on the sales of Acilin pH. We have 

obtained a sample product packaging for Innoglar which is enclosed as Annexure – G. 

 
GCPL claims that Innoglar will have a suitable shelf life for the hot CSA weather. We issued a letter to GCPL 

informing them that Innoglar infringes our ‘555 Patent. In its reply however GCPL denied the validity of our 
‘555 Patent on the grounds of lack of inventive step and novelty and non-patentability under section 3 of 

the CSA Patents Act. 

 
GCPL also claims to have filed a patent for a temperature resistant form of insulin glargine. However we 

do not have a copy of this patent application since it does not seem to have been published. No information 
related to any such patent was shared with us during the “patent dance” with GCPL.  

 
Since Innoglar has not yet been launched in the market, we have been unable to conduct any tests to 

confirm whether it infringes any of the claims of the ‘555 Patent. However we are certain that any product 

which provides a stable insulin glargine, like Innoglar, will infringe the ‘555 Patent.  
 

We therefore wish to file a law suit to restrain Gencon and GCPL from infringing the ‘555 Patent and 
commercially launching the infringing product Innoglar in the market. However the core issue which is of 

primary importance to us is that GCPL is obligated to provide us all relevant information during the “patent 

dance” process and is denying the same. You will appreciate that this information is crucial for us and we 
strongly want to obtain a court order holding that the exchange of information under the BPCI Act is 

mandatory and directing Gencon to furnish us with the same. 
 

I will be signing the documents for this suit and have been designated the Constituted Attorney for the 

suit.   
 

Kindly take urgent action in the matter. Please note that we will require the plaint and supporting 
applications, if any, latest by July 21, 2016. 

 
Best regards 

 

 
Oliver Smith 
Asst. Vice President 
Legal Operations 

Simigen Pvt. Ltd.  

 
 

 



Annexure - A 

Company Master Data 

CIN U986754MH2078643PTC145673 

Company / LLP Name Simigen Pvt. Limited 

ROC Code RoC- New City  

Registration Number 163599 

Company Category Company limited by Shares 

Company SubCategory Non-Govt. company 

Class of Company  Private 

Authorised Capital(Rs) 100000.0 

Paid up Capital(Rs) 100000.0 

Number of Members(Applicable in case of company 
without Share Capital) 0 

Date of Incorporation 28/02/1995 

Registered Address 
WZ-45A, KRISHNA PURI, OPP. POCKET A,VIKAS PURI ,NEW 
CITY-110018 

Email Id pkmittal@gmail.com 

Whether Listed or not Unlisted 

Date of last AGM 30/09/2000 

Date of Balance Sheet 30/09/2000 

Company Status(for efiling) Under process of striking off 

     Charges 

Assets under charge Charge Amount Date of Creation Date of Modification Status 

No Charges Exists for Company/LLP 

     Directors/Signatory Details 

DIN/PAN Name Begin date End date 

00456832 Mr. P.K. Mittal 28/02/1995 - 

00456833 Mr. Sachin Singh 28/02/1995 - 

 

mailto:pkmittal@gmail.com


Annexure - B 

GOVERNMENT OF COMBINED STATES OF ASIA 

PATENT OFFICE 

MINISTRY OF COMMERCE AND INDUSTRY  

DEPARTMENT OF INDUSTRIAL POLICY AND PROMOTION  

 

ACIDIC INSULIN PREPARATIONS HAVING IMPROVED STABILITY 

 

Inventors :  Anita Brown-Klien, Frankfurt (DE); Norbert Lill, Kronberg 

(DE) 

Assignee : Simigen Pvt. Ltd. 

Notice : Subject to any disclaimer, the term of this patent is extended or 

adjusted as provided for in the Patent Act. 

Appl. No. :  CSA/1012/2004 

Filed/ Priority Date :  January 4, 2004 

Publication Date :  February 14, 2004 

Date of Grant :  January 1, 2007  

Patent Family    : CSA/210063/1998; CSA/210078/1998; CSA/211012/1998;  

CSA/210075/1999; CSA/210099/1999 

 

ABSTRACT 

The invention relates to a pharmaceutical formulation comprising a polypeptide selected from 

the group consisting of insulin, an insulin metabolite, an insulin analog, an insulin derivative 

and combinations thereof; a surfactant or combinations of two or more surfactants; optionally 

a preservative or combinations of two or more preservatives; and optionally an isotonicizing 

agent, buffers or further excipients or combinations thereof, the pharmaceutical formulation 

having a pH in the acidic range.  
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ACIDIC INSULIN PREPARATIONS HAVING IMPROVED STABILITY 

 

SUMMARY OF THE INVENTION 

 

The invention relates to a pharmaceutical formulation comprising a polypeptide selected from 

the group consisting of insulin, an insulin metabolite, an insulin analog, an insulin derivative 

or combinations thereof; a surfactant or combinations of two or more surfactants; optionally a 

preservative or combinations of two or more preservatives; and optionally an isotonicizing 

agent, buffers or further excipients or combinations thereof, the pharmaceutical formulation 

having a pH in the acidic range. These formulations can be employed for the treatment of 

diabetes, and are particularly suitable for preparations in which a high stability to thermal 

and/or physicomechanical stress is necessary. The invention likewise relates to parenteral 

preparations which contain such formulations and can be used in diabetes and to methods for 

producing the preparations and for improving the stability of insulin preparations. 
 

BACKGROUND OF THE INVENTION 

Worldwide, approximately 120 million people suffer from diabetes mellitus. Among these, 

approximately 12 million are type I diabetics, for whom the substitution of the lacking 

endocrine insulin secretion is the only currently possible therapy. The affected persons are 

dependent lifelong on insulin injections, as a rule a number of times daily. In contrast to type 

I diabetes, there is not basically a deficiency of insulin in type II diabetes, but in a large 

number of cases, especially in the advanced stage, treatment with insulin, optionally in 

combination with an oral antidiabetic, is regarded as the most favorable form of therapy. 

In the healthy person, the release of insulin by the pancreas is strictly coupled to the 

concentration of blood glucose. Elevated blood glucose levels, such as occur after meals, are 

rapidly compensated by a corresponding increase in insulin secretion. In the fasting state, the 

plasma insulin level falls to a basal value which is adequate to guarantee a continuous supply 

of insulin-sensitive organs and tissue with glucose and to keep hepatic glucose production 

low at night. The replacement of endogenous insulin secretion by exogenous, mostly 

subcutaneous administration of insulin, as a rule does not approximate the quality of the 

physiological regulation of the blood glucose described above. Often, deviations of blood 

glucose upward or downward occur, which in their severest forms can be life-threatening. In 

addition, however, blood glucose levels which are increased for years without initial 

symptoms are a considerable health risk. The large-scale DCCT study in the USA (The 

Diabetes Control and Complications Trial Research Group (1993) N. Engl. J. Med. 329, 977-

986) demonstrated clearly that chronically elevated blood glucose levels are essentially 

responsible for the development of diabetic late damage. Diabetic late damage is 

microvascular and macrovascular damage which is manifested, ander certain circumstances, 

as retinopathy, nephropathy or neuropathy and leads to loss of sight, kidney failure and the 

loss of extremities and is moreover accompanied by an increased risk of cardiovascular 

diseases. In view of this, an improved therapy of diabetes should be aimed at keeping the 

blood glucose as closely as possible in the physiological range. According to the concept of 

intensified insulin therapy, this should be achieved by repeated daily injections of rapid- and 

slow-acting insulin preparations. Rapid-acting formulations are given at meals in order to 

level out the postprandial increase in the blood glucose. Slow-acting basal insulins should 

ensure the basic supply with insulin, in particular during the night, without leading to 

hypoglycemia. 
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Insulin is a polypeptide of 51 amino acids, which are divided into 2 amino acid chains: the A 

chain having 21 amino acids and the B chain having 30 amino acids. The chains are 

connected to one another by means of 2 disulfide bridges. Insulin preparations have been 

employed for diabetes therapy for many years. Not only are naturally occurring insulins used, 

but recently also insulin derivatives and analogs. 

Insulin analogs are analogs of naturally occurring insulins, namely human insulin or animal 

insulins, which differ by substitution of at least one naturally occurring amino acid residue 

with other amino acids and/or addition/removal of at least one amino acid residue from the 

corresponding, otherwise identical, naturally occurring insulin. The amino acids can in this 

case also be those which do not occur naturally. 

Insulin derivatives are derivatives of naturally occurring insulin or an insulin analog which 

are obtained by chemical modification. This chemical modification can consist, for example, 

of the addition of one or more specific chemical groups to one or more amino acids. As a 

rule, insulin derivatives and insulin analogs have a somewhat modified action compared with 

human insulin. 

Insulin analogs having an accelerated onset of action are described in EP 0 214 826, EP 0 375 

437 and EP 0 678 522. EP 0 124 826 relates, inter alia, to substitutions of B27 and B28. EP 0 

678 522 describes insulin analogs which in position B29 have various amino acids, preferably 

proline, but not glutamic acid. EP 0 375 437 includes insulin analogs with lysine or arginine 

in B28, which can optionally be additionally modified in B3 and/or A21. 

In EP 0 419 504, insulin analogs are disclosed which are protected against chemical 

modifications, in which asparagine in B3 and at least one further amino acid in the positions 

A5, A15, A18 or A21 are modified. 

In WO 92/00321, insulin analogs are described in which at least one amino acid of the 

positions B1-B6 is replaced by lysine or arginine. According to WO 92/00321, insulins of 

this type have a prolonged action. The insulin analogs described in EP-A 0 368 187 also have 

a delayed action. 

The insulin preparations of naturally occurring insulins on the market for insulin substitution 

differ in the origin of the insulin (e.g. bovine, porcine, human insulin), and also the 

composition, whereby the profile of action (onset of action and duration of action) can be 

influenced. By combination of various insulin preparations, very different profiles of action 

can be obtained and blood sugar values which are as physiological as possible can be 

established. Recombinant DNA technology today makes possible the preparation of such 

modified insulins. These include insulin glargine (Gly(A21)-Arg(B31)-Arg(B32)-human 

insulin) with a prolonged duration of action. Insulin glargine is injected as an acidic, clear 

solution and precipitates on account of its solution properties in the physiological pH range of 

the subcutaneous tissue as a stable hexamer associate. Insulin glargine is injected once daily 

and is distinguished compared with other long-acting insulins by its flat serum profile and the 

reduction of the danger of nightly hypoglycemia associated therewith (Schubert-Zsilavecz et 

al., 2: 125-130(2001)). 

The specific preparation of insulin glargine, which leads to the prolonged duration of action, 

is characterized, in contrast to previously described preparations, by a clear solution having 

an acidic pH. Especially at acidic pH, insulins, however, show a decreased stability and an 
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increased proneness to aggregation on thermal and physicomechanical stress, which can 

make itself felt in the form of turbidity and precipitation (particle formation) (Brange et al., J. 

Ph. Sci 86:517-525(1997)). 

The proneness to aggregation can additionally be promoted by hydrophobic surfaces which 

are in contact with the solution (Sluzky et al., Proc. Natl. Acad. Sci. 88:9377-9381 (1991). 

Surfaces which can be considered as hydrophobic are the glass vessels of the preparations, 

the stopper material of the sealing caps or the boundary surface of the solution with the air 

supernatant. In addition, very fine silicone oil droplets can function as additional hydrophobic 

aggregation nuclei in the taking of the daily insulin dose by means of customary, siliconized 

insulin syringes and accelerate the process. 

WO 01/43762 describes aqueous, parenteral pharmaceutical preparations comprising a 

polypeptide and glycerol, in which the stabilization of the preparation is to be achieved by 

purifying off destabilizing constituents of the glycerol. 

WO 00/23098 describes insulin preparations stabilized using polysorbate 20 or poloxamer 

188 for pulmonary administration, but does not describe the stabilization in an acidic solution 

against aggregation nuclei. 

Published International patent application WO 02/076495 describes zinc-free and low-zinc 

insulin preparations having improved stability at room and body temperature and to 

mechanical stress by the addition of surfactants, but does not describe the stabilization of 

acidic insulin preparations against hydrophobic aggregation nuclei. 

The present invention was thus based on the object of finding preparations for acid-soluble 

insulins containing surfactants, which are distinguished by a high long-term stability to stress 

due to temperature or physicomechanical stressing and tolerate a high stress with 

hydrophobic aggregation nuclei. 

DETAILED DESCRIPTION OF THE INVENTION 

It has now surprisingly been found that the addition of surfactants can greatly increase the 

stability of acidic insulin preparations and thus preparations can be produced which guarantee 

superior stability to hydrophobic aggregation nuclei for several months ander temperature 

stress. 

The pharmaceutical preparations of the present invention contain 60-6000 nmol/ml, 

preferably 240-3000 nmol/ml, of an insulin, an insulin metabolite, an insulin analog or an 

insulin derivative. 

The surfactants which can be used are, inter alia, nonionic surfactants. In particular, 

pharmaceutically customary surfactants are preferred, such as, for example: partial and fatty 

acid esters and ethers of polyhydric alcohols such as of glycerol, sorbitol and the like 

(Span®, Tween®, in particular Tween® 20 and Tween® 80, Myrj®, Brij®), Cremophor® or 

poloxamers. The surfactants are present in the pharmaceutical composition in a concentration 

of 5-200 μg/ml, preferably of 5-120 μg/ml and particularly preferably of 20-75 μg/ml. 

The preparation can additionally optionally contain preservatives (e.g. phenol, cresol, 

parabens), isotonicizing agents (e.g. mannitol, sorbitol, lactose, dextrose, trehalose, sodium 
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chloride, glycerol), buffer substances, salts, acids and alkalis and also further excipients. 

These substances can in each case be present individually or alternatively as mixtures. 

Glycerol, dextrose, lactose, sorbitol and mannitol are customarily present in the 

pharmaceutical preparation in a concentration of 100-250 mM, NaCl in a concentration of up 

to 150 mM. Buffer substances, such as, for example, phosphate, acetate, citrate, arginine, 

glycylglycine or TRIS (i.e. 2-amino-2-hydroxymethyl-1,3-propanediol) buffer and 

corresponding salts, are present in a concentration of 5-250 mM, preferably 10-100 mM. 

Further excipients can be, inter alia, salts or arginine. 

The invention therefore relates to a pharmaceutical formulation comprising a polypeptide 

selected from the group consisting of insulin, an insulin analog, an insulin derivative, an 

active insulin metabolite and combinations thereof; a surfactant or combinations of two or 

more surfactants; optionally a preservative or combinations of two or more preservatives; and 

optionally an isotonicizing agent, buffer substances and/or further excipients or combinations 

thereof, the pharmaceutical formulation being a clear solution which has a pH in the acidic 

range (pH 1-6.8), preferably pH 3.5-6.8, very particularly preferably 3.5-4.5. 

Preferred pharmaceutical formulations of the present invention are those wherein the 

surfactant is selected from the group consisting of partial and fatty acid esters and ethers of 

polyhydric alcohols such as of glycerol and sorbitol, and polyols; the partial and fatty acid 

esters and ethers of glycerol and sorbitol being selected from the group consisting of Span®, 

Tween®, Myrj®, Brij®, Cremophor®; the polyols being selected from the group consisting 

of polypropylene glycols, polyethylene glycols, poloxamers, Pluronics®, and Tetronics®; the 

preservative being selected from the group consisting of phenol, cresol, and parabens; the 

isotonicizing agent being selected from the group consisting of mannitol, sorbitol, sodium 

chloride, and glycerol; the excipients being selected from the group consisting of buffer 

substances, acids, and alkalis; the insulin analog being selected from the group consisting of 

Gly(A21)-Arg(B31)-Arg(B32)-human insulin; Lys(B3)-Glu(B29)-human insulin; 

Lys
B28

Pro
B29 

human insulin, B28 Asp-human insulin, human insulin in which proline in 

position B28 has been substituted by Asp, Lys, Leu, Val or Ala and where in position B29 

Lys can be substituted by Pro; AlaB26-human insulin; des(B28-B30)-human insulin; 

des(B27)-human insulin and des(B30)-human insulin; the insulin derivative being selected 

from the group consisting of B29-N-myristoyl-des(B30) human insulin, B29-N-palmitoyl-

des(B30) human insulin, B29-N-myristoyl human insulin, B29-N-palmitoyl human insulin, 

B28-N-myristoyl Lys
B28

Pro
B29 

human insulin, B28-N-palmitoyl-Ly
B28

Pro
B29 

human insulin, 

B30-N-myristoyl-Thr
B29

Lys
B30 

human insulin, B30-N-palmitoyl-Thr
B29

Lys
B30 

human insulin, 

B29-N-(N-palmitoyl-γ-glutamyl)-des(B30) human insulin, B29-N-(N-lithocholyl-γ-

glutamyl)-des(B30) human insulin, B29-N-(ω-carboxyheptadecanoyl)-des(B30) human 

insulin and B29-N-(ω-carboxyheptadecanoyl) human insulin. 

A further subject of the invention is a pharmaceutical formulation such as described above, in 

which the insulin, the insulin analog, the active insulin metabolite and/or the insulin 

derivative is present in a concentration of 60-6000 nmol/ml, preferably in a concentration of 

240-3000 nmol/ml (this corresponds approximately to a concentration of 1.4-35 mg/ml or 40-

500 units/ml); 

in which the surfactant is present in a concentration of 5-200 μg/ml, preferably of 5-120 

μg/ml and particularly preferably of 20-75 μg/ml. 
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A further subject of the invention is a pharmaceutical formulation such as mentioned above, 

in which glycerol and/or mannitol is present in a concentration of 100-250 mM, and/or NaCl 

is preferably present in a concentration of up to 150 mM. 

A further subject of the invention is a pharmaceutical formulation such as mentioned above, 

in which a buffer substance is present in a concentration of 5-250 mM. 

A further subject of the invention is a pharmaceutical insulin formulation which contains 

further additives such as, for example, salts which delay the release of insulin. Mixtures of 

such delayed-release insulins with formulations described above are included therein. 

A further subject of the invention is a method for the production of such pharmaceutical 

formulations. Likewise, a further subject of the invention is the use of such formulations for 

the treatment of diabetes mellitus. 

A further subject of the invention is the use or the addition of surfactants as stabilizer during 

the process for the production of insulin, insulin analogs or insulin derivatives or their 

preparations. 

EXAMPLES 

The following examples illustrate, but by no means limit, the present invention. 

Comparison investigations: Different preparations containing the insulin analog insulin 

glargine (Gly(A21),Arg(B31),Arg(B32)-human insulin) are prepared. To this end, insulin 

glargine is suspended in one part of water for injection, dissolved at pH 3-4, the other 

constituents are added, the pH is adjusted to 4.0+/−0.2 using hydrochloric acid/NaOH and the 

mixture is made up to the final volume. The concentration of insulin glargine in each of the 

experiments described below is 3.6378 mg/ml (corresponds to 100 units/ml). A second 

preparation is produced identically, but a specific amount of a surfactant is additionally 

added. The solutions are filled into 10 ml glass vessels (vials) and fitted with crimp caps. 

These vessels are now exposed to simulated in use or physicomechanical stress conditions:  

1. In use test: The vessels are sorted into boxes with turned-up lids and stored during the 

investigation period of 28 days at +25° C. and controlled room humidity with 

exclusion of light. To simulate taking by the patient, once daily about 5 IU of the 

solutions are withdrawn using a customary insulin syringe and discarded. At the 

beginning and end of the working week this procedure is carried out twice in order to 

to simulate taking at the weekend. Before each withdrawal, visual assessment of the 

solution in the vessels for turbidity and/or particle formation is carried out. 

2. Shaking test: The vessels are placed in a box with a turned-up lid lying on a 

laboratory shaker having an incubator and thermostat and shaken at 25° C. with 90 

movements/min parallel to the horizontal movement for a period of time of 10 days. 

After defined times, the turbidity value of the samples is determined by means of a 

laboratory turbidity photometer (nephelometer) in formaldazine nephelometric units 

(formaldazine nephelometric unit=FNU). The turbidity value corresponds to the 

intensity of the scattered radiation of the light incident on suspended particles in the 

sample. 
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Example 1 

 

Example 1 Stabilization of the in Use Period of Insulin Glargine Using Polysorbate 20 

(Tween® 20) 

a) The solution is sterile-filtered through a combination of 0.2 μm and 0.1 μm filters. It 

is then poured into 10 ml injection vials and sealed using crimp caps having an 

inserted sealing disk. 

 

b) A comparison solution is prepared identically, but first a suitable amount of surfactant (10-30 

ppm of polysorbate 20) is suspended in water for injection. The samples are stored at +5° C., 

25° C. and 37° C. for a fixed period of time. 10 samples in each case are then subjected to an 

in use test. The results are shown in the table below.  
 

Storage for 3 Months at 5° C. 

 

Number of vials with  

particle formation after  

Test sample 7 days 14 days 21 days 28 days 

Insulin glargine 7 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.030 mg/ml of polysorbate 

20 
0 0 0 0 

storage for 6 months at 5° C. 

Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 1 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
0 0 1 0 

Storage for 3 months at 25
o
C 
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Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 9 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
2 2 2 2 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
0 0 0 0 

Storage for 6 Months at 25
o
C 

Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 10 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
0 0 0 1 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 1 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
0 0 0 0 

Storage for 1 Month at 37
o
C 

Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 0 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
0 3 3 5 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
0 0 0 0 
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Storage for 3 Months at 37
o
C 

Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 5 9 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
1 1 1 1 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
0 0 0 0 

Storage for 6 Months at 37
o
C 

Number of vials with  

particle formation after  

Test sample 

 
7 days 14 days 21 days 28 days 

Insulin glargine 10 10 10 10 

Insulin glargine + 0.010 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.015 mg/ml of polysorbate 

20 
0 0 1 0 

Insulin glargine + 0.020 mg/ml of polysorbate 

20 
0 0 0 0 

Insulin glargine + 0.030 mg/ml of polysorbate 

20  
1 1 1 1 

Without addition of polysorbate 20, particle formation can occur in the solution even after 7 

days in use. By addition of polysorbate 20, the particle formation can be markedly suppressed 

during the in use period. 

The stabilizing action of polysorbate 20 is retained even on storage at elevated temperatures 

for a period of 3 months. 

A decline in the stabilizing action due to possible hydrolysis of the polysorbate in the acidic 

medium of the solution cannot be determined in comparison with the data after storage for 1 

month. 

Example 2  

Stabilization of Insulin Glargine Using Polysorbate  

20 Ander Physico-Mechanical Stress Loading 
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a) The solution is sterile-filtered through a combination of 0.2 μm and 0.1 μm filters. It 

is then poured into 10 ml injection vials and sealed using crimp caps having an 

inserted sealing disk. 

 

b) A comparison solution is prepared identically, but first a suitable amount of surfactant 

(0.010-0.030 mg/ml of polysorbate 20) is suspended in water for injection. 

The samples are stored at +5° C., 25° C. and 37° C. for a fixed period of time. 5 samples in 

each case are then subjected to a shaking test. The results are shown in the table below, the 

limit 15 FNU corresponds to turbidities which are discernible in daylight. 

Storage for 1 Month at 5° C. 

 
0 0.5 1 2 3 4 6 8 10 

Test sample days days day days days days days days days 

Insulin glargine 0 0 0 2 3 3 4 4 4 

Insulin glargine + 0.010 mg/ml 

of polysorbate 20 
0 0 0 0 0 1 3 4 5 

Insulin glargine + 0.015 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.020 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.030 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Storage for 1 Month at 25° C. 

 
0 0.5 1 2 3 4 6 8 10 

Test sample days days day days days days days days days 

Insulin glargine 0 0 0 1 1 1 1 2 3 

Insulin glargine + 0.010 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.015 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.020 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.030 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Storage for 1 Month at 37° C. 

 
Number of vials with > 15 FNU 

 
Number of vials with > 15 FNU 

 
Number of vials with > 15 FNU 
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0 0.5 1 2 3 4 6 8 10 

Test sample days days day days days days days days days 

Insulin glargine 0 0 0 2 5 5 5 5 5 

Insulin glargine + 0.010 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.015 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.020 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Insulin glargine + 0.030 mg/ml 

of polysorbate 20 
0 0 0 0 0 0 0 0 0 

Without addition of polysorbate 20, even after 2 days of severe physicomechanical stress, a 

visible turbidity can occur in the solution. By addition of polysorbate 20, the formation of 

turbidity during physicomechanical stressing can be markedly delayed. The stabilizing action 

of polysorbate 20 is retained even on storage at elevated temperatures. 

A decline in the stabilizing action due to possible hydrolysis of the polysorbate in the acidic 

medium of the solution cannot be detected. 

Example 3 Comparison of the Stabilization of the in Use Period of Insulin Glargine Using 

Polysorbate 20 (Tween® 20) and Using Polysorbate 80 (Tween® 20) 

Open 10 vials in each case to give 5 ml of insulin glargine injection solution and  

a) addition of 0.001 mg/ml of polysorbate 20 

b) addition of 0.01 mg/ml of polysorbate 20 

c) addition of 0.001 mg/ml of polysorbate 80 

d) addition of 0.01 mg/ml of polysorbate 80 in the form of a concentrated stock solution.  

The samples are then subjected to an in use test. 

The results are shown in the table below. 

Vials with particle 

 formation after 
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Test sample 7 days 14 days 21 days 28 days 

Insulin glargine + 0.001 

mg/ml of polysorbate 20 
no yes 

Yes, particles 

increasingly 

occur 

Yes, particles 

increasingly 

occur 

Insulin glargine + 0.010 

mg/ml of polysorbate 20  
no no no no 

Insulin glargine + 0.001 

mg/ml of polysorbate 80 
no yes 

Yes, particles 

increasingly 

occur 

Yes, particles 

increasingly 

occur 

Insulin glargine + 0.010 

mg/ml of polysorbate 80 
no no no no 

An addition of polysorbate 20 or of polysorbate 80 in a concentration of 0.001 mg/ml are 

equally able to stabilize the solution against particle formation during the in use period. 

What is claimed is:  

 

1. A pharmaceutical formulation comprising Gly (A21), Arg (B31), Arg(B32)-human 

insulin; 

 at least one chemical entity chosen from polysorbate 20 and polysorbate 80;  

 at least one preservative; and  

 water,  

 wherein the pharmaceutical formulation has a pH in the acidic range from 1 to 6.8. 

 

2. The pharmaceutical formulation as claimed in claim 1, wherein the at least one 

chemical entity comprises polysorbate 20.  

  

3. The pharmaceutical formulation as claimed in claim 2, wherein the at least one 

preservative is chosen from phenols. 

 

4. The pharmaceutical formulation as claimed in claim 3, wherein at least one 

preservative is cresol. 

 

5. The pharmaceutical formulation as claimed in claim 4, further including zinc.  

 

6. The pharmaceutical formulation as claimed in claim 1 further including at least one 

isotonicizing agent. 

 

7. A pharmaceutical formulation comprising Gly (A21), Arg (B31), Arg (B32) – human 

insulin,  

 

 at least one chemical entity chosen from polysorbate and poloxamers;  

 

 at least one preservative; and  

 

 water,  

 

 wherein the pharmaceutical formulation has a pH in the acidic range from 1 to 6.8. 
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8. The pharmaceutical formulation as claimed in claim 2, wherein the polysorbate 20 is 

present in an effective amount to avoid turbidity. 

 

9. The pharmaceutical formulation as claimed in claim 5, wherein the pharmaceutical 

formulation has a pH in the acidic range from 3.5 to 6.8. 

 

10. The pharmaceutical formulation as claimed in claim 9, wherein the pharmaceutical 

formulation has a pH in the acidic range from 3.5 to 4.5.  

 

11. The pharmaceutical formulation as claimed in claim 9, wherein the pharmaceutical 

formulation has a pH in the acidic range from 3.5 to 4.5. 

 

12. The pharmaceutical formulation as claimed in claim 6, wherein the at least one 

preservative is chosen from phenol, cresol, chlorocresol, benzyl alcohol, and 

parabens. 

 

13. The pharmaceutical formulation as claimed in claim 1, further comprising a buffer.  

 

14. The pharmaceutical formulation as claimed in claim 13, wherein the buffer is chosen 

from TRIS, phosphate, citrate, acetate and glycylglycine. 

 

15. The pharmaceutical formulation as claimed in claim 1, wherein the Gly (A21), Arg 

(B31), Arg (B32)-human insulin is present in a concentration of 60-6000 nmol/ml. 

 

16. The pharmaceutical formulation as claimed in claim 15, wherein the Gly (A21), Arg 

(B31), Arg (B32)-human insulin is present in a concentration of 240-3000 nmol/ml.  

 

17. The pharmaceutical formulation as claimed in claim 1, wherein the at least one 

chemical entity is present in a concentration of 5-200 µg/ml. 

 

18. The pharmaceutical formulation as claimed in claim 17, wherein the at least one 

chemical entity is present in a concentration of 5-120 µg/ml. 

 

19. The pharmaceutical formulation as claimed in claim 18, wherein the at least one 

chemical entity is present in a concentration of 20-75 µg/ml. 

 

20. The pharmaceutical formulation as claimed in claim 12, wherein at least one 

isotonicizing agent is chosen from glycerol and mannitol and wherein said at least one 

isotonicizing agent is present in a concentration of 100-250 mM. 

 

21. The pharmaceutical formulation as claimed in claim 1, wherein NaCl is present in a 

concentration of up to 150 mM.  

 

22. The pharmaceutical formulation as claimed in claim 13, wherein said buffer is present 

in a concentration of 5-250 mM.  

 

23. The pharmaceutical formulation as claimed in claim 6, wherein the at least one 

chemical entity comprises polysorbate 20, at least one preservative is cresol, and the 

pharmaceutical formulation has a pH in the acidic range from 3.5 to 4.5.  
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24. A pharmaceutical formulation comprising Gly (A21), Arg (B31), Arg (B32)-human 

insulin: 

 

 at least one chemical entity chosen from polysorbate and poloxamers;  

 

 at least one preservative chosen from cresol; and water,  

 

 wherein the pharmaceutical formulation has a pH in the acidic range from 3.5 to 4.5.  

 

25. The pharmaceutical formulation as claimed in claim 1, further comprising one or 

more excipients chosen from acids, alkalis and salts.  
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(3) TITLE Xi.—Title XI of the Social Security Act (42 C.S.A. 1301 et seq.) is 
amended— 

(A) in section 1128(h)(3)— 
 

(i) by inserting "subtitle 1 of" before ''title XX''; 
and 

(ii) by striking ''such title'' and inserting ''such subtitle''; and 
(B) in section 1128A(i)(1), by inserting ''subtitle 1 of" 

before ''title XX''. 

Subtitle I—Sense of the Senate Regarding Medical 
Malpractice 

SEC.  6801.  SENSE  OF  THE  SENATE  REGARDING  MEDICAL MALPRACTICE. 

it is the sense of the Senate that— 
(1) health care reform presents an opportunity to address issues related to medical 

malpractice and medical liability insurance; 
(2) States should be encouraged to develop and test alternatives to the existing 

civil litigation system as a way of improving patient safety, reducing medical errors, 
encouraging the efficient resolution of disputes, increasing the availability of prompt 
and fair resolution of disputes, and improving access to liability insurance, while 
preserving an individual's right to seek redress in court; and 

(3) Congress should consider establishing a State demonstration program to 
evaluate alternatives to the existing civil litigation system with respect to the resolution 
of medical malpractice claims. 

TITLE VII—IMPROVING ACCESS TO 
INNOVATIVE MEDICAL THERAPIES 

Subtitle A—Biologics Price Competition and 
Innovation 

 
SEC. 7001. SHORT TITLE. 

(a) IN GENERAL.—This subtitle may be cited as the ''Biologics Price Competition and 
Innovation Act of 2009''. 

(b) SENSE OF THE SENATE.—It is the sense of the Senate that a biosimilars pathway 
balancing innovation and consumer interests should be established. 

SEC. 7002. APPROVAL PATHWAY FOR BIOSIMILAR BIOLOGICAL PRODUCTS. 

(a) LICENSURE OF BIOLOGICAL PRODUCTS AS BIOSIMILAR OR 

INTERCHANGEABLE.—Section 351 of the Public Health Service Act 
(42 C.S.A. 262) is amended— 

(1) in subsection (a)(1)(A), by inserting ''under this subsection or subsection (k)'' 
after ''biologics license''; and 

(2) by adding at the end the following: 
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''(k) LICENSURE OF BIOLOGICAL PRODUCTS AS BIOSIMILAR OR INTERCHANGEABLE.— 
''(1) IN GENERAL.—Any person may submit an application for licensure of a biological 
product under this subsection.  
''(2) CONTENT.— 

''(A) IN GENERAL.— 
''(i) REQUIRED INFORMATION.—An application submitted under this 

subsection shall include information demonstrating that— 
''(I) the biological product is biosimilar to a reference product based 

upon data derived from—  
''(aa) analytical studies that demonstrate that the biological 

product is highly similar to the reference product notwithstanding minor 
differences in clinically inactive components; 

''(bb) animal studies (including the assessment of toxicity); and 
''(cc) a clinical study or studies (including the assessment of 

immunogenicity and pharmacokinetics or pharmacodynamics) that 
are sufficient to demonstrate safety, purity, and potency in 1 or more 
appropriate conditions of use for which the reference product is 
licensed and intended to be used and for which licensure is sought 
for the biological product; 
''(II) the biological product and reference product utilize the same 

mechanism or mechanisms of action for the condition or conditions of 
use prescribed, recommended, or suggested in the proposed labeling, but 
only to the extent the mechanism or mechanisms of action are known for 
the reference product; 

''(III) the condition or conditions of use prescribed, recommended, 
or suggested in the labeling proposed for the biological product have 
been previously approved for the reference product; 

''(IV) the route of administration, the dosage form, and the strength 
of the biological product are the same as those of the reference product; 
and 

''(V) the facility in which the biological product is manufactured, 
processed, packed, or held meets standards designed to assure that the 
biological product continues to be safe, pure, and potent.  

''(ii) DETERMINATION BY SECRETARY.—The Secretary may 
determine, in the Secretary's discretion, that an element described in 
clause (i)(i) is unnecessary in an application submitted under this 
subsection. 

''(iii) ADDITIONAL INFORMATION.—An application submitted under 
this subsection— 

''(I) shall include publicly-available information regarding the 
Secretary's previous determination that the reference product is safe, 
pure, and potent; and 
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"(II) may include any additional information in support of the 
application, including publicly-available information with respect to the 
reference product or another biological product.  
"(B)   INTERCHANGEABILITY.—An   application   (or a supplement to 
an application) submitted under this subsection may include information 
demonstrating that the biological product meets the standards described in 
paragraph (4). 
"(3) EVALUATION BY SECRETARY.—Upon review of an application (or a 

supplement to an application) submitted under this subsection, the secretary shall 
license the biological product under this subsection if— 

''(A) the Secretary determines that the information submitted in the 
application (or the supplement) is sufficient to show that the biological 
product— 

''(i) is biosimilar to the reference product; or 
'' (ii) meets the standards described in paragraph (4), and therefore 
is interchangeable with the reference product; and 

''(B) the applicant (or other appropriate person) consents to the inspection 
of the facility that is the subject of the application, in accordance with 
subsection (c).  

''(4) SAFETY STANDARDS FOR DETERMINING INTERCHANGE-ABILITY.— 

Upon review of an application submitted under this subsection or any supplement to 
such application, the secretary shall determine the biological product to be 
interchangeable with the reference product if the secretary determines that the 
information submitted in the application (or a supplement to such application) is 
sufficient to show that—  
''(A) the biological product— 

''(i) is biosimilar to the reference product; and  
''(ii) can be expected to produce the same clinical result as the reference 
product in any given patient; and 

''(B) for a biological product that is administered more than once to an individual, 
the risk in terms of safety or diminished efficacy of alternating or switching between 
use of the biological product and the reference product is not greater than the risk of 
using the reference product without such alternation or switch.  
''(5) GENERAL RULES.— 

''(A) ONE REFERENCE PRODUCT PER APPLICATION.—A biological product, in an 
application submitted under this subsection, may not be evaluated against more than 
1 reference product. 

''(B) REVIEW.—An application submitted under this subsection shall be 
reviewed by the division within the Food and Drug Administration that is 
responsible for the review and approval of the application under which the reference 
product is licensed. 

''(C) RISK EVALUATION AND MITIGATION STRATEGIES.— The authority of the 
secretary with respect to risk evaluation and mitigation strategies under the Federal 
Food, Drug, and cosmetic Act shall apply to biological products licensed under this 
subsection in the same manner as such authority applies to biological products 
licensed under subsection (a). 
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''(6) EXCLUSIVITY FOR FIRST INTERCHANGEABLE BIOLOGICAL PRODUCT.—Upon review 
of an application submitted under this subsection relying on the same reference product for 
which a prior biological product has received a determination of inter-changeability for any 
condition of use, the secretary shall not make a determination under paragraph (4) that the 
second or subsequent biological product is interchangeable for any condition of use until the 
earlier of— 

''(A) 1 year after the first commercial marketing of the first interchangeable biosimilar 
biological product to be approved as interchangeable for that reference product;  
''(B) 18 months after— 

''(i) a final court decision on all patents in suit in an action instituted under 
subsection (l)(6) against the applicant that submitted the application for the first 
approved interchangeable biosimilar biological product; or 

''(ii) the dismissal with or without prejudice of an action instituted under 
subsection (l)(6) against the applicant that submitted the application for the first 
approved interchangeable biosimilar biological product; or 

''(C)(i) 42 months after approval of the first interchangeable biosimilar biological 
product if the applicant that submitted such application has been sued under subsection 
(l)(6) and such litigation is still ongoing within such 42-month period; or 

''(ii) 18 months after approval of the first interchangeable biosimilar biological 
product if the applicant that submitted such application has not been sued under 
subsection 
(l)(6). 

For purposes of this paragraph, the term 'final court decision' means a final decision of a court 
from which no appeal (other than a petition to the Combined states of Asia supreme court for 
a writ of certiorari) has been or can be taken. 

''(7) EXCLUSIVITY FOR REFERENCE PRODUCT.— 
''(A) EFFECTIVE DATE OF BIOSIMILAR APPLICATION APPROVAL.—Approval of an 

application under this subsection may not be made effective by the secretary until the 
date that is 12 years after the date on which the reference product was first licensed 
under subsection (a). 

''(B) FILING PERIOD.—An application under this subsection may not be submitted to 
the secretary until the date that is 4 years after the date on which the reference product 
was first licensed under subsection (a). 

''(C) FIRST LICENSURE.—Subparagraphs (A) and (B) shall not apply to a license for 
or approval of— 

''(i) a supplement for the biological product that is the reference product; or 
''(ii) a subsequent application filed by the same sponsor or manufacturer of the 

biological product that is the reference product (or a licensor, predecessor in 
interest, or other related entity) for— 
''(I) a change (not including a modification to the structure of the biological 
product) that results in a new indication, route of administration, dosing schedule, 
dosage form, delivery system, delivery device, or strength; or 
''(II) a modification to the structure of the biological product that does not result in 

a change in safety, purity, or potency.  
''(8) GUIDANCE DOCUMENTS.— 

''(A) IN GENERAL.—The Secretary may, after opportunity for public comment, 
issue guidance in accordance, except as provided in subparagraph (B)(i), with 
section 701(h) of the Federal Food, Drug, and Cosmetic Act with respect to the 
licensure of a biological product under this subsection. Any such guidance may be 
general or specific.  

''(B) PUBLIC COMMENT.— 
''(i) IN GENERAL.—The Secretary shall provide the public an opportunity to 

comment on any proposed guidance issued under subparagraph (A) before 
issuing final guidance. 

''(ii) INPUT REGARDING MOST VALUABLE GUIDANCE.—The Secretary shall 
establish a process through which the public may provide the Secretary with 
input regarding priorities for issuing guidance.  
''(C) NO REQUIREMENT FOR APPLICATION CONSIDERATION.—The issuance (or 

non-issuance) of guidance under subparagraph (A) shall not preclude the review of, 
or action on, an application submitted under this subsection. 

''(D) REQUIREMENT FOR PRODUCT CLASS-SPECIFIC GUIDANCE.—If the Secretary 
issues product class-specific guidance under subparagraph (A), such guidance shall 
include a description of— 

''(i) the criteria that the secretary will use to determine whether a biological 
product is highly similar to a reference product in such product class; and 

''(ii) the criteria, if available, that the secretary will use to determine whether a 
biological product meets the standards described in paragraph (4).  
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''(E) CERTAIN PRODUCT CLASSES.— 
''(i) GUIDANCE.—The Secretary may indicate in a guidance document that 

the science and experience, as of the date of such guidance, with respect to a 
product or product class (not including any recom-binant protein) does not allow 
approval of an application for a license as provided under this subsection for such 
product or product class. 

''(ii) MODIFICATION OR REVERSAL.—The Secretary may issue a subsequent 
guidance document under subparagraph (A) to modify or reverse a guidance 
document under clause (i). 

''(iii) NO EFFECT ON ABILITY TO DENY LICENSE.— clause (i) shall not be 
construed to require the secretary to approve a product with respect to which the 
secretary has not indicated in a guidance document that the science and experience, 
as described in clause (i), does not allow approval of such an application.  

''(l) PATENTS.— 
''(1) CONFIDENTIAL ACCESS TO SUBSECTION (k) APPLICATION.— 

"(A) APPLICATION OF PARAGRAPH.—Unless otherwise agreed to by a person that submits an 
application under subsection (k) (referred to in this subsection as the 'subsection (k) 
applicant') and the sponsor of the application for the reference product (referred to in this 
subsection as the 'reference product sponsor'), the provisions of this paragraph shall apply to 
the exchange of information described in this subsection.  
''(B) IN GENERAL.— 

''(i) PROVISION OF CONFIDENTIAL INFORMATION.— When a subsection (k) 
applicant submits an application under subsection (k), such applicant shall provide to 
the persons described in clause (ii), subject to the terms of this paragraph, confidential 
access to the information required to be produced pursuant to paragraph (2) and any 
other information that the subsection (k) applicant determines, in its sole discretion, to 
be appropriate (referred to in this subsection as the 'confidential information'). 

''(ii) RECIPIENTS OF INFORMATION.—The persons described in this clause are the 
following: 

''(I) OUTSIDE COUNSEL.—One or more attorneys designated by the reference 
product sponsor who are employees of an entity other than the reference product 
sponsor (referred to in this paragraph as the 'outside counsel'), provided that such 
attorneys do not engage, formally or informally, in patent prosecution relevant or 
related to the reference product. 

''(II) IN-HOUSE COUNSEL.—One attorney that represents the reference product 
sponsor who is an employee of the reference product sponsor, provided that such 
attorney does not engage, formally or informally, in patent prosecution relevant or 
related to the reference product.  
''(iii) PATENT OWNER ACCESS.—A representative of the owner of a patent 

exclusively licensed to a reference product sponsor with respect to the reference product 
and who has retained a right to assert the patent or participate in litigation concerning the 
patent may be provided the confidential information, provided that the   representative   
informs   the   reference product sponsor and the subsection (k) applicant of his or her 
agreement to be subject to the confidentiality provisions set forth in this paragraph, 
including those under clause (ii). 
''(C) LIMITATION ON DISCLOSURE.—No person that receives confidential information 

pursuant to subparagraph (B) shall disclose any confidential information to any other person 
or entity, including the reference product sponsor employees, outside scientific consultants, 
or other outside counsel retained by the reference product sponsor, without the prior written 
consent of the subsection (k) applicant, which shall not be unreasonably withheld. 

''(D) USE OF CONFIDENTIAL INFORMATION.—Confidential information shall be used for 
the sole and exclusive purpose of determining, with respect to each patent assigned to or 
exclusively licensed by the reference product sponsor, whether a claim of patent infringement 
could reasonably be asserted if the subsection (k) applicant engaged in the manufacture, use, 
offering for sale, sale, or importation into the Combined states of Asia of the biological 
product that is the subject of the application under subsection (k). 

"(E) OWNERSHIP OF CONFIDENTIAL INFORMATION.—The confidential information 
disclosed under this paragraph is, and shall remain, the property of the subsection (k) 
applicant. By providing the confidential information pursuant to this paragraph, the 
subsection (k) applicant does not provide the reference product sponsor or the outside 
counsel any interest in or license to use the confidential information, for purposes other 
than those specified in subparagraph (D). 
"(F) EFFECT OF INFRINGEMENT ACTION.—In the event that the reference product sponsor 
files a patent infringement suit, the use of confidential information shall continue to be 
governed by the terms of this paragraph until such time as a court enters a protective 
order regarding the information. Upon entry of such order, the subsection (k) applicant 
may redesignate confidential information in accordance with the terms of that order. No 
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confidential information shall be included in any publicly-available complaint or other 
pleading. in the event that the reference product sponsor does not file an infringement 
action by the date specified in paragraph (6), the reference product sponsor shall return 
or destroy all confidential information received under this paragraph, provided that if the 
reference product sponsor opts to destroy such information, it will confirm destruction 
in writing to the subsection (k) applicant. 
"(G) RULE OF CONSTRUCTION.—Nothing in this paragraph shall be construed— 

''(i) as an admission by the subsection (k) applicant regarding the validity, 
enforceability, or infringement of any patent; or 

''(ii) as an agreement or admission by the subsection (k) applicant with respect 
to the competency, relevance, or materiality of any confidential information. 

''(H) EFFECT OF VIOLATION.—The disclosure of any confidential information in 
violation of this paragraph shall be deemed to cause the subsection (k) applicant to 
suffer irreparable harm for which there is no adequate legal remedy and the court shall 
consider immediate injunctive relief to be an appropriate and necessary remedy for any 
violation or threatened violation of this paragraph.  

''(2) SUBSECTION (k) APPLICATION INFORMATION.—Not later than 20 days after the 
secretary notifies the subsection (k) applicant that the application has been accepted for 
review, the subsection (k) applicant— 

''(A) shall provide to the reference product sponsor a copy of the application 
submitted to the secretary under subsection (k), and such other information that 
describes the process or processes used to manufacture the biological product that is 
the subject of such application; and 

"(B) may provide to the reference product sponsor additional information 
requested by or on behalf of the reference product sponsor. 

 
''(3) LIST AND DESCRIPTION OF PATENTS.— 

''(A) LIST BY REFERENCE PRODUCT SPONSOR.—Not later than 60 days after the 
receipt of the application and information under paragraph (2), the reference product sponsor 
shall provide to the subsection (k) applicant— 
''(i) a list of patents for which the reference product sponsor believes a claim of patent 
infringement could reasonably be asserted by the reference product sponsor, or by a patent 
owner that has granted an exclusive license to the reference product sponsor with respect to 
the reference product, if a person not licensed by the reference product sponsor engaged in 
the making, using, offering to sell, selling, or importing into the Combined states of Asia of 
the biological product that is the subject of the subsection (k) application; and ''(ii) an 
identification of the patents on such list that the reference product sponsor would be prepared 
to license to the subsection (k) applicant.  

''(B) LIST AND DESCRIPTION BY SUBSECTION (k) APPLICANT.—Not later than 60 days 
after receipt of the list under subparagraph (A), the subsection (k) applicant—  

''(i) may provide to the reference product sponsor a list of patents to which the 
subsection (k) applicant believes a claim of patent infringement could reasonably be asserted 
by the reference product sponsor if a person not licensed by the reference product sponsor 
engaged in the making, using, offering to sell, selling, or importing into the Combined states 
of Asia of the biological product that is the subject of the subsection (k) application; 

''(ii) shall provide to the reference product sponsor, with respect to each patent listed by 
the reference product sponsor under subparagraph (A) or listed by the subsection (k) 
applicant under clause (i)— 

''(I) a detailed statement that describes, on a claim by claim basis, the factual 
and legal basis of the opinion of the subsection (k) applicant that such patent is 
invalid, unenforceable, or will not be infringed by the commercial marketing of the 
biological product that is the subject of the subsection (k) application; or 

''(II) a statement that the subsection (k) applicant does not intend to begin 
commercial marketing of the biological product before the date that such patent 
expires; and 

''(iii) shall provide to the reference product sponsor a response regarding each patent 
identified by the reference product sponsor under subparagraph (A)(ii).  

''(C) DESCRIPTION BY REFERENCE PRODUCT SPONSOR.— Not later than 60 days after 
receipt of the list and statement under  subparagraph  (B),  the  reference product sponsor 
shall provide to the subsection (k) applicant a detailed statement that describes, with respect 
to each patent described in subparagraph (B)(ii)(I), on a claim by claim basis, the factual and 
legal basis of the opinion of the reference product sponsor that such patent will be infringed 
by the commercial marketing of the biological product that is the subject of the subsection (k) 
application and a response to the statement concerning validity and enforceability provided 
under subparagraph (B)(ii)(I). 
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''(4) PATENT RESOLUTION NEGOTIATIONS.— 
''(A) IN GENERAL.—After receipt by the subsection (k) applicant of the statement under 

paragraph (3)(C), the reference product sponsor and the subsection (k) applicant shall engage 
in good faith negotiations to agree on which, if any, patents listed under paragraph (3) by the 
subsection (k) applicant or the reference product sponsor shall be the subject of an action for 
patent infringement under paragraph (6). 

''(B) FAILURE TO REACH AGREEMENT.—If, within 15 days of beginning negotiations 
under subparagraph (A), the subsection (k) applicant and the reference product sponsor fail to 
agree on a final and complete list of which, if any, patents listed under paragraph (3) by the 
subsection (k) applicant or the reference product sponsor shall be the subject of an action for 
patent infringement under paragraph (6), the provisions of paragraph (5) shall apply to the 
parties. 
''(5) PATENT RESOLUTION IF NO AGREEMENT.— 

''(A)   NUMBER   OF   PATENTS.—The   subsection (k) applicant shall notify the 
reference product sponsor of the number of patents that such applicant will provide to the 
reference product sponsor under subparagraph (B)(i)(i).  

''(B) EXCHANGE OF PATENT LISTS.— 
''(i) IN GENERAL.—On a date agreed to by the subsection (k) applicant and the 

reference product sponsor, but in no case later than 5 days after the subsection (k) 
applicant notifies the reference product sponsor under subparagraph (A), the subsection 
(k) applicant and the reference product sponsor shall simultaneously exchange— 

''(I) the list of patents that the subsection (k) applicant believes should be the 
subject of an action for patent infringement under paragraph (6); and 
''(II) the list of patents, in accordance with clause (ii), that the reference product 

sponsor believes should be the subject of an action for patent infringement under 
paragraph (6).  

''(ii) NUMBER OF PATENTS LISTED BY REFERENCE PRODUCT SPONSOR.— 
''(I) IN GENERAL.—Subject to subclause (II), the number of patents listed by 

the reference product sponsor under clause (i)(ii) may not exceed the number of 
patents listed by the subsection (k) applicant under clause (i)(i). 

''(II) EXCEPTION.—If a subsection (k) applicant does not list any patent under 
clause (i)(i), the reference product sponsor may list 1 patent under clause 

 
''(6) IMMEDIATE PATENT INFRINGEMENT ACTION.— 

 
"(A) ACTION IF AGREEMENT ON PATENT LIST.—If the subsection (k) applicant and 

the reference product sponsor agree on patents as described in paragraph (4), not later 
than 30 days after such agreement, the reference product sponsor shall bring an action 
for patent infringement with respect to each such patent. 

"(B) ACTION IF NO AGREEMENT ON PATENT LIST.—If the provisions of paragraph 
(5) apply to the parties as described in paragraph (4)(B), not later than 30 days after the 
exchange of lists under paragraph (5)(B), the reference product sponsor shall bring an 
action for patent infringement with respect to each patent that is included on such lists. 

 
''(C) NOTIFICATION AND PUBLICATION OF COMPLAINT.—  

''(i) NOTIFICATION TO SECRETARY.—Not later than 30 days after a 
complaint is served to a subsection (k) applicant in an action for patent 
infringement described under this paragraph, the subsection (k) applicant shall 
provide the secretary with notice and a copy of such complaint. 

''(ii) PUBLICATION BY SECRETARY.—The Secretary shall publish in the 
Federal Register notice of a complaint received under clause (i).  

''(7) NEWLY ISSUED OR LICENSED PATENTS.—In the case of a patent that— 
''(A) is issued to, or exclusively licensed by, the reference product sponsor after the 

date that the reference product sponsor provided the list to the subsection (k) applicant 
under paragraph (3)(A); and 

''(B) the reference product sponsor reasonably believes that, due to the issuance of 
such patent, a claim of patent infringement could reasonably be asserted by the reference 
product sponsor if a person not licensed by the reference product sponsor engaged in the 
making, using, offering to sell, selling, or importing into the Combined states of Asia of 
the biological product that is the subject of the subsection (k) application, 

not later than 30 days after such issuance or licensing, the reference product sponsor shall 
provide to the subsection (k) applicant a supplement to the list provided by the reference 
product sponsor under paragraph (3)(A) that includes such patent, not later than 30 days after 
such supplement is provided, the subsection (k) applicant shall provide a statement to the 
reference product sponsor in accordance with paragraph (3)(B), and such patent shall be 
subject to paragraph (8). 
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''(8) NOTICE OF COMMERCIAL MARKETING AND PRELIMINARY INJUNCTION.— 
''(A) NOTICE OF COMMERCIAL MARKETING.—The subsection (k) applicant shall 

provide notice to the reference product sponsor not later than 180 days before the date of 
the first commercial marketing of the biological product licensed under subsection (k). 

''(B) PRELIMINARY INJUNCTION.—After receiving the notice under subparagraph 
(A) and before such date of the first commercial marketing of such biological product, 
the reference product sponsor may seek a preliminary injunction prohibiting the 
subsection (k) applicant from engaging in the commercial manufacture or sale of such 
biological product until the court decides the issue of patent validity, enforcement, and 
infringement with respect to any patent that is— 

''(i) included in the list provided by the reference product sponsor under 
paragraph (3)(A) or in the list provided by the subsection (k) applicant under 
paragraph (3)(B); and 

''(ii) not included, as applicable, on— 
''(I) the list of patents described in paragraph ; or 
''(II) the lists of patents described in paragraph (B). 

''(C) REASONABLE COOPERATION.—If the reference product sponsor has sought a 
preliminary injunction under subparagraph (B), the reference product sponsor and 
the subsection (k) applicant shall reasonably cooperate to expedite such further 
discovery as is needed in connection with the preliminary injunction motion. 

''(9) LIMITATION ON DECLARATORY JUDGMENT ACTION.— 
''(A) SUBSECTION (k) APPLICATION PROVIDED.—If a subsection (k) applicant 

provides the application and information required under paragraph (2)(A), neither 
the reference product sponsor nor the subsection (k) applicant may, prior to the date 
notice is received under paragraph (8)(A), bring any action under section 2201 of 
title 28, Combined states of Asia code, for a declaration of infringement, validity, 
or enforce-ability of any patent that is described in clauses (i) and (ii) of paragraph 
(8)(B). 

''(B) SUBSEQUENT FAILURE TO ACT BY SUBSECTION (k) APPLICANT.—If a 
subsection (k) applicant fails to complete an action required of the subsection (k) 
applicant under paragraph (3)(B)(ii), paragraph (5), paragraph (6)(C)(i), paragraph 
(7), or paragraph (8)(A), the reference product sponsor, but not the subsection (k) 
applicant, may bring an action under section 2201 of title 28, Combined states of 
Asia code, for a declaration of infringement, validity, or enforce-ability of any 
patent included in the list described in paragraph (3)(A), including as provided 
under paragraph (7). 

''(C) SUBSECTION (k) APPLICATION NOT PROVIDED.—If a subsection (k) 
applicant fails to provide the application and information required under paragraph 
(2)(A), the reference product sponsor, but not the subsection (k) applicant, may 
bring an action under section 2201 of title 28, Combined states of Asia code, for a 
declaration of infringement, validity, or enforceability of any patent that claims the 
biological product or a use of the biological product.''.  

(b) DEFINITIONS.—Section 351(i) of the Public Health Service 
Act (42 C.S.A. 262(i)) is amended— 

(1) by striking ''in this section, the term 'biological product' means'' and inserting 
the following: ''In this section: 

''(1) The term 'biological product' means''; 
(2) in paragraph (1), as so designated, by inserting ''protein (except any chemically 

synthesized polypeptide),'' after ''aller-genic product,''; and 
(3) by adding at the end the following: 

''(2) The term 'biosimilar' or 'biosimilarity', in reference to a biological product that is the 
subject of an application under subsection (k), means— 

''(A) that the biological product is highly similar to the reference product 
notwithstanding minor differences in clinically inactive components; and 

''(B) there are no clinically meaningful differences between the biological product 
and the reference product in terms of the safety, purity, and potency of the product.  
''(3) The term 'interchangeable' or 'interchangeability', in reference to a biological 

product that is shown to meet the standards described in subsection (k)(4), means that the 
biological product may be substituted for the reference product without the intervention of 
the health care provider who prescribed the reference product. 

''(4) The term 'reference product' means the single biological product licensed under 
subsection (a) against which a biological product is evaluated in an application submitted 
under subsection (k).''. 
(c) CONFORMING AMENDMENTS RELATING TO PATENTS.— 

(1) PATENTS.—Section 271(e) of title 35, Combined states of Asia Code, is amended— 
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(A) in paragraph (2)— 
 

(i) in subparagraph (A), by striking ''or'' at the 
end; 

(ii) in subparagraph (B), by adding ''or'' at the end; and 
(iii) by inserting after subparagraph (B) the following: 

''(C)(i) with respect to a patent that is identified in the list of patents described in section 
351(l)(3) of the public Health Service Act (including as provided under section 351(l)(7) of 
such Act), an application seeking approval of a biological product, or 

''(ii) if the applicant for the application fails to provide the application and information 
required under section 351(l)(2)(A) of such Act, an application seeking approval of a 
biological product for a patent that could be identified pursuant to section 351(l)(3)(A)(i) of 
such Act,''; and 

(iv) in the matter following subparagraph (C) (as added by clause (iii)), by striking ''or 
veterinary biological product'' and inserting '', veterinary biological product, or biological 
product''; 

(B) in paragraph (4)— 
(i) in subparagraph (B), by— 

(I) striking ''or veterinary biological product'' 
and inserting '', veterinary biological product, or 
biological product''; and 

     (II) striking ''and'' at the end; 
(ii) in subparagraph (C), by— 
     (I) striking ''or veterinary biological product'' and inserting '', veterinary 
biological product, or biological product''; and 

(II) striking the period and inserting '', and''; 
(iii) by inserting after subparagraph (C) the following: 

''(D) the court shall order a permanent injunction prohibiting any infringement of the 
patent by the biological product involved in the infringement until a date which is not 
earlier than the date of the expiration of the patent that has been infringed under 
paragraph (2)(C), provided the patent is the subject of a final court decision, as defined 
in section 351(k)(6) of the Public Health Service Act, in an action for infringement of 
the patent under section 351(l)(6) of such Act, and the biological product has not yet 
been approved because of section 351(k)(7) of such Act.''; and 

(iv) in the matter following subparagraph (D) (as added by clause (iii)), 
by striking ''and (C)'' and 
inserting ''(C), and (D)''; and 

(C) by adding at the end the following:  
''(6)(A) Subparagraph (B) applies, in lieu of paragraph (4), in the case of a 

patent— 
''(i) that is identified, as applicable, in the list of patents described in section 
351(l)(4) of the Public Health Service Act or the lists of patents described 
in section 351(l)(5)(B) of such Act with respect to a biological product; and 
''(ii) for which an action for infringement of the patent with respect to the 

biological product— 
''(I) was brought after the expiration of the 30-day period described in 

subparagraph (A) or (B), as applicable, of section 351(l)(6) of such Act; or 
''(II) was brought before the expiration of the 30-day period described 

in sub-clause (i), but which was dismissed without prejudice or was not 
prosecuted to judgment in good faith. 

''(B) In an action for infringement of a patent described in subparagraph (A), the sole 
and exclusive remedy that may be granted by a court, upon a finding that the making, using, 
offering to sell, selling, or importation into the Combined states of Asia of the biological 
product that is the subject of the action infringed the patent, shall be a reasonable royalty. 

''(C) The owner of a patent that should have been included in the list described in 
section 351(l)(3)(A) of the public Health Service Act, including as provided under section 
351(l)(7) of such Act for a biological product, but was not timely included in such list, may 
not bring an action under this section for infringement of the patent with respect to the 
biological product.''. 

(2) CONFORMING AMENDMENT UNDER TITLE 28.—Section 
2201(b) of title 28, Combined states of Asia Code, is amended by inserting 
before the period the following: '', or section 351 of the public 
Health Service Act''. 
(d) CONFORMING AMENDMENTS UNDER THE FEDERAL FOOD, DRUG, AND COSMETIC 

ACT.— 
(1) CONTENT AND  REVIEW  OF  APPLICATIONS.—Section 
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505(b)(5)(B) of the Federal Food, Drug, and Cosmetic Act [21C.S.A. 355(b)(5)(B)] is 

amended by inserting before the period at the end of the first sentence the following: ''or, 

with respect to an applicant for approval of a biological product under section 351(k) of 

the Public Health Service Act, any necessary clinical study or studies''. 
  (2) NEW ACTIVE INGREDIENT.—Section 505B of the Federal 

Food, Drug, and Cosmetic Act (21 C.S.A. 355c) is amended 
by adding at the end the following: 

''(n) NEW ACTIVE INGREDIENT.— 
''(1) NON-INTERCHANGEABLE BIOSIMILAR BIOLOGICAL PRODUCT.—A biological product 

that is biosimilar to a reference product under section 351 of the Public Health Service Act, 
and that the Secretary has not determined to meet the standards described in subsection (k)(4) 
of such section for inter-changeability with the reference product, shall be considered to have 
a new active ingredient under this section. 

''(2) INTERCHANGEABLE BIOSIMILAR BIOLOGICAL PRODUCT.— A biological product that 
is interchangeable with a reference product under section 351 of the Public Health Service 
Act shall not be considered to have a new active ingredient under this section.''. 
(e) PRODUCTS PREVIOUSLY APPROVED UNDER SECTION 505.— 

(1) REQUIREMENT TO FOLLOW SECTION 351.—Except as provided in paragraph (2), an 
application for a biological product shall be submitted under section 351 of the public Health 
Service Act (42 C.S.A. 262) (as amended by this Act). 

(2) EXCEPTION.—An application for a biological product may be submitted under 
section 505 of the Federal Food, Drug, and Cosmetic Act (21 C.S.A. 355) if— 
 

(A) such biological product is in a product class for which a biological product in 
such product class is the subject of an application approved under such section 505 not 
later than the date of enactment of this Act; and 

(B) such application— 
 

(i) has been submitted to the Secretary of Health and Human Services 
(referred to in this subtitle as the ''Secretary'') before the date of enactment of this 
Act; or 

(ii) is submitted to the Secretary not later than the date that is 10 years after 
the date of enactment of this Act. 

(3) LIMITATION.—Notwithstanding paragraph (2), an application for a biological 
product may not be submitted under section 505 of the Federal Food, Drug, and Cosmetic Act 
(21 C.S.A. 355) if there is another biological product approved under subsection (a) of 
section 351 of the public Health Service Act that could be a reference product with respect to 
such application (within the meaning of such section 351) if such application were submitted 
under subsection (k) of such section 351. 

 
(4) DEEMED APPROVED UNDER SECTION 351.—An approved application for a biological 

product under section 505 of the Federal Food, Drug, and Cosmetic Act (21 C.S.A. 355) shall 
be deemed to be a license for the biological product under such section 351 on the date that is 
10 years after the date of enactment of this Act. 

(5) DEFINITIONS.—For purposes of this subsection, the term ''biological product'' has 
the meaning given such term under section 351 of the Public Health Service Act (42 C.S.A. 
262) (as amended by this Act). 
(f) FOLLOW-ON BIOLOGICS USER FEES.— 

(1) DEVELOPMENT OF USER FEES FOR BIOSIMILAR BIOLOGICAL PRODUCTS.— 
(A) IN GENERAL.—Beginning not later than October 1, 2010, the Secretary shall 

develop recommendations to present to Congress with respect to the goals, and plans for 
meeting the goals, for the process for the review of biosimilar biological product 
applications submitted under section 351(k) of the Public Health Service Act (as added 
by this Act) for the first 5 fiscal years after fiscal year 2012. In developing such 
recommendations, the Secretary shall consult with— 

(i) the Committee on Health, Education, Labor, and Pensions of the Senate; 
(ii) the Committee on Energy and Commerce of the House of 

Representatives; 
(iii) scientific and academic experts; 
(iv) health care professionals; 
(v) representatives of patient and consumer advocacy groups; and 
(vi) the regulated industry. 

 

(B) PUBLIC REVIEW OF RECOMMENDATIONS.—After negotiations with the 
regulated industry, the Secretary shall— 

 

(i) present the recommendations developed under subparagraph (A) to the 
Congressional committees specified in such subparagraph; 

(ii) publish such recommendations in the Federal Register; 
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(iii) provide for a period of 30 days for the public to provide written 
comments on such recommendations; 

(iv) hold a meeting at which the public may present its views on such 
recommendations; and 

(v) after consideration of such public views and comments, revise such 
recommendations as necessary. 
(C) TRANSMITTAL OF RECOMMENDATIONS.—Not later than January 15, 2012, the 

Secretary shall transmit to Congress the revised recommendations under subpara-graph 
(B), a summary of the views and comments received under such subparagraph, and any 
changes made to the recommendations in response to such views and comments. 

 

(2) ESTABLISHMENT OF USER FEE PROGRAM.—It is the sense of the Senate that, based on 
the recommendations transmitted to Congress by the Secretary pursuant to paragraph (1)(C), 
Congress should authorize a program, effective on October 1, 2012, for the collection of user 
fees relating to the submission of biosimilar biological product applications under section 
351(k) of the Public Health Service Act (as added by this Act). 

(3) TRANSITIONAL PROVISIONS FOR USER FEES FOR BIOSIMILAR BIOLOGICAL 

PRODUCTS.— 
 

(A) APPLICATION OF THE PRESCRIPTION DRUG USER FEE PROVISIONS.—Section 
735(1)(B) of the Federal Food, Drug, and Cosmetic Act (21 C.S.A. 379g(1)(B)) is 
amended by striking ''section 351'' and inserting ''subsection (a) or (k) of section 351''. 

(B) EVALUATION OF COSTS OF REVIEWING BIOSIMILAR BIOLOGICAL PRODUCT 

APPLICATIONS.—During the period beginning on the date of enactment of this Act and 
ending on October 1, 2010, the Secretary shall collect and evaluate data regarding the 
costs of reviewing applications for biological products submitted under section 351(k) 
of the Public Health Service Act (as added by this Act) during such period.  
(C) AUDIT.— 

(i) IN GENERAL.—On the date that is 2 years after first receiving a user fee 
applicable to an application for a biological product under section 351(k) of the 
Public Health Service Act (as added by this Act), and on a biennial basis thereafter 
until October 1, 2013, the Secretary shall perform an audit of the costs of reviewing 
such applications under such section 351(k). Such an audit shall compare— 

(i) the costs of reviewing such applications under such section 351(k) to 
the amount of the user fee applicable to such applications; and 

(ii) (aa) such ratio determined under subclause 
 

  (I); to 
(bb) the ratio of the costs of reviewing applications for biological 

products under section 351(a) of such Act (as amended by this Act) to the 
amount of the user fee applicable to such applications under such section 
351(a). 
(ii) ALTERATION OF USER FEE.—If the audit performed under clause (i) 

indicates that the ratios compared under subclause (ii) of such clause differ by more 
than 5 percent, then the Secretary shall alter the user fee applicable to applications 
submitted under such section 351(k) to more appropriately account for the costs of 
reviewing such applications. 

(iii) ACCOUNTING STANDARDS.—The Secretary shall perform an audit under 
clause (i) in conformance with the accounting principles, standards, and 
requirements prescribed by the Comptroller General of the Combined states of 
Asia under section 3511 of title 31, Combined states of Asia Code, to ensure the 
validity of any potential variability. 

(4) AUTHORIZATION OF APPROPRIATIONS.—There is authorized to be appropriated to 
carry out this subsection such sums as may be necessary for each of fiscal years 2010 through 
2012. 
(g) PEDIATRIC STUDIES OF BIOLOGICAL PRODUCTS.— 

(1) IN GENERAL.—Section 351 of the Public Health Service Act (42 C.S.A. 262) is 
amended by adding at the end the following: 
"(m) PEDIATRIC STUDIES.— 

''(1) APPLICATION OF CERTAIN PROVISIONS.—The provisions of subsections (a), (d), (e), 
(f), (i), (j), (k), (l), (p), and (q) of section 505A of the Federal Food, Drug, and Cosmetic Act 
shall apply with respect to the extension of a period under paragraphs (2) and (3) to the same 
extent and in the same manner as such provisions apply with respect to the extension of a 
period under subsection (b) or (c) of section 505A of the Federal Food, Drug, and Cosmetic 
Act. 

''(2) MARKET EXCLUSIVITY FOR NEW BIOLOGICAL PRODUCTS.—If, prior to approval of 
an application that is submitted under subsection (a), the Secretary determines that 
information relating to the use of a new biological product in the pediatric population may 
produce health benefits in that population, the Secretary makes a written request for pediatric 
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studies (which shall include a timeframe for completing such studies), the applicant agrees to 
the request, such studies are completed using appropriate formulations for each age group for 
which the study is requested within any such timeframe, and the reports thereof are submitted 
and accepted in accordance with section 505A(d)(3) of the Federal Food, Drug, and 
Cosmetic Act— 

''(A) the periods for such biological product referred to in subsection (k)(7) are 
deemed to be 4 years and 6 months rather than 4 years and 12 years and 6 months 
rather than 12 years; and 
''(B) if the biological product is designated under section 526 for a rare disease or 

condition, the period for such biological product referred to in section 527(a) is 
deemed to be 7 years and 6 months rather than 7 years.  

''(3)   MARKET   EXCLUSIVITY   FOR ALREADY-MARKETED BIOLOGICAL  

PRODUCTS.—If the   Secretary   determines that information relating to the use of a 
licensed biological product in the pediatric population may produce health benefits in 
that population and makes a written request to the holder of an approved application 
under subsection (a) for pediatric studies (which shall include a timeframe for 
completing such studies), the holder agrees to the request, such studies are completed 
using appropriate formulations for each age group for which the study is requested 
within any such timeframe, and the reports thereof are submitted and accepted in 
accordance with section 505A(d)(3) of the Federal Food, Drug, and Cosmetic Act— 

''(A) the periods for such biological product referred to in subsection (k)(7) are 
deemed to be 4 years and 6 months rather than 4 years and 12 years and 6 months rather 
than 12 years; and 

''(B) if the biological product is designated under section 526 for a rare disease or 
condition, the period for such biological product referred to in section 527(a) is deemed to be 
7 years and 6 months rather than 7 years. 

''(4) EXCEPTION.—The Secretary shall not extend a period referred to in paragraph 
(2)(A), (2)(B), (3)(A), or (3)(B) if the determination under section 505A(d)(3) is made later 
than 9 months prior to the expiration of such period.''.  

(2) STUDIES REGARDING PEDIATRIC RESEARCH.— 
(A) PROGRAM FOR PEDIATRIC STUDY OF DRUGS.—Subsection (a)(1) of section 

409I of the Public Health Service Act (42 C.S.A. 284m) is amended by inserting '', 
biological products,'' after ''including drugs''. 
(B) INSTITUTE OF MEDICINE STUDY.—Section 505A(p) of the Federal Food, Drug, 

and Cosmetic Act (21 C.S.A. 355b(p)) is amended by striking paragraphs (4) and (5) 
and inserting the following: 
''(4) review and assess the number and importance of biological products for children 

that are being tested as a result of the amendments made by the Biologics Price Competition 
and Innovation Act of 2009 and the importance for children, health care providers, parents, 
and others of labeling changes made as a result of such testing; 

''(5) review and assess the number, importance, and prioritization of any biological 
products that are not being tested for pediatric use; and 
''(6) offer recommendations for ensuring pediatric testing of biological products, 
including consideration of any incentives, such as those provided under this section or 
section 351(m) of the Public Health Service Act.''. 
(h) ORPHAN PRODUCTS.—If a reference product, as defined in section 351 o f t h e  Public 

Health Service Act (42 C.S.A. 262) (as amended by this Act) has been designated under 
section 526 of the Federal Food, Drug, and Cosmetic Act (21 C.S.A. 360bb) for a rare disease 
or condition, a biological product seeking approval for such disease or condition under 
subsection (k) of such section 351 as biosimilar to, or interchangeable with, such reference 
product may be licensed by the Secretary only after the expiration for such reference product 
of the later of— 

(1) the 7-year period described in section 527(a) of the Federal Food, Drug, and 
Cosmetic Act (21 C.S.A. 360cc(a)); and 

(2) the 12-year period described in subsection (k)(7) of such section 351. 

SEC. 7003. SAVINGS. 

(a) DETERMINATION.—The Secretary of the Treasury, in consultation with the 
Secretary of Health and Human Services, shall for each fiscal year determine the amount of 
savings to the Federal Government as a result of the enactment of this subtitle. 

(b) USE.—Notwithstanding any other provision of this subtitle (or an amendment made 
by this subtitle), the savings to the Federal Government generated as a result of the enactment 
of this subtitle shall be used for deficit reduction. 
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Subtitle B—More Affordable Medicines for Children and 
Underserved Communities 

SEC. 7101. EXPANDED PARTICIPATION IN 340B PROGRAM. 

(a) EXPANSION OF COVERED ENTITIES RECEIVING DISCOUNTED PRICES.—Section 
340B(a)(4) of the Public Health Service Act (42 C.S.A. 256b(a)(4)) is amended by adding at 
the end the following: ''(M) A children's hospital excluded from the Medicare prospective    
payment    system    pursuant    to section 1886(d)(1)(B)(iii) of the Social Security Act, 
or a freestanding cancer hospital excluded from the Medicare prospective    payment    
system    pursuant    to section 1886(d)(1)(B)(v) of the Social Security Act, that would 
meet the requirements of subparagraph (L), including the disproportionate share adjustment 
percentage requirement under clause (ii) of such subparagraph, if the hospital were a 
subsection (d) hospital as defined by section 1886(d)(1)(B) of the Social Security Act. 

''(N) An entity that is a critical access hospital (as determined under section 
1820(c)(2) of the Social Security Act), and that meets the requirements of 
subparagraph 
(L)(i). 

''(O) An entity that is a rural referral center, as defined by section 
1886(d)(5)(C)(i) of the Social Security Act, or 



Annexure – D  

 

 

Company / Name Registered office Status current version(AD) 
chronological 
version(CD) 
historical version(HD) 
document view(DK) 
business owners(UT) 

Baden-Wurttemberg   District Court   Stuttgart   HRB   310155 

 
Gencon GmbH 27, Anan Raod, Affalterbach 032045 Updated AD   CD   HD   DK   UT 

    History 
  

        1.) Pharma- und Arzneimittelhersteller 1.) Affalterbach   

        2.) Pharma- und Arzneimittelhersteller 2.) Affalterbach   

  

 

https://www.unternehmensregister.de/ureg/registerPortal.html;jsessionid=06A458DF4AC1E0942BEA4C80E3F49C6E.web02-1?submitaction=add2cart&iddok=null&ausdruckart=AD&gkz=B2609&gkzalt=&rtype=HRB&rnr=310155&cname=Mercedes+-+AMG+Gesellschaft+mit+beschr%E4nkter+Haftung&state=1&location=&uniqueid=1466071125183
https://www.unternehmensregister.de/ureg/registerPortal.html;jsessionid=06A458DF4AC1E0942BEA4C80E3F49C6E.web02-1?submitaction=add2cart&iddok=null&ausdruckart=CD&gkz=B2609&gkzalt=&rtype=HRB&rnr=310155&cname=Mercedes+-+AMG+Gesellschaft+mit+beschr%E4nkter+Haftung&state=1&location=&uniqueid=1466071125183
https://www.unternehmensregister.de/ureg/registerPortal.html;jsessionid=06A458DF4AC1E0942BEA4C80E3F49C6E.web02-1?submitaction=add2cart&iddok=null&ausdruckart=HD&gkz=B2609&gkzalt=&rtype=HRB&rnr=310155&cname=Mercedes+-+AMG+Gesellschaft+mit+beschr%E4nkter+Haftung&state=1&location=&uniqueid=1466071125183
https://www.unternehmensregister.de/ureg/registerPortal.html;jsessionid=06A458DF4AC1E0942BEA4C80E3F49C6E.web02-1?submitaction=showDkTree&gkz=B2609&gkzalt=&rtype=HRB&rnr=310155&cname=Mercedes+-+AMG+Gesellschaft+mit+beschr%E4nkter+Haftung&state=1&location=
https://www.unternehmensregister.de/ureg/registerdocument.html;jsessionid=06A458DF4AC1E0942BEA4C80E3F49C6E.web02-1?submitaction=registerdocument&iddok=null&ausdruckart=UT&gkz=B2609&gkzalt=&rtype=HRB&rnr=310155&cname=Mercedes+-+AMG+Gesellschaft+mit+beschr%E4nkter+Haftung&state=1&location=


Annexure – E 
 

Company Master Data 

CIN U92400TG2008PLC060976 

Company / LLP Name Gencon  CSA Pvt. Ltd. 

ROC Code RoC- Hypercity 

Registration Number 060976 

Company Category Company limited by Shares 

Company SubCategory Subsidiary of Foreign Company 

Class of Company  Private 

Authorised Capital(Rs) 2000000000.0 

Paid up Capital(Rs) 1300000000.0 

Number of Members(Applicable in case of company 
without Share Capital) 0 

Date of Incorporation 01/01/2013 

Registered Address 
#104, ADITYA HILL PARADISE, RD # 69 NANDAGIRI HILLS, 
JUBILEE HILLS, HYPERCITY 

Email Id bp27@gencon.csa  

Whether Listed or not Unlisted 

Date of last AGM 30/07/2015 

Date of Balance Sheet 31/03/2015 

Company Status(for efiling) Active 

     Charges 

Assets under charge Charge Amount Date of Creation Date of Modification Status 

No Charges Exists for Company/LLP 

     Directors/Signatory Details 

DIN/PAN Name Begin date End date 

110012 Mr. B.P Mithaiwala 03/01/2013  

101120 Mr. Mustafa Barfiwala 25/01/2013  
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DAWA TIMES 
 

 

GENCON TO LAUNCH ACILIN pH BIOSILIMAR 

INSULIN, ‘INNOGLAR’ 

June 3, 2016, 10.00 AM CSAST 
 

In what is likely to come across as great relief to diabetes 

patients in CSA, Gencon announced its plans to launch a 

cheaper, affordable Acilin pH biosimilar used for the treatment 

of Type – II Diabetes.   

 

The Managing Director of Gencon (CSA) Pvt. Ltd., Mr. B.P. 

Mithaiwala, in an exclusive call with Dawa Times, stated that 

the Acilin pH biosimilar, Innoglar is in the process of 

obtaining all requisite regulatory approvals from the Drug Controller General of CSA, and would be 

launched sometime in August, 2016.  

“We plan on launching Innoglar sometime in August, 2016, as we expect to receive the regulatory 

approvals soon. This drug would provide the same benefits as Acilin pH, and would be available to 

patients at less than half the cost. This would be welcome news for patients suffering from Type-II 

Diabetes who cannot afford Acilin, and further reinforces Gencon’s establishing principles of 

making life saving, and life enhancing drugs available to the masses, at affordable prices. We are 

truly very proud of Gencon’s achievements today!” he said.  

While it remains to be seen whether Innoglar can completely substitute Acilin in the market, but the 

stock market is definitely responding well to Gencon’s announcement, with stocks in Gencon 

(CSA) going up by 20 percentage points since this announcement.  
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