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OPINION 

MEMORANDUM OPINION 

In this action under the Lanham Act, the plaintiff, 
Concordia Pharmaceuticals, Inc. ("Concordia"), and the 
defendants, Method Pharmaceuticals, Inc. and Matthew 
Scott Tucker ( collectively, "Method"), have moved to 
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exclude certain opinions offered by the opposing side's 
expert witnesses. The court held a hearing on the motions 
on March 3, 2016.1 This memorandum opinion sets forth 
the court's rulings on the parties' motions. 

During the March 3, 2016 hearing, the court 
also heard oral argument on the parties' 
cross-motions for summary judgment. On March 
29, 2016, Concordia's motion for summary 
judgment was denied, and Method's motion for 
summary judgment was granted in part and 
denied in part. The case is proceeding to trial 
solely on Concordia's claim under the Lanham 
Act. 

Background 

The facts of this case are outlined [*3] in detail in 
the court's memorandum opinion on the parties' 
cross-motions for summary judgment. Thus, only a brief 
summary follows here. 

In May of 2014, Concordia acquired the Donnatal® 
line of products ("Donnatal") from PBM 
Pharmaceuticals, Inc. ("PBM"). Donnatal is a line of 
combination phenobarbital and belladonna alkaloid 
("PBA").products that is used as adjunctive therapy in the 
treatment of irritable bowel syndrome ("IBS") and acute 
enterocolitis. Donnatal is available by prescription in 
either tablet or elixir form. 

Donnatal was first introduced in the 1930s, before 
drug manufacturers were required to prove that drugs 
were both safe and effective in order to obtain approval 
by the Food and Drug Administration ("FDA"). Although 
Donnatal products have been approved for safety, the 
FDA has yet to determine their effectiveness. 

For over thirty years, Donnatal faced competition 
from generic PBA products that were pharmaceutically 
equivalent to Donnatal. Beginning in August of 2011, 
manufacturers of the generic versions began to take their 
products off the market. Once the inventories of 
previously manufactured generic products were 
eliminated, Donnatal was the only line of PBA products 
[*4] available for prescription. 

In 2013, Method began making plans to develop and 
market a new product that would be pharmaceutically 
equivalent to Donnatal. The new product was eventually 
named Me-PB-Hyos. Method reached out to Winder 

Laboratories, LLC ("Winder"), which had previously 
developed another product for Method, and expressed an 
interest in having Winder manufacture its Me-PBHyos 
products. Winder and Method agreed on the price that 
Winder would charge for supplying the products, and 
Method issued purchase orders for initial stability tests. 

In March of 2014, Method used publicly-available 
copies of the Donnatal product labels and package inserts 
as templates to create labels and inserts for the 
Me-PB-Hyos products. Method then proceeded to list the 
Me-PB-Hyos products with two pharmaceutical 
databases, Medi-Span and First Databank, which are used 
by members of the pharmaceutical industry to determine 
whether generic substitutes are available for brand name 
products. Method advised the databases that it intended to 
start marketing the Me-PB-Hyos products on June 1, 
2014. Based on the information provided by Method, 
which included the product labels and package inserts, 
the Me-PB-Hyos [*5] products were assigned the same 
Generic Product Identifier ("GPI") as Donnatal. The 
listings also indicated that the Me-PB-Hyos products 
would be available at a lower price. 

Ultimately, after this litigation ensued, Method 
halted its plans to market the Me-PBHyos products, and 
the products were never manufactured by Winder or any 
other company. In mid-October 2014, Medi-Span 
removed the listings for the Me-PB-Hyos products. 
Around the same time, First Databank moved its listings 
for the Me-PB-Hyos products from active listings to 
archived listings. 

After Method's Me-PB-Hyos products were listed 
with Medi-Span and First Databank, Donnatal 
prescriptions and unit sales declined. The parties dispute, 
however, whether the decline in prescriptions and unit 
sales was caused by the listings for the Me-PB-Hyos 
products. 

From January of 2012 to June 2014, the prices of 
Donnatal products increased by over 1,400%. This 
included a 100% increase that Concordia implemented 
after acquiring the rights to Donnatal from PBM. It is 
undisputed that Concordia's profits and profit margin for 
Donnatal tablets and elixir increased after Method's 
Me-PB-Hyos products were listed with the databases. 
However, Concordia [*6] claims that its profits would 
have been even higher if Method had not listed the 
Me-PB-Hyos products and, thus, that it experienced lost 
profits as a result of the listings. 
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Procedural History 

PBM commenced this action against Method on 
April 29, 2014, asserting claims of false advertising and 
unfair competition under the Lanham Act and related 
claims under state law. Following a series of 
amendments, the case is now being pursued against 
Method and Tucker, Method's founder and president, by. 
Concordia. 

( c) the testimony is the 
product of reliable 
principles and methods; 
and 

( d) the expert has 
reliably applied the 
principles and methods to 
the facts of the case. 

Following the completion of discovery, the parties 
filed cross-motions for summary judgment. On March 29, 
2016, Concordia's motion for summary judgment was 
denied and Method's motion for summary judgment was 
granted in part and denied in part. A jury trial on the 
remaining claims under the Lanham Act is scheduled to 
begin on April 18, 2016. 

The case is now before the court on the parties' 
motions to exclude opinions proffered by the opposing 
side's expert witnesses. Method seeks to exclude certain 
opinions of Dr. Brian Reisetter and Ivan Hofmann. 
Concordia seeks to exclude certain opinions of Dr. 
William Fassett and John Wills. Dr. Reisetter and Dr. 
Fassett are pharmacists who were retained [*7] to offer 
opinions regarding the database listings for Method's 
Me-PB-Hyos products. Hofmann and Wills are certified 
public accountants who were retained to offer opinions 
pertaining to damages. 

Standard of Review 

The admissibility of expert witness testimony is 
governed by Rule 702 of the Federal Rules of Evidence. 
The rule provides as follows: 

A witness who is qualified as an expert 
by knowledge, skill, experience, training, 
or education may testify in the form of an 
opinion or otherwise if: 

(a) the expert's scientific, 
technical, or other 
specialized knowledge will 
help the trier of fact to 
understand the evidence or 
to determine a fact in issue; 

(b) the testimony is 
based on sufficient facts or 
data; 

Fed. R. Evid. 702. 

Under this rule, the district court acts as a gatekeeper 
to ensure that an expert's testimony "is not only relevant, 
but reliable." Daubert v. Merrell Dow Pharms., Inc., 509 
U.S. 579, 589, 113 S. Ct. 2786, 125 L. Ed. 2d 469 {I 993). 
"The rule 'requires that the [expert] testimony must be the 
product of reliable principles and methods that are 
reliably applied to the facts of the case."' United States v. 
Wilson, 484 F.3d 267, 274 (4th Cir. 2007) (quoting Fed. 
R. Evid. 702 advisory committee's note). In conducting its 
gatekeeping function, the [*8] court's primary goal is "to 
make certain that an expert, whether basing testimony 
upon professional studies or personal experience, 
employs in the courtroom the same level of intellectual 
rigor that characterizes the practice of an expert in the 
relevant field." Kumho Tire Co. v. Carmichael, 526 U.S. 
137, 152, 119 S. Ct. 1167, 143 L. Ed. 2d 238 (1999). The 
scope of the court's gatekeeping inquiry ultimately 
"depend[s] upon the particular expert testimony and facts 
of the case." EEOC v. Freeman, 778 F.3d 463, 466 (4th 
Cir. 2015) (citing Kumho, 526 U.S. at 150). 

The party proffering the expert testimony has the 
burden of establishing its admissibility by a 
preponderance of the evidence. Daubert, 509 U.S. at 593 
n.10; see also Cooper v. Smith & Nephew, Inc., 259 F.3d 
194, 199 (4th Cir. 2001). In deciding whether a party has 
sustained its burden, the court must focus on the 
principles and methodology employed by the expert 
rather than the expert's ultimate conclusions. Daubert, 
509 U.S. at 595. As the Supreme Court has recognized, 
however, "conclusions and methodology are not entirely 
distinct from one another." General Elec. Co. v. Joiner, 
522 U.S. 136, 146, 118 S. Ct. 512, 139 L. Ed. 2d 508 
(1997). Neither Daubert nor Rule 702 requires the court 
"to admit opinion evidence that is connected to existing 
data only by the ipse dixit of the expert." Id. Instead, the 
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court "may conclude that there is simply too great an 
analytical gap between the data and the opinion 
proffered," and accordingly choose to exclude the 
opinion. Id. 

Of course, "the court need not determ ine [*9] that 
expert testimony a litigant seeks to offer into evidence is 
irrefutable or certainly correct." United States v. 
Moreland, 437 F.3d 424, 431 (4th Cir. 2006). "As with 
all other admissible evidence, expert testimony is subject 
to being tested by ' [ v ]igorous cross-examination, 
presentation of contrary evidence, and careful instruction 
on the burden of proof.' Id. (quoting Daubert, 509 U.S. at 
596). However, because "expert witnesses have the 
potential to be both powerful and quite misleading," the 
court must ensure that any all expert testimony is both 
relevant and reliable. Cooper, 259 F. 3d at 199 (internal 
citations and quotation marks omitted). 

Discussion 

I. Dr. Reisetter 

Concordia retained Dr. Brian Reisetter to offer 
opinions on the market impact and industry consequences 
of Method's submissions to Medi-Span and First 
Databank. Dr. Reisetter is a licensed pharmacist with a 
doctorate in pharmacy administration, who also works as 
a consultant for the pharmaceutical and medical 
industries. He has performed extensive research 
concerning the effects of pharmaceutical database listings 
on the perceptions and behavior of pharmacists and 
doctors. In the instant action, Dr. Reisetter has offered the 
opinion that Method's efforts to list its Me-PB-Hyos 
products with Medi-Span and First Databank "caused 
[* l O] the marketplace to believe that there was an actual 
'generic' or pharmaceutical equivalent for Donnatal 
appropriate for substitution," and that this "set off a series 
of inevitable downstream events in the marketplace that 
adversely affected the number of prescriptions for 
Donnatal filled and units sold, despite no such product 
being available." Reisetter Rep. ~ 1. 

In moving to exclude Dr. Reisetter's opinions on the 
market impact and industry consequences of Method's 
submissions to the pharmaceutical databases, Method 
questions the reliability and relevance of his opinions. 
Specifically, Method argues that Dr. Reisetter was not 
provided with full information regarding "availability 
issues" that were experienced with Donnatal products; 
that Dr. Reisetter improperly utilized Prozac as an 

example to explain how generic substitution occurs when 
a generic drug is linked to a brand drug in a pharmacy 
software system based on the products' GPI code; and 
that Dr. Reisetter improperly relied upon surveys 
conducted in other cases in forming his opinions in the 
instant case. 

Having considered the parties' arguments, the court 
concludes that none of the issues identified by Method 
warrants the [* 11] exclusion of Dr. Reisetter's testimony. 
To the extent Method faults Dr. Reisetter for not 
considering certain discrete "availability issues" that it 
identified during discovery, such as emails indicating that 
some pharmacies had incorrect or outdated National Drug 
Code ("NDC") numbers for Donnatal products, there is 
no indication that these issues were raised during Dr. 
Reisetter's deposition or considered by Method's own 
experts in rendering their opinions. While the availability 
issues identified by Method could arguably affect the 
weight accorded to Dr. Reisetter's testimony, the court is 
unable to conclude that they render his testimony 
inadmissible. Instead, these issues, and any effect that 
they may have on Dr. Reisetter's opinions, can be 
adequately addressed on cross-examination. 

The court also declines to preclude Dr. Reisetter 
from using Prozac to illustrate how generic substitution 
commonly occurs in the pharmaceutical industry. In his 
report, Dr. Reisetter did not suggest that Prozac and 
Donnatal are similarly situated drugs. Instead, he merely 
used Prozac as an example to explain how generic 
substitution occurs when a generic drug is linked to a 
brand drug in a pharmacy [* 12] software system based 
on the information contained in the pharmaceutical 
database listings. Method correctly points out that Prozac 
and the generic versions of fluoxetine are distinguishable 
from the products at issue in this case on a number of 
grounds. However, the court ultimately agrees with 
Concordia that these distinctions go to the weight of Dr. 
Reisetter's testimony regarding generic substitution rather 
than its admissibility. 

Finally, the fact that Dr. Reisetter based his opinions, 
at least in part, on surveys performed in connection with 
other cases or research projects does not justify excluding 
Dr. Reisetter's testimony. While the court may ultimately 
limit the extent to which Dr. Reisetter is permitted to 
reference specific responses to survey questions, the court 
will permit him to offer opinion testimony based on the 
results of the prior surveys. See Fed. R. Evid. 703 ("If 
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experts in the particular field would reasonably rely on 
those kinds of facts or data in forming an opinion on the 
subject, they need not be admissible for the opinion to be 
admitted."). The defendants remain free to cross-examine 
Dr. Reisetter about the particular questions posed in his 
prior surveys, the specific [* 13] populations of 
pharmacists surveyed, and the conclusions that he 
ultimately reached. The defendants are also free to point 
out that Dr. Reisetter's opinions are not based on 
quantitative or qualitative research employed to 
determine actual market behavior in response to the 
particular database listings at issue in this case. However, 
the court will not preclude Dr. Reisetter from offering 
opinions informed by surveys conducted in previous 
cases.2 

2 Because the prior surveys conducted by Dr. 
Reisetter did not account for the actual allegations 
in this case, Method correctly points out that the 
survey results would not support a false 
advertising claim based on a theory of implied 
falsity. See PBM Prods., LLC v. Mead Johnson & 
Co., 639 F.3d 111, 122 (4th Cir. 2011) ("Because 
the surveys failed to account for the actual 
allegations in the case, they failed to provide the 
required evidence of [implied] falsity."). 
Nonetheless, this does not render Dr. Reisetter's 
opimons inadmissible. Concordia's false 
advertising claim does not turn on proof of 
implied falsity. Instead, Concordia maintains that 
Method made literally false statements regarding 
its Me-PB-Hyos products. Moreover, as other 
courts have previously recognized, an expert's 
"data and testimony need not [* 14] prove the 
plaintiffs' case by themselves; they must merely 
constitute one piece of the puzzle that the 
plaintiffs endeavor to assemble before the jury." 
City of Tuscaloosa v. Harcros Chems.,Inc., 158 
F.3d 548, 564-65 (11th Cir. 1998). 

For these reasons, Method's motion to exclude the 
opinions and testimony of Dr. Reisetter will be denied. 

II. Dr. Fassett 

Method retained Dr. William Fassett to review the 
reports from Concordia's experts, and to offer his own 
opinions regarding market conditions applicable to the 
sale of Donnatal products and the effect of the database 
listings for Method's Me-PB-Hyos products. Dr. Fassett 
has been a licensed pharmacist for over 45 years and is a 

professor emeritus of pharmacotheraphy at Washington 
State University. His career has involved the traditional 
practice of pharmacy, as well as pharmaceutical sales and 
marketing, pharmacy management, and advising 
formulary committees with respect to drug coverage 
decisions. Dr. Fassett also sits on the editorial board of 
several peer-reviewed publications related to pharmacy 
and the pharmaceutical industry, and has authored 
peer-reviewed publications relating to drug use review, 
product selection, and computer applications in the 
pharmaceutical industry. 

Concordia seeks to exclude three opinions [* 15] 
expressed in Dr. Fassett's expert report. The first opinion 
challenged by Concordia pertains to drug price increases. 
In his report, Dr. Fassett opined that price increases are 
not uncommon in the pharmaceutical industry; that the 
ultimate reactions of pharmacists and prescribers to price 
increases are generally consistent; and that he would 
expect formularies to eventually exclude Donnatal, and 
prescriptions for Donnatal to ultimately decrease, in 
response to increased prices. Dr. Fassett cited the 
prescription pain reliever Vivomo as an example of this 
principle in operation. Vivomo, like Donnatal, currently 
has no generic equivalent. According to Dr. Fassett's 
report, the manufacturer increased the price of Vivomo 
by over 600%, beginning on January 1, 2014. Subsequent 
to the price increases, Vivomo experienced increased 
sales dollars, fewer prescriptions and unit sales, exclusion 
from formularies, and substitution, "all of which," 
according to Dr. Fassett, "would be expected with 
Donnatal." Fassett Rep.~ 91. 

The second opinion challenged by Concordia is Dr. 
Fassett's opinion that a class review may have affected 
the formulary status of Donnatal. In his report, Dr. Fassett 
explained [* 16] that "low-claim-volume products like 
Donnatal (with an average of between 7,000 and 12,000 
prescriptions per month) may 'fly below the radar' for a 
period of time until the level of expenditure becomes 
significant enough to warrant analysis, or until the 
formulary committee conducts a review of the entire 
therapeutic class." Fassett Rep. ~ 45. During his 
deposition, Dr. Fassett further noted that the entry of new 
drug products into the therapeutic class could trigger a 
class review that potentially affects the formulary status 
of any or all drugs within the class. 

The final opinion challenged by Concordia is Dr. 
Fassett's opinion that he "would not expect a significant 
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degree of loyalty to Donnatal among prescribers or 
pharmacists." Fassett Rep. ,r 84. Because generic versions 
of Donnatal were commercially available for over 30 
years, Dr. Fassett reasoned that "pharmacists and other 
participants in the market for prescription drugs would 
have stopped thinking of Donnatal as a brand drug and 
instead considered it a generic or multi-source product." 
Id. ,r 84. 

Concordia seeks to exclude all three of these 
opinions offered by Dr. Fassett on the ground that they 
are based on mere speculation. [* 17] Having thoroughly 
reviewed Dr. Fassett's report and the applicable portions 
of his deposition, the court is unpersauded. It is clear 
from the record that Dr. Fassett's opinions are derived 
from his decades of experience as a pharmacist, during 
which he dispensed Donnatal and its generic competitors; 
his extensive experience working with formulary 
committees; and his specialized knowledge of how 
formulary committees make coverage determinations. 

The fact that the opinions at issue are based, in large 
measure, on Dr. Fassett's personal experience does not 
preclude him from offering the opinions. "[T]he test of 
Rule 702 expressly contemplates that an expert may be 
qualified on the basis of experience." Wilson, 484 F.3d at 
274 (quoting Fed. R. Evid. 702 advisory committee's 
note). When an expert relies primarily on his own 
experience to render an expert opinion, the court must 
require the witness to "explain how [his] experience leads 
to the conclusion reached, why [his] experience is a 
sufficient basis for the opinion, and how [his] experience 
is reliably applied to the facts." Id. 

Based on the current record, there is substantial 
reason to believe that Dr. Fassett will be able to establish 
a sufficient basis for each of the opinions challenged 
[* 18] by Concordia. Any perceived weaknesses in the 
evidentiary support for Dr. Fassett's opinions can be 
appropriately addressed on cross-examination. 
Accordingly, Concordia's motion to exclude Dr. Fassett's 
opinions will be denied. 

III. Hofmann 

Concordia retained I van Hofmann to analyze and 
quantify the financial damages Concordia experienced as 
a result of the pharmaceutical database listings for 
Method's Me-PBHyos products. Hofmann concluded that 
Donnatal prescriptions and sales would have been higher 
"but for" the listings. Hofmann Rep. ,r 79. He calculated 

lost profit damages based on lost Donnatal prescriptions 
and lost unit sales of Donnatal products. Hofmann 
ultimately opined that Concordia experienced "no less 
than $29.4 million" in lost profits from June 2014 to June 
2015 "due to the listing of Me-PB-Hyos" in the 
pharmaceutical databases. Hofmann Rep. ,r 81. 

After carefully considering Hofmann's report and the 
portions of his deposition testimony provided by the 
parties, the court concludes that Hofmann's opinion 
regarding the amount of lost profit damages incurred by 
Concordia must be excluded. Specifically, the court finds 
that Concordia has failed to establish that Hofmann's lost 
[* 19] profit calculations were "the product of reliable 
principles and methods" that were "reliably applied" to 
the particular facts of this case. Wilson, 484 F.3d at 274. 
The methodology employed by Hofmann in reaching his 
conclusions failed to take into account numerous market 
factors that could have affected Donnatal sales and 
prescriptions, and was based on selectively chosen data 
and unsupported assumptions. 

For instance, Hofmann concluded that the listings for 
Method's Me-PB-Hyos products, which were never 
manufactured or sold, were the sole cause of the 
reduction in Donnatal prescriptions and sales from June 
2014 to June 2015, and that the significant increases in 
the prices of Donnatal products played no role in the 
decline. In determining that Donnatal prescription 
volume is "generally unaffected by price increases," 
Hofmann purportedly considered whether "historical 
price increases" resulted in decreased Donnatal 
prescriptions. Hofmann Rep. ,r,r 48-55. However, he 
limited his analysis to two price increases in 2012, which 
were implemented at a time when existing inventories of 
competing generic products were being eliminated from 
the market. Hofmann completely disregarded a price 
increase that was implemented [*20] in December of 
2013, which was followed by a reduction in prescription 
volume and unit sales. The timing of this particular price 
increase is particularly relevant, since it occurred after 
generic PBA products had been removed from the 
market, but before Method's products were listed with the 
pharmaceutical databases. Nonetheless, it was not 
addressed in Hoffman's analysis of historical price 
increases. Concordia has failed to prove that the selective 
analysis employed by Hofmann in evaluating the effect of 
increased prices was predicated on a scientifically sound 
or reliable methodology. 
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Additionally, in calculating lost profits, Hofmann 
failed to consider numerous other market factors that 
could have contributed to the decline in Donnatal sales 
and prescriptions. For instance, in 2013 and 2014, after 
the price of Donnatal was significantly increased and 
generic versions were no longer available, Donnatal was 
removed from certain health plan formularies. These 
formulary changes were not addressed in Hofmann's 
report. Nor was the impact of newer drugs available for 
the treatment of IBS, which, unlike Donnatal, have been 
approved for effectiveness by the FDA. Likewise, 
Hofmann did not [*21] consider whether sales of 
Donnatal were affected by marketing initiatives or 
pricing strategies utilized by competitors in the IBS 
market. Instead, aside from discussing select price 
increases, Hofmann's report is devoid of any discussion 
of other factors that could have contributed to the lost 
profits that Concordia allegedly experienced during the 
time period at issue. 

The court is convinced that this methodological flaw 
also renders Hofmann's lost profit calculations unreliable. 
See, e.g., MyGallons LLC v. U.S. Bancorp, 521 F. App'x 
297, 307 (4th Cir. 2013) (holding that the district court 
abused its discretion in allowing testimony by a damages 
expert that did not rest on "the requisite 'reliable 
foundation' that was required for such testimony," and 
emphasizing that the expert's projections "ignored 
business realities and relied on sheer speculation"); 
Pharmanetics, Inc. v. Aventis Pharms., Inc., 182 F. App'x 
267, 271 (4th Cir. 2006) (affirming the district court's 
decision to exclude expert testimony on lost sales, where 
the expert assumed that only the defendant's actions 
caused the plaintiffs losses and failed to consider other 
factors that would have caused lost sales); MicroStrategy 
Inc. v. Business Objects, S.A., 429 F.3d 1344, 1355 (Fed. 
Cir. 2005) ( emphasizing that district courts have "the 
responsibility to exclude an expert opinion that overlooks 
factors that render the testimony unreliable and/or [*22] 
speculative"). Even if these other market factors "may not 
have made a difference in the ultimate outcome of his 
analysis," Hofmann's failure to consider them, or to offer 
an explanation for his failure, creates "enough of a doubt 
as to the overall reliability of [his] opinions as to render 
them inadmissible." Smithers v. C&G Custom Module 
Hauling, 172 F. Supp. 2d 765, 771 (E.D. Va. 2000). 

The reliability of Hofmann's lost profits calculations 
is further undermined by the fact that they were based on 
assumptions unsupported by the record. For instance, 

Hofmann assumed that the database listings for Method's 
products had the same effect on the sales of Donnatal 
tablets and elixir. However, this assumption is contrary to 
the very evidence on which Hofmann relied. In his report, 
Hofmann cited extensively to a declaration executed by 
Aaron Hullett, a sales director for Concordia, in which 
Hullett noted that unit sales of Donnatal tablets decreased 
dramatically after Me-PB-Hyos was listed with 
Medi-Span and First Databank. While Hullett went on to 
note that Donnatal is also available as an elixir, he did not 
attempt to attribute the decline in elixir sales to the 
presence of Me-PB-Hyos in the pharmaceutical 
databases. Instead, Hullett acknowledged that "the 
majority [*23] of [elixir] sales are to hospitals, which 
generally do not rely on drug databases for purchasing in 
the same manner as pharmacists." Hullett Dec. 11, 2014 
Deel. ~ 9 ( emphasis added). 

Even though Hullett expressly recognized that the 
database listings for Me-PB-Hyos would have had a 
lesser impact on the sales of Donnatal elixir, Hofmann 
nonetheless included 100% of the decline in sales of 
sixteen ounce bottles of Donnatal elixir in his damages 
calculation. See Hofmann Rep. 31-32 (attributing 17,190 
lost unit sales of elixir to Method). The court agrees with 
Method that Hofmann's failure to account for the 
distinction recognized by Hullett further undermines the 
reliability of Hofmann's lost profit calculations, as does 
his failure to address the fact that sales of Donnatal 
tablets and elixir followed the same trajectory during the 
period of alleged harm. See Tyger Constr. Co. v. 
Pensacola Constr. Co., 29 F.3d 137, 142 (4th Cir. 1994) 
( emphasizing that " [ a ]n expert's opinion as to damages 
must be causally related to the alleged harm" and "should 
be excluded when it is based on assumptions which are 
speculative and are not supported by the record"). 

For these and other reasons cited by Method, the 
court will exclude Hofmann's opinion that Concordia 
suffered "no less [*24] than $29.4 million" in lost profits 
from June 2014 through June 2015 "due to the listing of 
Me-PB-Hyos" in the pharmaceutical databases. Hofmann 
Rep. ~ 81. To the extent Concordia argues that Method's 
criticisms of Hofmann's report go more to the weight of 
his expert testimony than its admissibility, the court 
disagrees. Concordia has simply not met its burden of 
showing that Hofmann's lost profits calculations rest 
upon a sufficient factual basis and a reliable application 
of established principles and methods. Accordingly, his 
opinion as to the total amount of lost profit damages 
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incurred by Concordia must be excluded under Rule 702, 
Daubert, and its progeny.3 

3 As the court noted in ruling on the parties' 
cross-motions for summary judgment, the court's 
decision to limit the opinions offered by Hofmann 
does not necessarily preclude him from testifying 
altogether. His specialized knowledge could still 
assist the jury in other ways, and Concordia may 
present objective data and elicit other factual 
testimony from Hofmann to support its claim for 
damages. 

IV. Wills 

Method retained John Wills as a rebuttal damages 
expert. Wills did not attempt to offer his own opinion 
regarding the amount of damages [*25] suffered by 
Concordia. Instead, he evaluated Hofmann's report and 
ultimately opined that the lost profit damages compiled 
by Mr. Hofmann "are speculative and inconsistent with 
the facts in this case." Wills Rep. 2. 

In light of the court's decision to exclude Hofmann's 
opinion on the amount of lost profit damages incurred by 
Concordia, it appears that Wills' rebuttal opinions are no 
longer relevant and that his attendance at trial may be 

unnecessary. Accordingly, the motion to exclude Wills' 
rebuttal opinions will be dismissed without prejudice. 
Should Method ultimately elect to call Wills as a witness 
and elicit expert opinions from him, the court will revisit 
the admissibility of his opinions. 

Conclusion 

For the foregoing reasons, Method's motion to 
exclude certain opinions of Dr. Reisetter will be denied; 
Concordia's motion to exclude certain opinions of Dr. 
Fassett will be denied; Method's motion to exclude 
Hofmann's opinion on the amount of lost profit damages 
incurred by Concordia will be granted; and Concordia's 
motion to exclude Wills' rebuttal opinions will be 
dismissed without prejudice. 

The Clerk is directed to send copies of this 
memorandum opinion and the accompanying order [*26] 
to all counsel of record. 

DATED: This 13th day of April, 2016. 

Isl Glen E. Conrad 

Chief United States District Judge 
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I, Ivan T. Hofmann, hereby declare as follows. 

I. Introduction 

1. I am over the age of eighteen and otherwise competent to make this 

declaration. 

2. I have been retained as an independent expert on behalf of MYLAN 

PHARMACEUTICALS INCORPORATED ("Mylan" or "Petitioner") for the above- 

captioned inter partes review ("IPR"). 

3. I understand that this IPR involves U.S. Patent No. 8,822,438 (the 

"' 43 8 Patent" or the "Patent-at-Issue").1 MYL Ex. 1001. I understand that Alan H. 

Auerbach and Arie S. Belldegrun are the named inventors and that, according to the 

United States Patent and Trademark Office ("USPTO") records, the '438 Patent is 

currently assigned to JANSSEN ONCOLOGY, INC. ("Janssen" or "Patent Owner"). 

MYL Ex. 1001. 

1 I understand that the Patent Trial and Appeal Board instituted trial in IPR2016- 
00286, captioned Amerigen Pharms. Ltd. (Petitioner) v. Janssen Oncology, Inc. 
(Patent Owner), on May 31, 2016. I also understand that in conjunction with the 
petition, Amerigen filed the declaration of DeForest McDuff dated December 4, 2015 
(the "McDuff Declaration"). I reviewed the McDuff Declaration in forming my 
opmions. 
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4. My company, Gleason IP, a division of Gleason & Associates, P.C. 

("Gleason"), has been retained by Perkins Coie LLP on behalf of Mylan to evaluate 

aspects of commercial success, from an economic perspective, as it pertains to Zytiga 

( abiraterone acetate) and the '43 8 Patent. Gleason is being compensated for the work 

performed on this engagement based on the time incurred by me at a rate of $43 5 per 

hour and by other Gleason personnel, working at my direction and under my 

supervision, at rates ranging from $95 to $275 per hour. Our compensation is not 

affected by the outcome of this case. 

5. In formulating my opinions, I have considered all documents cited in this 

declaration. I have included a list of these documents in Attachment A-1 to this 

declaration. This declaration summarizes my current opinions, which are subject to 

change depending upon additional information and/or analysis. I reserve the right to 

supplement this declaration in response to any opinions of experts on behalf of the 

Patent Owner and/or as additional information becomes available. 

II. Qualifications 

6. I am a Managing Director at Gleason, which is an economic, accounting, 

and financial consulting firm that provides services primarily in the areas of Valuation, 

Litigation Support, Intellectual Property, Forensic Accounting and Financial 
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Reorganization. I am the leader of the Intellectual Property Practice. Prior to joining 

Gleason, I worked for the global firm of Deloitte & Touche, LLP. 

7. I graduated magna cum laude from the University ofNotre Dame in 1994 

with a Bachelor of Business Administration degree and a double major in Economics 

and Accounting. I am a Certified Public Accountant ("CPA"). I am also Certified in 

Financial Forensics ("CFF"). I am a member of the Licensing Executives Society 

("LES") and have received my Certified Licensing Professional ("CLP") designation, 

which is granted by the LES to professionals with demonstrated knowledge and 

experience in the areas of intellectual property and licensing. I have attended and 

instructed numerous continuing education seminars since the completion of my formal 

education and have been a speaker on numerous occasions on a variety of financial, 

economic, accounting, and valuation topics. I have presented to various bar 

associations and organizations on the issues of intellectual property, financial damages, 

valuation, financial statement analysis, and other topics. 

8. I have extensive knowledge and experience in the areas of economic and 

market analysis as it relates to litigation matters. My experience in intellectual property 

matters includes the valuation of intellectual property, analysis of objective indicia of 

nonobviousness, market analysis involving product performance, the determination of 

damages associated with patent infringement and other intellectual property (including 
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lost profits, disgorgement, and reasonable royalty, as applicable), consideration of 

irreparable harm, analysis of Panduit Factors related to demand for patented features, 

and market analysis of non-infringing alternatives. I have analyzed damages claims in 

trademark infringement, false advertising, and other cases involving the Lanham Act. 

I have experience in a broad range of industries, including pharmaceuticals, 

manufacturing, technology, healthcare, communications, construction, extractive, and 

other industries. 

9. My work expenence includes litigation support and consulting 

engagements with a variety of pharmaceutical and biologics companies. In my work 

in the pharmaceutical industry, I have performed financial and economic analysis for 

over one hundred prescription pharmaceutical products, including virtually every 

major therapeutic class of drugs. I have been asked to study and analyze objective 

indicia of nonobviousness (including commercial success and nexus), consider claims 

of irreparable harm, determine and quantify damages, perform product pipeline 

consulting, and assist with licensing and settlement discussions. 

10. In the course of my work in providing consulting and expert services, I 

regularly analyze and review data for the pharmaceutical industry, including IMS 

Health Services, Inc. ("IMS"), Symphony Health Solutions, and other information 

service providers. I am knowledgeable regarding the role of pharmaceutical databases 
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such as First Databank, Medispan, Gold Standard, and other information sources in the 

fulfillment of prescriptions. I am also knowledgeable regarding the process of 

prescription writing, fulfillment, and generic substitution in the pharmaceutical 

industry. I have analyzed data and information and testified as an expert witness 

numerous times in matters involving the pharmaceutical industry and the role of brand 

versus generic competition. I have been qualified as an expert witness in 

pharmaceutical economics and specifically to address the issues of commercial success 

and nexus on numerous occasions by various federal courts and institutions. 

11. I have been engaged by the US PTO and Office of the Solicitor as an expert 

to analyze and testify on issues involving objective indicia of nonobviousness, 

including commercial success and nexus related to proceedings in which both the 

Honorable David Kappos, Under Secretary of Commerce for Intellectual Property and 

former Director of the US PTO, and the Honorable Michelle Lee, in her official capacity 

as Under Secretary of Commerce for Intellectual Property and Director of the USPTO, 

were defending the USPTO's denial of certain patent applications. 

12. I also have extensive experience in analyzing, calculating, and 

determining damages and other financial and economic issues in various dispute 

settings. I have been designated as a testifying expert in federal and state courts, 

Delaware Chancery Court, the United States International Trade Commission, and on 
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matters before various domestic and international arbitration panels. I have analyzed 

damages involving intellectual property disputes, breach of contract claims, 

shareholder disputes, insurance recovery, class actions, and others. I also have 

expenence assessmg claims of irreparable harm in connection with temporary 

restraining order and preliminary injunction hearings, and determining whether 

financial damages are calculable. My full curriculum vitae is included as Attachment 

A-2. 

III. Case Background 

A. Prostate Cancer 

13. I understand that prostate cancer occurs in the male prostate, a small gland 

"that produces the seminal fluid that nourishes and transports sperm. "2 "Prostate cancer 

is one of the most common types of cancer in men,"3 with a one-in-seven lifetime risk 

2 I am not an oncologist or urologist. I cite my understandings to technical issues and 
various sources for those technical understandings as identified throughout this 
declaration. MYL Ex. 1051, Mayo Clinic Website, Prostate cancer, 
http://www.may oclinic. org/ diseases-conditions/prostate- 
cancer/basics/ definition/con-20029597?p= 1 ("Mayo Clinic") ( accessed 6/28/2016). 

3 MYL Ex. 1051 (Mayo Clinic). 
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of being diagnosed. 4 In recent years, estimates for prostate cancer indicate nearly 

181,000 new cases and more than 26,000 deaths annually in the U.S. alone.5 

14. I understand that patients diagnosed with prostate cancer may undergo a 

variety of treatment options, including: (1) active surveillance (i.e., no action taken until 

disease progresses); (2) radiation therapy (i.e., using "high-powered energy to kill 

cancer cells") and surgical removal of the prostate; (3) chemotherapy (i.e., using drugs 

to kill cancer cells); ( 4) hormone therapy ( e.g., interrupting production of testosterone 

to kill or slow growth of cancer cells); and (5) other treatments such as cryosurgery 

( e.g., freezing tissue to kill cancer cells) and immunotherapy ( e.g., genetically 

engineering immune cells to kill cancer cells).6 

15. Castrate-resistant prostate cancer ("CRPC") refers to prostate cancer that 

is able to grow despite usage of treatments lowering androgen production.7 Metastatic 

castrate-resistant prostate cancer ("mCRPC") refers to CRPC that has metastasized 

4 MYL Ex. 1041, Cancer.org (ACS), "What are the key statistics about prostate 
cancer?" http://www.cancer.org/cancer/prostatecancer/detailedguide/prostate 
cancer-key-statistics ("ACS") ( accessed 6/28/2016). 

5 MYL Ex. 1041 (ACS). 
6 MYL Ex. 1051 (Mayo Clinic). 
7 MYL Ex. 1040, Cancer.net (ASCO Patient Website), Treatment of Metastatic 

Castration-Resistant Prostate Cancer, http://www.cancer.net/research-and 
advocacy /asco-care-and-treatment-recommendations-patients/treatment-metastatic 
castration-resistant-prostate-cancer ("ASCO") ( accessed 6/28/2016). 
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, . 
beyond the prostate into other parts of the body.8 Studies have found that approximately 

10 percent to 20 percent of patients with prostate cancer develop CRPC within five 

years of follow-up.9 Among these patients, at the time of CRPC diagnosis, at least 84 

percent would already have mCRPC, and of the remaining non-metastatic patients at 

the time of diagnosis, 33 percent would develop mCRPC within two years.!? 

B. Zytiga (abiraterone acetate) 

16. Zytiga (abiraterone acetate) is a CYPl 7 inhibitor indicated in combination 

with prednisone for the treatment of mCRPC.11 Zytiga works by interrupting androgen 

production (including, for example, testosterone) in the testes, adrenal glands, and 

tumor.12 Zytiga is a type of hormone therapy .13 

17. Zytiga's label indicates a recommended dose of 1,000 mg (via four 250- 

mg tablets) administered orally once-daily in combination with 5 mg prednisone 

8 MYL Ex. 1040 (ASCO). 
9 MYL Ex. 1050, Kirby, M., C. Hirst, and E.D. Crawford (2011), "Characterising the 

Castration-Resistant Prostate Cancer Population: A Systematic Review," Int'l J. 
Clinical Practice 65(11 ): 1180-1192, at 1180 ("Kirby"). 

10 MYL Ex. 1050 (Kirby) at 1180. 
11 MYL Ex. 1065, Zytiga Label, 5/20/2015, at 1. 
12 MYL Ex. 1066, Zytiga Website, How Zytiga® ( abiraterone acetate) Works, 
https://www.zytiga.com/print/about-zytiga/how-zytiga-works ("Zytiga Website") 
( accessed 6/28/2016). 

13 MYL Ex. 1051 (Mayo Clinic). 
MYL Ex. 1066 (Zytiga Website). 
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administered orally twice daily .14 The FDA initially approved Zytiga in April 2011 

with an indication limited to patients whose prostate cancer progressed after treatment 

with docetaxel, a chemotherapy drug.15 In December 2012, the FDA approved Zytiga 

for treatment of patients with or without prior chemotherapy treatment.16 

C. The '438 Patent 

18. The '43 8 Patent, entitled "Methods and Compositions for Treating 

Cancer," was filed on February 24, 2011, and issued on September 2, 2014.17 The 

abstract reads as follows: 18 

Methods and compositions for treating cancer are described herein. 
More particularly, the methods for treating cancer comprise 
administering a 17a-hydroxylase/Cl 7,20-lyase inhibitor, such as 
abiraterone acetate (i.e., 3 P-acetoxy-17-(3-pyridyl)androsta-5, 16- 
diene ), in combination with at least one additional therapeutic agent 
such as an anti-cancer agent or a steroid. Furthermore, disclosed 
are compositions comprising a 17a-hydroxylase/Cl 7,20-lyase 
inhibitor, and at least one additional therapeutic agent, such as an 
anti-cancer agent or a steroid. 

14 MYL Ex. 1065 (Zytiga Label) at 1. 
15 MYL Ex. 1046, FDA Website, Drugs@FDA- Zytiga, 
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm?fuseaction=Searc 
h.DrugDetails (accessed 6/28/2016); MYL Ex. 1045, FDA News Release, "FDA 
expands Zytiga's use for late-stage prostate cancer," 12/10/2012, 
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm331492.ht 
m (accessed 6/30/2016) ("FDA News Release"). 

16 MYL Ex. 1065 (Zytiga Label) at 1; MYL Ex. 1045 (FDA News Release). 
17 MYL Ex. 1001 ('438 patent). 
18 MYL Ex. 1001 ('438 patent). 
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19. Independent claim 1, the only independent claim, reads as follows: "A 

method for the treatment of prostate cancer in a human comprising administering to said 

human a therapeutically effective amount of abiraterone acetate or a pharmaceutically 

acceptable salt thereof and a therapeutically effective amount of prednisone."19 

D. Prosecution of the '438 Patent 

20. I understand that the application from which the '438 Patent issued was 

filed on February 24, 2011, and the '438 Patent issued on September 2, 2014.20 During 

that period, I understand that Johnson & Johnson ("J&J") and related parties 

corresponded with the USPTO regarding the patentability of the presented claims. 21 In 

particular, I understand that the USPTO rejected the presented claims several times on 

the grounds of obviousness and double patenting, but ultimately allowed 20 claims 

based on "unexpected commercial success of the launch of the drug" and withdrawal of 

a co-pending patent application. 22 

19 MYL Ex. 1001 ('438 patent). 
20 MYL Ex. 1001 ('438 patent). 
21 For brevity, I typically refer to these related entities, collectively, as J&J. 
22 MYL Ex. 1013 ('438 Patent Prosecution History July 3, 2013 Notice of 
Allowance) at 2-3; MYL Ex. 1039 ('438 Patent Prosecution History September 11, 
2012 Office Action) at 1-6. 
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IV. The Definitions of Commercial Success and Nexus Relative to Objective 
Indicia of N onobviousness 

21. It is my understanding that "commercial success" is a legal construct that 

has been established through case law. Analysis of commercial success is premised on 

the concept that if a product is economically successful, it may provide objective 

evidence of nonobviousness. 

22. I also understand that courts have found that commercial success may not 

provide objective indicia of nonobviousness for asserted claims of patents where the 

underlying product ( or in the case of pharmaceuticals, the underlying compound) is 

protected by a patent and/or regulatory exclusivity that prevents competition in the 

market. Similarly, I understand that the existence of blocking patents disincentivizes 

others from pursuing a solution to a market demand if the solution would infringe a 

blocking patent. 

23. I further understand that the commercial success of the product must be 

attributable to the alleged novel features of the claimed invention. I understand this to 

mean that, to support a finding of nonobviousness, any alleged commercial success 

requires that the success of the claimed product must have resulted from the merits of 

the claimed invention as opposed to the prior art or other extrinsic factors. In other 

words, there must be a causal correlation, or "nexus," between the unique merit of the 

claimed invention and the success of the product. I also understand that if purported 
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commercial success is due to an element in the prior art, no nexus exists. In essence, I 

understand that if the feature that drives the purported commercial success was known 

in the prior art, such success is not pertinent. 

V. The Performance of Zytiga Does Not Provide Objective Indicia of 
Nonobviousness of the '438 Patent Due to the Existence of a Blocking 
Patent 

24. The performance of Zytiga fails to provide objective indicia of 

nonobviousness of the claims of the '43 8 Patent because no other company had an 

ability to commercialize a pharmaceutical product containing the compounds both 

before and after the filing date of the '43 8 Patent because of patent exclusivities, as 

discussed below. A blocking patent is one that effectively blocks others from making, 

selling, or using a product without use of that patent. 23 

25. U.S. Patent No. 5,604,213 (the '"213 Patent"), entitled "17-Substituted 

Steroids Useful in Cancer Treatment," describes the abiraterone compound and 

methods for treating an androgen-dependent or estrogen-dependent disorder using that 

23 See, e.g., MYL Ex. 1054, Murphy et al. (2012), Patent Valuation: Improving 
Decision Making through Analysis, Wiley, at 102. ("A blocking patent is a patent 
that blocks a rights holder on a different patent from exploiting the different 
patented invention without a license to the blocking patent."). 
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compound.24 According to the FDA's Orange Book, a publication where companies 

list patents that are asserted to cover pharmaceutical products, the '213 Patent has been 

alleged to cover Zytiga.25 The application from which the '213 Patent issued was filed 

in 1994 and the '213 Patent issued in 1997, long before the earliest filing date to which 

'438 Patent claims priority: the date of its provisional patent application filed in 2006.26 

According to the FDA, the '213 Patent is expected to expire in December 2016.27 

26. The '213 Patent is a blocking patent covering Zytiga and thus creates 

economic and legal barriers to commercially launching products containing abiraterone. 

This, in tum, creates a disincentive for potential competitors to research and develop 

abiraterone and the claimed '438 Patent subject matter due to the inability to 

commercialize an abiraterone-containing product. From an economic perspective, the 

existence of a blocking patent that prevents others from making, selling, or using an 

abiraterone product would provide companies limited economic incentives to develop 

the invention claimed in the '43 8 Patent. 

24 MYL Ex. 1005 ('213 patent); MYL Ex. 1036 ('438 Patent Prosecution History 
February 24, 2011 Initial Application) at 7, 10. 

25 MYL Ex. 1047, FDA Website, Orange Book, Zytiga (NDA 202379), 
http://www.accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm?Appl_ 
N 0=2023 79&Product_ N o=OO 1 &table 1 =OB_ Rx ("Orange Book") ( accessed 
6/30/2016). 

26 MYL Ex. 1001 ('438 patent). 
27 MYL Ex. 1047 (Orange Book). 
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27. I understand that courts have found that, in the presence of blocking rights, 

existence of commercial success provides little probative value on whether a claimed 

technology is obvious.28 

28 MYL Ex. 1053, Merck & Co. v. Teva Pharms. USA, Inc., 395 F.3d 1364, 1376-77 
(Fed. Cir. 2005) ("Commercial success is relevant because the law presumes an 
idea would successfully have been brought to market sooner, in response to market 
forces, had the idea been obvious to persons skilled in the art ... .In this case Merck 
had a right to exclude others from practicing the weekly-dosing of alendronate 
specified in claims 23 and 3 7, given ( 1) another patent covering the administration 
of alendronate sodium to treat osteoporosis, U.S. Pat. No. 4,621,077 (issued Nov. 
4, 1986); and (2) its exclusive statutory right, in conjunction with FDA marketing 
approvals, to offer Fosamax at any dosage for the next five years. Because market 
entry by others was precluded on those bases, the inference of non-obviousness of 
weekly-dosing, from evidence of commercial success, is weak."); MYL Ex. 1057, 
Syntex (U.S.A.) LLC v. Apotex, Inc., 407 F.3d 1371, 1383 (Fed. Cir. 2005) ("[A] 
high degree of commercial success permits the inference that others have tried and 
failed to reach a solution. In Merck, we held that evidence of commercial success 
resulted in a particularly weak inference because prior art patents prevented others 
from competing to reach the solution embodied in the claims at issue."); MYL Ex. 
1048, Galderma Labs., L.P. v. To/mar, Inc., 737 F.3d 731, 740-41 (Fed. Cir. 2013) 
("Where 'market entry by others was precluded [ due to blocking patents], the 
inference of non-obviousness of [the asserted claims], from evidence of 
commercial success, is weak.' This principle applies forcefully to the present case. 
The now expired Shroot patents blocked the market entry of 0.3% adapalene 
products until their expiration in 2010, long after Galderma invented 0.3% 
adapalene compositions of the asserted claims. As such, no entity other than 
Galderma could have successfully brought to 0.3% to market prior to 2010. Like 
the commercial success described in Merck & Co., the commercial success of 
Differin® Gel, 0.3% is of 'minimal probative value."'). 
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28. Based on my analysis from an economic perspective, the existence of the 

'213 Patent prevents the performance of Zytiga from providing objective evidence of 

nonobviousness of the '43 8 Patent. 

VI. The Performance of Zytiga Does Not Provide Objective lndicia of 
Nonobviousness of the '438 Patent because There is No Nexus between the 
Performance of Zytiga and the Claims of the '438 Patent 

29. As explained above, commercial success is only informative on 

nonobviousness of a particular invention if there is a demonstrated nexus between that 

purported success and the alleged invention. However, I am not aware of any evidence 

provided during patent prosecution regarding nexus to the '43 8 Patent and the 

performance of Zytiga. By contrast, several factors indicate a lack of nexus between 

the alleged invention claimed in the '43 8 Patent and the performance of Zytiga. 

30. As explained below, the performance of Zytiga can be attributed to factors 

that I understand are not claimed by the '43 8 Patent and were previously known. 

Specifically, I understand the claims of the '43 8 Patent do not cover (1) the individual 

compounds abiraterone acetate or prednisone or (2) the method using combinations of 

drugs for the treatment of patients with prostate cancer. As a result, there is no evidence 

that Zytiga sales are due to the benefits of the combination of abiraterone and 

prednisone, rather than the sum of the benefits of each component individually. 

Furthermore, I understand that the use of the specific glucocorticoid prednisone has not 
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been shown to have incremental benefit over other glucocorticoid steroids, which I 

understand are not covered by the '438 Patent.29 

31. As discussed above, I understand that the compound that is the active 

ingredient in Zytiga, abiraterone acetate, is alleged to be covered by the '213 Patent, not 

the '438 Patent." I understand that during patent prosecution, J&J provided no 

evidence or meaningful analysis indicating that any alleged success was due to 

contribution of the technology claimed in the '438 Patent versus the '213 Patent. 

32. Furthermore, I understand from Dr. Garnick' s Declaration that the 

methods of treating patients with combinations of drugs are known and common in the 

marketplace for cancer treatment. For example, I understand that other CYP 17 

inhibitors, such as ketoconazole, were previously used to treat prostate cancer before 

abiraterone acetate and that it was standard practice to co-administer hydrocortisone or 

prednisone with ketoconazole to address common side effects like hypertension, 

hypokalemia, and fluid retention.31 Similarly, dosing information for Jevtana 

( cabazitaxel; approved before J&J filed the NDA for Zytiga), a chemotherapy drug 

29 MYL Ex. 1002 (Declaration of Marc B. Garnick, M.D. ("Garnick Deel.")) ,r 79. 
30 MYL Ex. 1047 (Orange Book). 
31 MYL Ex. 1002 (Garnick Deel.) ,r,r 33, 42; MYL Ex. 1064 (Zytiga Brochure, 
Putting Prednisone in Perspective, 3/2015). 
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administered to cancer patients, 1s indicated with concurrent administration of 

prednisone. 32 

33. Given the '438 Patent does not claim the compounds or the general 

methods of treating patients with combinations of drugs, there is no evidence that the 

performance of Zytiga is due to the benefits of the combination of abiraterone and 

prednisone. For example, the US PTO examiner indicated that abiraterone and 

prednisone were known to be individually effective for the treatment of prostate 

cancer. 33 Yet J &J did not assert during patent prosecution that the performance of 

Zytiga was attributable to purported benefits of the combination beyond the known 

benefits of each treatment. I understand that Dr. Garnick is of the opinion that there are 

"no unexpected anti-cancer synergies resulting from co-administering abiraterone and 

prednisone" and that the sales of Zytiga are not the result of any unexpected synergies. 34 

34. Furthermore, I understand that the use of the specific glucocorticoid 

prednisone has not been shown to have incremental benefit over other glucocorticoid 

steroids. I understand from Dr. Gamick's declaration that, from a clinical perspective, 

32 MYL Ex. 1049, Jevtana Website, Dosing and Administration, 
http://www.jevtana.com/hcp/dosing/default.aspx (accessed 6/28/2016). 

33 MYL Ex. 1011('438 Patent Prosecution History, March 4, 2013 Office Action) at 
1-6. 

34 MYL Ex. 1002 (Garnick Deel.) ,r,r 92-93. 
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the use of another glucocorticoid such as hydrocortisone, rather than prednisone, would 

be expected to be just as effective as prednisone in enhancing the tolerability of 

abiraterone administration. 35 I further understand that, from a medical perspective, 

treatments combining prednisone with other drugs have been known to be effective, and 

that the additional benefit from the combination has not been tested, but is not expected 

to result in any significant enhancement of anti-cancer effects.36 Since no studies have 

compared the administration of abiraterone acetate plus prednisone with the 

administration of abiraterone acetate alone, the addition of prednisone (i.e., the alleged 

incremental contribution of the '438 Patent over the '213 Patent) has not been shown to 

have any additional benefit beyond increasing the tolerability of the treatment, which 

was already a known benefit of prednisone.37 Similarly, during prosecution of the '438 

Patent, the USPTO examiner determined that the alleged presence of "unexpected 

results because abiraterone plus prednisone being more effective than prednisone alone" 

was fully considered and found unpersuasive in originally denying J &J's patent 

application. 38 

35 MYL Ex. 1002 (Garnick Deel.) ,r,r 79-80. 
36 MYL Ex. 1002 (Garnick Deel.) ,r,r 78- 79, 83, and 92. 
37 MYL Ex. 1002 (Garnick Deel.) ,r,r 78-79, 83, and 92. 
38 MYL Ex. 1011 ('438 Patent Prosecution History, March 4, 2013 Office Action) at 

1-6. 
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VII. The Performance Metrics for Zytiga Presented During the Prosecution of 
the '438 Patent are Misleading and Incomplete 

3 5. As explained above, the US PTO cited "unexpected commercial success of 

the launch of the drug" as a basis for nonobviousness in granting the '438 Patent. Based 

upon documents at the time of the prosecution, the USPTO was presented with 

information about the commercial performance of Zytiga on a patient-share basis and 

relative to other oral cancer drugs. The information provided to the USPTO was 

misleading and incomplete for the reasons I describe below. 

36. I am not aware of J&J providing the USPTO with any expectations or 

perceptions of expected commercial success of Zytiga by the broader market prior to 

launch. Instead, J&J relied exclusively on measures of actual Zytiga sales, including 

arguments based on early sales as of 2012 that were rejected by the USPT039 and 

arguments based on sales to date through April 2013 .40 Without a baseline for 

expectations, the term "unexpected" is misplaced. 

37. An example of the misleading and incomplete performance metrics 

presented during patent prosecution is the information regarding Zytiga' s "almost 70% 

39 MYL Ex. 1008 ('438 Patent Prosecution History, July 3, 2012 Response) at 1-4; 
MYL Ex. 1039 ('438 Patent Prosecution History, September 11, 2012 Office 
Action) at 1-6. 

40 MYL Ex. 1012 ('438 Patent Prosecution History June 4, 2013 Response) at 7-8. 
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market share," and Zytiga's "market lead[ing]" position for post-chemo patients.41 

Indeed, Zytiga is approved for both pre- and post-chemo patient populations. As such, 

these statements are misleading by improperly focusing on the significantly smaller 

post-chemo patient population rather than providing Zytiga' s share of the broader 

relevant markets. Because the pre-chemo patient population is roughly three times the 

size of the post-chemo population, 42 J &J's references to each individual patient 

population masks Zytiga's overall patient share among all mCRPC patients. Based on 

the ratio of post-chemo to pre-chemo patients, J&J's reported shares of 57 percent 

within post-chemo and 20 percent within pre-chemo as of April 201343 provide an 

overall patient share of 29 percent within all mCRPC patients.44 Furthermore, since 

only about 10 percent to 20 percent of all prostate cancer patients develop CRPC ( and 

many of these patients will have or will develop mCRPC),45 a reasonable estimate of 

Zytiga's share amongst prostate cancer patients is approximately 3 percent to 6 

percent.46 In other words, accurately placing Zytiga use within its proper market context 

41 MYL Ex. 1012 ('438 Patent Prosecution History June 4, 2013 Response) at 7-8. 
42 MYL Ex. 1012 (' 43 8 Patent Prosecution History June 4, 2013 Response) at 
"Zytiga®: Most Successful Oral Oncology Launch in History," in Pharmaceuticals 
Commercial Overview PowerPoint, 11. 

43 MYL Ex. 1012 ('438 Patent Prosecution History June 4, 2013 Response) at 7-8. 
44 57% X (1/4) + 20% X (3/4) = 29.25%. 
45 MYL Ex. 1050 (Kirby) at 1180. 
46 29% x 10% = 2.9% and 29% x 20% = 5.8%. 
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indicates a significantly lower patient share than the ones proffered by J &J to the 

USPTO. 

38. Another example of the incomplete performance metrics presented during 

the '43 8 Patent prosecution is the claim that Zytiga is the "the most successful oral 

oncology launch in history. "47 This is incomplete in light of non-oral cancer drugs with 

even greater sales. For example, there are at least nine non-oral cancer drugs with 

annual worldwide sales substantially exceeding Zytiga ( abiraterone, $2.2 billion), such 

as Rituxan (rituximab, $7.4 billion), Avastin (bevacizumab, $6.8 billion), and Herceptin 

(trastuzumab, $6.7 billion). See Attachment B-1. 

* * * * * * * 

47 MYL Ex. 1012 ('438 Patent Prosecution History June 4, 2013 Response) at 7. 
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3 9. I hereby declare that all statements made herein of my own know ledge are 

true and that all statements made on information and belief are believed to be true. 

Respectfully submitted, 

Ivan T. Hofmann, CPA/CFF, CLP 

Dated: June 30, 2016 
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Attachment A-1 
Materials Reviewed 

Declarations 

MYL Ex. 1002: Declaration of Marc B. Garnick, M.D. 

Patents 
MYL Ex. 1005: U.S. Patent No. 5,604,213, 17-Substituted Steroids Useful in Cancer 
Treatment (filed 9/30/1994, issued 2/18/1997). 
MYL Ex. 1001: U.S. Patent No. 8,822,438, Methods and Compositions for Treating 
Cancer (filed 2/24/2011, issued 9/2/2014).. 

'438 Patent Prosecution Documents 
MYL Ex. 1008: File history, Applicant Response, 7/3/2012 
MYL Ex. 103 6: Initial Application, 2/24/2011. 
MYL Ex. 1039: USPTO Action, 9/11/2012. 
MYL Ex. 1011: USPTO Action, 3/4/2013. 
MYL Ex. 1012: Applicant Response, 6/4/2013. 
MYL Ex. 1013: USPTO Action, 7/3/2013. 

Research materials 
MYL Ex. 1040: Cancer.net (ASCO Patient Website), Treatment of Metastatic 
Castration-Resistant Prostate Cancer, http://www. cancer .net/research-and 
advocacy / asco-care-and-treatment-recommendations-patients/treatment-metastatic 
castration-resistant-prostate-cancer ( accessed 6/28/2016). 
MYL Ex. 1041: Cancer.org (ACS), "What are the key statistics about prostate 
cancer?" 
http://www.cancer.org/cancer/prostatecancer/detailedguide/prostatecancerkeystatistic 
s (accessed 6/28/2016). 
MYL Ex. 1045: FDA News Release, "FDA expands Zytiga's use for late-stage 
prostate cancer," 12/10/2012, 
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm331492.htm. 
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MYL Ex. 1046: FDA Website, Drugs@FDA- Zytiga, 
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm?fuseaction=Search. 
DrugDetails ( accessed 6/28/2016). 

MYL Ex. 1047: FDA Website, Orange Book, Zytiga (NDA 202379), 
http://www.accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm?Appl_No=2023 
79&Product_No=001&tablel =OB_Rx (accessed 6/30/2016). 

MYL Ex. 1048: Galderma Labs., L.P. v. To/mar, Inc., 737 F.3d 731, 740-41 (Fed. 
Cir. 2013). 
MYL Ex. 1049: Jevtana Website, Dosing and Administration, 
http://www.j evtana. com/hep/ dosing/ default. aspx ( accessed 6/28/2016). 
MYL Ex. 1050: Kirby, M., C. Hirst, and E.D. Crawford (2011), "Characterising the 
Castration-Resistant Prostate Cancer Population: A Systematic Review," Int'l J. 
Clinical Practice 65(11 ): 1180-1192. 
MYL Ex. 1051: Mayo Clinic Website, Prostate cancer, 
http://www.mayoclinic.org/ diseases-conditions/prostate-cancer/basics/ definition/ con- 
20029597?p= 1 (accessed 6/28/2016). 
MYL Ex. 1053: Merck & Co., Inc. v. Teva Pharms. USA, Inc., 395 F.3d 1364, 1376- 
77 (Fed. Cir. 2005). 
MYL Ex. 1054: Murphy, W.J., J.L. Orcutt, and P.C. Remus (2012), Patent 
Valuation: Improving Decision Making through Analysis, Hoboken, NJ: Wiley. 
MYL Ex. 1055, PMLiVE Website, "Top 50 Pharmaceutical Products by Global ' 
Sales," 
http:/ /www.pmlive.com/top _pharma _list/Top _50 _pharmaceutical _products_ by _glob 
al_sales (accessed 6/30/2016) 
MYL Ex. 1057: Syntex (US.A.) LLC v. Apotex, Inc., 407 F.3d 1371, 1383 (Fed. Cir. 
2005). 
MYL Ex. 1064: Zytiga Brochure, Putting Prednisone in Perspective, 3/2015. 
MYL Ex. 1065: Zytiga Label, 5/20/2015. 
MYL Ex. 1066: Zytiga Website, How Zytiga® (abiraterone acetate) Works, 
https:/ /www .zytiga.com/print/about-zytiga/how-zytiga-works ( accessed 6/28/2016). 
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Ivan T. Hofmann, C.P.A., C.F.F., C.L.P. 
Curriculum Vitae 

Attachment A-2 

Professional History 

Gleason IP, a division of Gleason & Associates, P. C - Managing Director/Shareholder 2006 to Present 

Ivan Hofmann 1s a managmg director and shareholder at Gleason IP. He has years of professional expenence 
with a deep specialization in complex intellectual property matters .. Mr. Hofmann's IP expertise includes 
extensive litigation support and testifying experience in quantifying financial damages related to patent 
infringement and other intellectual property issues, as well as breach of contract clauns, class action law suits and 
other litigation-related matters. His expenence includes usmg statistical, financial, and economic analysis and 
models related to various technical issues. He provides value-added services in all phases of litigation in various 
capacities, including assistance with discovery, depositions, expert opinions, and testimony during trial. 

Mr. Hofmann's experience with intellectual property matters includes false adverusing cases, theft of trade 
secrets, and trademark infnngement matters. He has performed analysis of irreparable harm 111 prelurunary 
injunction hearings and regularly performs analysis of commercial success in connection with secondary 
considerations of nonobviousness. Mr. Hofmann has experience with intellectual property issues in numerous 
industries, including extensive experience 111 the pharmaceutical industry. 

~\.s a Certified Licensing Professional (CLP), Mr. Hofmann has demonstrated knowledge and experience in 
analyzing license agreements and royalty terms. He assists compa111es 111 licensing negotiations with economic 
analysis 111 licensing agreements. He also has performed royalty audits on behalf of universities and corporations. 
Mr. Hofmann's extensive knowledge of licensing is useful in his analysis of reasonable royalties 111 patent 
infringement cases. 

Also, Mr. Hofmann has experience 111 the areas of accounting, auditing, forensic accounting, fraud 111vest1gat1ons 
and due diligence work. He has been involved in matters in state and federal courts, as well as domestic and 
mternational arbitration and other forums for dispute resolution. His experience includes matters with public and 
private comparues in a broad range of industries including pharmaceuticals, communications, health care, 
manufacturing, retail, oil and gas, coal, utilities, land development, hospitality, and others. 

Deloitte & Touche LLP- Senior Manager 1994-2006 

Mr. Hofmann was a seruor manager with the global firm of Deloitte & Touche LLP 111 the Forensic and Dispute 
Services and Assurance and .,.\.dvisory services departments. He served numerous clients 111 various industries 
rangmg in size from small, privately held comparnes to large, multi-national Fortune 500 comparues. 

Education and Certification 

Bachelor of Business _\.dmirustratlon, double major 111 Accounung and Economics, A1ag11a Cum Lt111de, 
Unrversity of Notre Dame, 1994 

Certified Public ,\.ccountant, Pennsylvania 1996 
Certified in Financial Forensics, 2008 
Certified Licensing Professional 2010 

Professional and Business Affiliations 

American Institute of Certified Public Accountants, Member 
Pennsylvarua Institute of Certified Public Accountants, Member 
Licensing Executives Society, Member 

Civic Affiliations 

otre Dame Club of Pittsburgh 

Gleason IP. a division of Glcascn & Associates, P.C. One Gateway Center, Suite 525 420 Fort Duquesne Boulevard Pittsburgh, PA 15222 
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Attachment A-2 
Ivan T. Hofmann CPA/CFF, CLP 

Cases in which Mr. Hofmann has testified at 
deposition or at trial in the past four years. 

LIST OF CASES PURSUANT TO 26(a)(2)(B) 

Endo Pharmaceuticals Inc. and Mallinckrodt LLC v. Teva Pharmaceuticals USA, Inc. and Barr 
Laboratories, Inc. - United States District Court for the District of Delaware, 2016 (Deposition) 

Endo Pharmaceuticals Inc. and Mallinckrodt LLC v. Amneal Pharmaceuticals LLC and Amneal 
Pharmaceuticals of New York LLC- United States District Court for the District of Delaware, 2016 
(Deposition) 

AstraZeneca AB v. Aurobindo Pharma Ltd., Aurobindo Pharma USA, Inc., Actavis FL Laboratories. 
Inc., Watson Laboratories, Inc .. Wockhardt Bio AG, Wockhardt USA LLC, Sun Pharma Global 
FZE. Sun Pharmaceuticals Industries Ltd.. Mylan Pharmaceuticals. Inc., and Amneal 
Pharmaceuticals, LLC- United States District Court for the District of Delaware, 2016 (Deposition) 

Novartis Pharmaceuticals Corporation and Novartis AG, v. Breckenridge Pharmaceutical, Inc., 
Novartis Pharmaceuticals Corporation and Novartis AG, v. Roxane Laboratories, Inc., and Novaiiis 
Pharmaceuticals Corporation and Novartis AG, v. Par Pharmaceutical, Inc. - United States District 
Court for the District of Delaware, 2016 (Deposition) 

Coalition for Affordable Drugs II LLC v. NPS Pharmaceuticals, Inc. - United States Patent Trial and 
Appeal Board, 2016 (Declaration, Deposition) 

Lupin LTD and Lupin Pharmaceuticals, Inc. v. Senju Pharmaceutical Co., LTD., Bausch & Lomb 
Inc. and Bausch & Lomb Phanna Holdings Corp. - United States Patent Trial and Appeal Board, 
2016 (Declaration, Deposition) 

Concordia Pham1aceuticals, Inc. v. Method Pharmaceuticals, LLC and Matthew Scott Tucker - 
United States District Court for the Western District of Virginia, 2016 (Trial) 

The Easy Life, LLC v. Go Daddy Operating Company, LLC - United States District Court for the 
District of Central Illinois, 2016 (Deposition) 

Innopharma Licensing, Inc., lnnopharma Licensing, LLC, Innopharma. Inc. and Innopharma, LLC, 
Mylan Pharmaceuticals, Inc., and Mylan, Inc. v. Senju Pharmaceutical Co., LTD., Bausch & Lomb 
Incorporated and Bausch & Lomb Pharma Holdings Corp. - United States Patent Trial and Appeal 
Board, 2016 (Declarations, Deposition) 

Hospira. Inc. and Orion Corporation vs. Eurohealth International SARL and West-Ward 
Pharmaceutical Corporation - United States District Court of Delaware, 2016 (Deposition) 

Senju Pharmaceutical Co., LTD., Bausch & Lomb Incorporated and Bausch & Lomb Pharma 
Holdings Corp. v. Lupin LTD and Lupin Pha1maceuticals. Inc. - United States District Court for the 
District of New Jersey, 2016 (Deposition) 
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Attachment A-2 
Ivan T. Hofmann CPA/CFF, CLP 

Cases in which Mr. Hofmann has testified at 
deposition or at trial in the past four years. 

LIST OF CASES PURSUANT TO 26(a)(2)(B) 

Senju Pharmaceutical Co .. LTD., Bausch & Lomb Incorporated and Bausch & Lomb Pharma 
Holdings Corp. v. Innopharma Licensing, Inc., Innopharma Licensing, LLC. Innopharma, Inc. and 
Innopharma, LLC- United States District Court for the District ofNew Jersey, 2016 (Deposition) 

In Re: Bendamustine Consolidated Cases - United States District Court for the District of Delaware, 
2015 (Trial) 

Janssen Pharmaceuticals, Inc., GrUnenthal GmBH. and Depomed, Inc. v. Actavis Elizabeth LLC and 
Alkem Laboratories Limited, Janssen Pharmaceuticals, Inc., Grtinenthal GmBR and Depomed, Inc. 
v. Roxane Laboratories, Inc., Janssen Pharmaceuticals, Inc., Grtinenthal GmBH, and Depomed, Inc. 
v. Alkem Laboratories Limited, Janssen Pharmaceuticals, Inc .. GrUnenthal GmBH, and Depomed, 
Inc. v. Actavis Laboratories UT. Inc. - United States District Court for the District ofNew Jersey, 
2015 (Deposition) 

In Re: Certain Consolidated Zoledronic Acid Cases - United States District Court for the District of 
New Jersey, 2015 (Deposition) 

Helsinn Healthcare S.A. and Roche Palo Alto LLC v. Cipla LTD., Cipla USA, Inc. Eurohealth 
International SarL West-Ward Pharmaceutical Corp., and Mylan Institutional LLC- United States 
District Court for the District of Delaware, 2015 (Deposition) 

In Re: Bendamustine Consolidated Cases - United States District Court for the District of Delaware, 
2015 (Deposition) 

Concordia Pharmaceuticals, Inc. v. Method Pharmaceuticals, LLC and Matthew Scott Tucker - 
United States District Court for the Western District of Virginia, 2015 (Deposition) 

Zhongshan Broad Ocean Motor Co., LTD., Broad Ocean Motor LLC, and Broad Ocean 
Technologies, LLC v. Nidec Motor Corporation - United States Patent Trial and Appeal Board, 
2015 (Declaration, Deposition) 

Jazz Pharmaceuticals, Inc. v. Roxane Laboratories, Inc. - United States District Court for the 
District ofNew Jersey, 2015 (Deposition) 

Apotex Corp. v. ViiV Healthcare Co. and ViiV Healthcare UK LTD. - United States Patent Trial 
and Appeal Board, 2015 (Deposition, Declaration) 

Endo Pharmaceuticals, Inc. v. Roxane Laboratories. Inc. ( l 3-cv-03288), Endo Pharmaceuticals Inc. 
v. Ranbaxy Laboratories LTD .. Ranbaxy Inc. and Ranbaxy Pharmaceuticals Inc. {13-cv-04343), 
Endo Pharmaceuticals Inc. v. Ranbaxy Laboratories LTD., Ranbaxy Inc., and Ranbaxy 
Pharmaceuticals, Inc. {13-cv-08597), Endo Pharmaceuticals Inc. and Grunenthal GmBH v. Teva 
Pharmaceuticals USA, Inc. and Barr Laboratories, Inc. {l 3-cv-08060), Endo Pharmaceuticals Inc. 
and Grunenthal GmBH v. Impax Laboratories, Inc. and Thorx Laboratories, Inc. ( l 2-cv-8317), Endo 

2 
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Attachment A-2 
Ivan T. Hofmann CPA/CFF, CLP 

Cases in which Mr. Hofmann has testified at 
deposition or at trial in the past four years. 

LIST OF CASES PURSUANT TO 26(a)(2)(B) 

Pharmaceuticals Inc. and Grunenthal GmBH v. lmpax Laboratories. Inc. (13-cv-435), Endo 
Pharmaceuticals, Inc. v. Actavis Inc. and Acta vis South Atlantic LLC ( l 2-cv-8985), Endo 
Pham1aceuticals Inc. and Grunenthal GmBH v. Actavis Inc .. Acta vis South Atlantic, LLC and 
Watson Pharmaceuticals, Inc. (13-cv-0436 ), and Endo Pharmaceuticals Inc. and Grunenthal GmBH 
v. Amneal Pharmaceuticals, LLC and Amneal Pharmaceuticals ofNew York. LLC (12-cv-8115) 
United States District Court for the Southern District of New York, 2015 (Trial) 

Otsuka Pharmaceutical Co., Ltd. v. Alembic Pharmaceuticals Limited, Alembic Limited, Alembic 
Global Holdings SA, and Alembic Pharmaceuticals Inc. - United States District Court for the 
District of New Jersey, 2015 (Temporary Restraining Order Hearing) 

Kangaroo Media, Inc. and Immersion Entertainment, LLC v. YinzCam, Inc. - United States District 
Court for the Western District of Pennsylvania, 2015 (Deposition) 

Endo Pharmaceuticals, Inc. v. Roxane Laboratories. Inc. (13-cv-03288), Endo Pharn1aceuticals Inc. 
v. Ranbaxy Laboratories LTD., Ranbaxy Inc. and Ranbaxy Pharmaceuticals Inc. (13-cv-04343), 
Endo Pharmaceuticals Inc. v. Ranbaxy Laboratories LTD., Ranbaxy Inc., and Ranbaxy 
Pharmaceuticals, Inc. ( l 3-cv-08597), Endo Pharmaceuticals Inc. and Grunenthal GmBH v. Teva 
Pharmaceuticals USA, Inc. and Barr Laboratories. Inc. (13-cv-08060). Endo Pharmaceuticals Inc. 
and Grunenthal GmBH v. Impax Laboratories, Inc. and Thorx Laboratories, Inc. ( l 2-cv-8317), Endo 
Pharmaceuticals Inc. and Grunenthal GmBH v. Tmpax Laboratories, Inc. (13-cv-435), and Endo 
Pharmaceuticals Inc. and Grunenthal GmBH v. Sandoz Inc. (12-cv-8318) - United States District 
Court for the Southern District of New York, 2015 (Deposition) 

Intendis GmBH, Intraserv GmBH & Co. KG, and Bayer Healthcare Pharmaceuticals, Inc. v. 
Glenmark Generics Limited and Glenmark Generics, Inc. USA- United States District Court for the 
District of Delaware, 2015 (Trial) 

Shire Development LLC, Shire Pharmaceutical Development Inc., Cosmo Technologies Limited. 
and Nogra Pharma Limited, v. Cadila Healthcare Limited (d/b/a Zydus Cadila) and Zydus 
Pharmaceuticals (USA) Inc. - United States District Court for the District of Delaware, 2014 
(Deposition) 

MiJlenium Pharmaceuticals, Inc. v. Accord Healthcare, Inc., Actavis LLC f/k/a Actavis Inc., and 
Sandoz, Inc. - United States District Court for the District of Delaware, 2014 (Trial) 

Merck Eprova AG v. Gnosis S.P.A. and Gnosis Bioresearch S.A. - United States District Court for 
the Southern District of New York, 2014 (Declaration) 

Intendis GmBH, Intraserv GmBH & Co. KG, and Bayer Healthcare Pharmaceuticals. Inc. v. 
Glenmark Generics Limited and Glenmark Generics, Inc. USA- United States District Court for the 
District of Delaware, 2014 (Deposition) 

3 
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Attachment A-2 
Ivan T. Hofmann CPA/CFF, CLP 

Cases in which Mr. Hofmann has testified at 
deposition or at trial in the past four years. 

LIST OF CASES PURSUANT TO 26(a)(2)(B) 

Laboratorios Silanes, S.A. De C.V., Instituto Bioclon, S.A. De C.V. and Rare Disease Therapeutics, 
Inc. v. BTG International. Inc. - United States Patent Trial and Appeal Board, 2014 (Declaration) 

Millenium Pharmaceuticals, Inc. v. Accord Healthcare, Inc .. Actavis LLC f/k/a Actavis Inc., and 
Sandoz, Inc. - United States District Court for the District of Delaware, 2014 (Deposition) 

Pfizer. Inc .. Wyeth, LLC, Wyeth Pha1maceuticals, Inc., PF Prism, CV v. Apotex, Inc., Apotex Corp., 
Breckenridge Phaimaceuticals, Inc., Alembic Pharmaceuticals Ltd., Lupin LTD, Lupin 
Pharmaceuticals, Inc., Mylan Phannaceuticals, Inc .. Mylan. Inc .. Roxane Laboratories, Inc., Sandoz, 
Inc., Watson Laboratories. Inc. Florida, Wockhardt LTD.. Wockhardt USA. LLC, Zydus 
Pharmaceuticals (USA), LLC, and Cadila Healthcare Limited- United States District Court for the 
District of Delaware, 2014 (Deposition) 

Apotex, Inc. and Apotex Corp. vs. Acorda Therapeutics. Inc. - United States District Court for the 
Southern District of New York, 2014 (Deposition) 

Drawbridge Special Opportunities Fund LP and Fortress Value Recovery Fund I LLC f/k/a D.B. 
Zwim Special Opportunities Fund, L.P. v. PRC Williston LLC - In the Court of Chancery of the 
State of Delaware, 2014 (Preliminary Injunction Hearing, Deposition) 

Shire LLC. Shire Development, Inc., and Shire Development, LLC v. Amneal Pharmaceuticals, 
LLC, Roxane Laboratories, Inc., Sandoz. Inc., Mylan, Inc., Mylan Pharmaceuticals, Inc., Actavis, 
Inc.. Actavis, LLC, Actavis Elizabeth LLC, Johnson Matthey. Inc., and Johnson Matthey 
Pharmaceuticals Materials - United States District Court for the District of New Jersey, 2014 
(Deposition) 

Gnosis S.P.A., Gnosis Bioresearch S.A., and Gnosis U.S.A., Inc. v. South Alabama Medical Science 
Foundation and Gnosis S.P.A., Gnosis Bioresearch S.A., and Gnosis U.S.A., Inc. v. Merck & Cie 
United States Patent Trial and Appeal Board, 2013 (Deposition) 

Warner Chilcott Company. LLC v. Zydus Pharmaceuticals (USA) Inc. and Cadila Healthcare 
Limited (d/b/a Cadila Healthcare) - United States District Court for the District of Delaware, 2013 
(Deposition) 

Genentech, Inc. and Roche Palo Alto, LLC v. Sandoz, Inc. - United States District Court for the 
Northern District of California, San Francisco, 2013 (Deposition) 

Genentech, Inc. and Roche Palo Alto, LLC v. Apotex, Inc. - United States District Court for the 
Northern District of California, San Francisco, 2013 (Deposition) 

Grant Street Group, Inc. v. RealAuction.com, LLC - United States District Court for the Western 
District of Pennsylvania, 2013 (Trial) 

4 
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Attachment A-2 
Ivan T. Hofmann CPA/CFF, CLP 

Cases in which Mr. Hofmann has testified at 
deposition or at trial in the past four years. 

LIST OF CASES PURSUANT TO 26(a)(2)(B) 

The Medicines Company v. Mylan, Inc., Mylan Pharmaceuticals, Inc .. and Bioniche Pharma USA, 
LLC, United States District Court for the Northern District of Illinois, 2013 (Deposition) 

Sloan Valve Company v. Zurn Industries, Inc. and Zurn Industries, LLC - United States District 
Court for the Northern District of Illinois, Eastern Division, 2013 (Deposition) 

Medicis Pharmaceutical Corporation and Dow Pharmaceutical Sciences, Inc. v. Actavis Mid 
Atlantic, LLC - United States District Court for the District of Delaware, 2013 (Deposition) 

Medicis Pharmaceutical Corporation v. Actavis Mid Atlantic. LLC and Actavis, Inc. - Superior 
Court of Arizona, County of Maricopa, 2012 (Deposition) 

Shire Development Inc .. Shire Pharmaceutical Development Inc., Cosmo Technologies Limited, and 
Giuliani International Limited, v. Cadila Healthcare Limited (d/b/a Zydus Cadila) and Zydus 
Pharmaceuticals (USA) Inc. - United States District Court for the District of Delaware, 2012 
(Deposition) 

Medicis Pharmaceutical Corporation v. Actavis Mid Atlantic, LLC and Actavis, Inc. - Superior 
Court of Arizona, County of Maricopa, 2012 (Temporary Restraining Order Hearing) 

5 
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Attachment B-1 
IMS Health U.S. Sales Data for Select mCRPC Drugs 

Drug Company 2013 2014 
Rituxan/Mab Th era Roche $ 7.41 $ 7.36 
(Rituximab) 
A vastin (Bevacizumab) Roche $ 6.67 $ 6.84 
Herceptin (Trastuzumab) Roche $ 6.48 $ 6.69 
Rev limid (Lenalidomide) Celgene $ 4.28 $ 4.98 
G leevec (Imatinib) Novartis $ 4.69 $ 4.75 
N eulasta (Pegfilgrastim) Amgen $ 4.39 $ 4.60 
V elcade (Bortezomib) Takeda and Johnson & $ 2.85 $ 2.88 

Johnson 
Alimta (Pemetrexed) Eli Lilly $ 2.70 $ 2.79 
Erbitux ( Cetuximab) ImClone and Merck $ 2.20 $ 2.26 
Zytiga (Abiraterone) Johnson & Johnson $ 1.70 $ 2.24 

Notes and sources: 
Figures are in billions of $U.S. 
Data are from: MYL Ex. 1055, PMLiVE Website, "Top 50 Pharmaceutical Products by Global Sales," 
http://www.pmlive.com/top_pharma_list/Top_50_pharmaceutical_products_by _global_sales (accessed 6/30/2016) 
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Date of Electronic (EFS) Transmission: June 4 2013 

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: 
....... jj~~--H. Auerbach · Conf. No.: ' 1597 · 

.. . .. 

i Applicant(s): 
. . 

Application No.: : 13/034,340 · · 1 Group Art: ; 1628 · · · ; 
; 

·r San Min'i"·R:··Hui Filing Date: 

Title: Methods and Compositions for Treating Cancer 

Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

RESPONSE 

Dear Sir: 

In response to the final Office Action mailed March 4, 2013, Applicant submits 

the following amendments and remarks. 

A list of the Claims are reflected in the listing of claims, which begins on page 2 

of this paper. 

Remarks/Arguments begin on page 4 of this paper. 
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Listing of Claims: 

1-36. (Canceled). 

3 7. (Previously presented) A method for the treatment of a prostate cancer in a human 

comprising administering to said human a therapeutically effective amount of abiraterone 

acetate or a pharmaceutically acceptable salt thereof and a therapeutically effective 

amount of prednisone. 

3 8. (Previously presented) The method of claim 3 7, wherein the therapeutically effective 

amount of the abiraterone acetate or pharmaceutically acceptable salt thereof is from 

about 50 mg/day to about 2000 mg/day. 

39. (Previously presented) The method of claim 38, wherein the therapeutically effective 

amount of the abiraterone acetate or pharmaceutically acceptable salt thereof is from 

about 500 mg/day to about 1500 mg/day. 

40. (Previously presented) The method of claim 39, wherein the therapeutically effective 

amount of the abiraterone acetate or pharmaceutically acceptable salt thereof is about 

1000 mg/day. 
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41. (Previously presented) The method of claim 3 7, wherein the therapeutically effective 

amount of the abiraterone acetate or a pharmaceutically acceptable salt thereof is 

administered in at least one dosage form comprising about 250 mg of abiraterone acetate 

or a pharmaceutically acceptable salt thereof. 

42. (Previously presented) The method of claim 37, wherein the therapeutically effective 

amount of the prednisone is from about 0.01 mg/day to about 500 mg/day. 

43. (Previously presented) The method of claim 42, wherein the therapeutically effective 

amount of the prednisone is from about 10 mg/day to about 250 mg/day. 

44. (Previously presented) The method of claim 44, wherein the therapeutically effective 

amount of the prednisone is about 10 mg/day. 

45. (Previously presented) The method of claim 37, wherein the therapeutically effective 

amount of the prednisone is administered in at least one dosage form comprising about 5 

mg of prednisone. 

46. (Previously presented) The method of claim 37, comprising administering to said 

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a 

pharmaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of 

prednisone. 
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47. (Previously presented) The method of claim 46, comprising administering to said 

human about 1000 mg/day of abiraterone acetate or a pharmaceutically acceptable salt 

thereof and about 10 mg/day of prednisone. 

48. (Previously presented) The method of claim 37, wherein said prostate cancer 1s 

refractory prostate cancer. 

49. (Previously presented) The method of claim 48, wherein the refractory prostate 

cancer is not responding to at least one anti-cancer agent. 

50. (Previously presented) The method of claim 49, wherein the at least one anti-cancer 

agent comprises a hormonal ablation agent, an anti-androgen agent, or an anti-neoplastic 

agent. 

51. (Previously presented) The method of claim 50, wherein the hormonal ablation agent 

comprises deslorelin, leuprolide, goserelin, or triptorelin. 

52. (Previously presented) The method of claim 50, wherein the anti-androgen agent 

comprises bicalutamide, flutamide, or nilutamide. 

53. (Previously presented) The method of claim 50, wherein the anti-neoplastic agent 

comprises docetaxel. 
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54. (Previously presented) The method of claim 48, comprising administering to said 

human about 500 mg/day to about 1500 mg/day of abiraterone acetate or a 

pharmaceutically acceptable salt thereof and about 0.01 mg/day to about 500 mg/day of 

prednisone. 

55. (Previously presented) The method of claim 54, comprising administering to said 

human about 1000 mg/day of abiraterone acetate or a pharmaceutically acceptable salt 

thereof and about 10 mg/day of prednisone. 

56. (Previously presented) The method of claim 53, comprising administering to said 

human about 1000 mg/day of abiraterone acetate or a pharmaceutically acceptable salt 

thereof and about 10 mg/day ofprednisone. 
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Remarks 

Claims 37-56 are pending. 

Reiections Under 35 U.S.C. § 103 

The rejection of claims 37-56 under 35 USC §103(a) as allegedly being 

unpatentable over O'Donell et al. (British Journal of Cancer 90:2317-2325 (2004)) 

("O'Donell"), in view of Tannock et al. (Journal of Clinical Oncology 14: 1756-1764 

(1996)) (Tannock") was maintained. Applicant respectfully traverses this rejection. 

In Applicant's previous reply, submitted January 11, 2013 (the "January Reply"), 

Applicant submitted the Ryan article. Ryan showed, inter alia, that the "median 

radiographic progression-free survival was 16.5 months with abiraterone-prednisone and 

8.3 months with prednisone alone ... Radiographic progression-free survival was 

positively correlated with overall survival." According to the Office, "the superior 

results of using abiraterone and prednisone together is expected because abiraterone and 

prednisone are known to be individually effective in treating prostate cancer. At least 

additive effective [sic] is expected." However, the Office failed to provide any 

reasoning to support the expectation of at least an additive effect. In fact, the Office's 

own cited art is in opposition to the Office's statement that at least an additive effect is 

expected. 

Based on Tannock, the art cited by the Office, one of ordinary skill in the art 

would not expect at least an additive effect for overall survival of abiraterone and acetate 

and progesterone. Tannock teaches that "[t]here was no significant-difference in overall 

survival [between prednisone alone and prednisone plus the anticancer agent 

mitoxantrone. ]" One of ordinary skill in the art, reading Tannock, would expect there to 

be no difference in survival between one cancer agent alone, and that same cancer agent 

in combination with prednisone. Thus, the present invention possesses unexpected 

results and is non-obvious over the cited art. 

Further, the present invention has displayed commercial success. Applicant 

submits herewith the currently United States Food & Drug Administration approved label 
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for ZYTIGA ™ (the "ZYTIGA label"). The ZYTIGA label indicates that "[abiraterone 
acetate] is a CYP 17 inhibitor indicated in combination with prednisone for the treatment 

of patients with metastatic castration-resistant prostate cancer." Taking ZYTIGA in 

accordance with the approved label represents a commercial embodiment of the presently 

claimed invention. 

Applicant also submits herewith a news release from the U.S. Food and Drug 

Administration dated December 10, 2012 and titled "FDA expands Zytiga's use for late 

stage prostate cancer." As can be seen from this 2012 news release, ZYTIGA was 

initially approved in April 2011 for use in patients whose prostate cancer progressed after 

treatment with docetaxel, a chemotherapy drug. ZYTIGA was further approved in 

December 2012 for use in prostate cancer patients prior to receiving chemotherapy. 

Applicant also submits two further news releases from the U.S. Food and Drug 

Administration, one dated June 17, 2010, announcing approval of Jevtana for use in 

prostate cancer; and the other dated August 31, 2012, announcing the approval of Xtandi 

for use in patients whose prostate cancer progressed after treatment with docetaxel. 

Applicant also submits herewith "Pharmaceuticals Commericial Overview", a 

slideshow presented by Joaquin Duato on May 23, 2013 and currently available at 

http://files.shareholder.com/downloads/JNJ/25 l4173625x0x666408/bb2972ea-2099- 

4ab4-b2a3-afc39e7l 0594/Pharmaceutical_ Commercial_ Overview _JNJ2013.pdf (the 

"2013 slideshow"). According to the 2013 slideshow, at slide 11, ZYTIGA is the most 

successful oral oncology launch in history. 

The 2013 slideshow, at slide 12, further shows the July 2012 to April 2013 

ZYTIGA market share of chemo refractory prostate cancer patients, i.e., patients who 

have previously received chemotherapy treatment and the December 2012 to April 2013 

market share of chemo naive prostate cancer patients, i.e., patients who have not 

previously received chemotherapy treatment. As can be seen from the figure on the left 

of slide 12, ZYTIGA had almost 70% market share in July of 2012 for chemo refractory 

prostate cancer patients, just slightly over a year after ZYTIGA's initial approval, and 

despite the fact that a JEVTANA had been approved two years earlier. Despite another 

product, XTANDI, being introduced in August of 2012, by April of 2013, ZYTIGA was 
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still the market leader as of April 2013 with 57% market share in chemo refractory 

prostate cancer patients. 

As can be seen from the figure on the right of slide 12, shortly after its approval 

for chemo-narve patients in December 2012, ZYTIGA had a market share of 15%. As of 

April 2013, ZYTIGA's market share was 20%, higher than two other available therapies, 

docetaxel and XT ANDI, and approaching the market share of bicalutamide, a drug first 

approved in 2001 for prostate cancer. 

Thus, not only is ZYTIGA the most successful oral oncology launch in history, 

two years after its initial approval it is still the market leader for chemo refractory 

patients despite an earlier-introduced therapy and a later-introduced therapy. ZYTIGA 

also holds a strong market share in the chemo naive prostate cancer population, despite 

the presence of other marketed products. This commercial success demonstrates the non 

obviousness of the presently claimed invention. 

Even assuming, arguendo, the cited art suggests the claimed combination, the 

present invention has shown surprising results, and commercial success. Thus, the claims 

are non-obvious over the cited art. Accordingly, Applicant requests reconsideration and 

withdrawal of the rejection under 35 USC §103(a). 
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III. CONCLUSION 

Early consideration and prompt allowance of the claims are respectfully requested. 

Should the office require anything further, it is invited to contact Applicant's 

representative at the telephone number below. 

Applicant respectfully requests that a timely Notice of Allowance be issued in the 

present application. Should the office require anything further, it is invited to contact 

Applicant's representative at the telephone number below. 

Respectfully submitted, 

JOHNSON & JOI-INSON 
One Johnson & Johnson Plaza 
New Brunswick, NJ 08933-7003 
(732) 524-3957 
Dated: June 4, 2013 
Customer No.: 27777 

By: I Andrea Jo Kamage/ 
Andrea Jo Kamage 

Reg. No. 43,703 
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I hereby certify that this correspondence is being transmitted via The Office 

Electronic Filing System (EFS) in accordance with 37 CFR l.6(a)(4). 

Date of Electronic (EFS) Transmission: June 4 2013 

Signature: /Laurie A. Phillips/ Name: Laurie A. Phillips 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: 

App lie ant( s): Alan H. Auerbach Conf. No.: ' 1597 
; Application No.: j 13/034,340 '. Group-·Art·:"··········ri62·s···································--·--·--·--··--·-··--·, 

r-·p-fff;~i-ri;t~;------------·---:--F~-b~-~cy-2~Ci"oii""---------------·----------r E~~mi~~r: l s~~-Mi~g-R.--H~f--·--··-- ·-· ----· ---·----i 
; Title: = Methods and Compositions for ~reating Cancer · · 

Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

NOTICE OF APPEAL 

Applicant hereby appeals to the Board of Patent Appeals and Interferences from the decision 

of the Examiner dated March 4, 2013 finally rejecting Claims 37-56 of the above-identified 

application. 

The item(s) checked below are appropriate: 

1. 

2. 

3. 
4. 

An extension of time to respond to the final rejection was granted on for 
month(s). 

A Petition For Extension Of Time under 37 CFR 1.136 is attached hereto in 
triplicate. 
A timely response to the final rejection has been filed. 
Fee $500.00: for filing ofNotice of Appeal 
Not required (fee paid in prior appeal) 
Charge to Deposit Account No. 10-07 50/ AJK/CGR5001. 
The Commissioner is hereby authorized to charge any additional fees which may be 
required, or credit any overpayment in connection herewith to Deposit Account No. 
10-0750/AJK/CGR5001. 

Respectfully submitted, 

JOHNSON & JOHNSON 
One Johnson & Johnson Plaza 
New Brunswick, NJ 08933- 7003 
(732) 524-3957 
Dated: June 4, 2013 
Customer No.: 27777 

By: / Andrea Jo Kamage/ 
Andrea Jo Kamage 
Reg. No. 43,703 
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Horne News fr Event::; Newsrnmn Press .Announcements 

FDANEVVS RELEASE 
For Immediate Release: Aug. 31, 2012 
Media Inquiries: Erica Jefferson, 301-796-4988; erica.jefferson@)fda.hhs.gov 
Consumer Inquiries: 88B- INFO-FDA 
FDA approves new treatment for a type of late stage prostate cancer 
The U.S. Food and Drug Administration today approved Xtandi ( enzalutamide) to treat rren with late-stage 
(metastatic) castration-resistant prostate cancer that has spread or recurred, even with rredlcal or surqk: 
therapy to minimize testosterone. 
Approved for prostate cancer patients previously treated with docetaxel, another anti-cancer treatment. 
Xtandi was reviewed under the FDA's priority review program. The program provides for an expedited six 
rronth review for drugs that may offer major advances in treatment or that provide a treatment when no 
adequate therapy exists. Xtandi received FDA approval three months ahead of the product's prescription 
drug user fee goal date of Nov. 22_, 2012, 
"The need for additional treatment options for advanced prostate cancer continues to be important for 
patients," said Richard Pazdur, M.D., director of the Office of Hematology and Oncology Products in FDA's 
Center for Drug Evaluation and Research. "Xtandi is the latest treatment for this disease to demonstrate it~ 
ability to extend a patient's life." 
Prostate cancer forms in a gland in the male reproductive system found below the bladder and in front of 
the rectum. The male sex hormone testosterone stimulates the prostate tumors to grow. According to the 
National Cancer Institute, an estimated 241,740 men wi!I be diagnosed with prostate cancer and 28,170 wil 
die from the disease in 2012. 
The safety and effectiveness of xtand: was evaluated in a study of 1 r 199 patients with metastatic 
castration- resistant prostate cancer who had received prior treatment with docetaxel. The study was 
designed to rneasure overall survival (the length of time before death) in men receiving Xtandi compared 
with men receiving a placebo (sugar pill). The median overall survival for patients receiving Xtandi was 18.tl 
months, compared with 13.6 months for the patients who received placebo. 
The rrost corrrron side effects observed in study participants taking Xtandi were weakness or fatique, bacl 
pain, diarrhea, joint pain, hot flush, tissue swelling, rnasculoskeletel pain, headache, upper respiratory 
infections, dizziness! spinal cord compression and cauda equine syndrome, muscular weakness, difficulty 
sleepinc, lower respiratory infections, blood in urine, tingling sensation, anxiety, and high blood pressure. 
Seizures occurred in approxirtatetv l percent of those receiving xtandl, Patients in the study who had a 
seizure stopped Xtandl therapy, The clinical study excluded patients with a history of seizure, an underlvir« 
brain injury with loss of consciousness, a temporary decrease in blood to the brain within the past J.2 
rronths, a stroke, brain metastases, an abnorrral connection of the arteries and veins in the brain, or 
patients taking medications that may lower the seizure threshold, The safety of Xtandi is unknown in 
patients with these conditions. 
Xtandl wiH be co-rrerketeo by f.\stel!c.-)S Pharrr)(.l U,S.r Inc. of Northbrook, TL and Medivation, Inc of San 
Franciscor CA. 
For rrore information: 

FDA: Office of Herrritobqy and Oncolo9y Products1 

FDA: Approved Dru9s: Questions and i\nsvvers2 

~f'i,~. Drue Ti~'lO<l::"<tlA:~,3 ! '-··.,'-'\. L. l ":::' ., :i • '-' , ...... ' 

FDA,. an agency within the U.S. Departrrent of Health and Hurren Services1 protects the public health by 
assuring the safety1 effectiveness, and security of human and veterinary druqs, vaccines and other 
biological products for human use, and rredicel devices. The agency also is responsible for the safety and 
security of our nation's food supply! cosrrerics, dietary supplements, products that give off electronic 
radiation, and for regulating tobacco products, 

# 
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Read our Blog: FDA voice" 

RSS Feed for FDA News Releases10 

Page Last Updated: 08/31/2012 
Note: If you need help accessing information in different file formats. see Instructions for [)own!oadinfJ 
viewers and Playr:rs. 
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U.S, ·Foc,d and Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Ph. 1-888-II\JFO-FDA (1-888-463-6332) 
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Archived Content 
The content on this page is provided for reference purposes ontv. It was current when 
produced, but is no longer rnaintaineo and rrav be outdated. 

Horne New:~ ft Events Ne\Nsroorn Pn:.:ss .Announcements 

FDA NEWS RELEASE 
For Immediate Release: June 171 2010 
Media Inquiries: Erica Jefferson, 301-796-49881 erica,jefft=.m:;nn@fd~:i.hhs,9ov 
Consumer Inquiries: 888- INFO- FDA 
FDA Approves New Treatment for Advanced Prostate Cancer 
The U,S. Food and Drug Administration today approved Jevtana (c ebazitaxel), a cherrotherapy drug used ir 
combination with the steroid prednisone to treat men with prostate cancer. Jevtana is the first treatment 
for advanced, hormone- refractory, prostate cancer that has worsened during or after treatment with 
doceraxel, a commonly used drug for advanced prostate cancer. 
In prostate cancer, the male sex hormone testosterone can cause prostate turrors to grow. Drugs, surgery 
or other hormones are used to reduce testosterone production or to block it. Son:e men have hormone 
refractory prostate cancer, rneaning the prostate cancer cells continue to qrow, despite testosterone 
suppression. Different treatments are needed for men with this type of cancer. 
Jevtana was reviewed under the FDNs priority review program, which provides tor an expedited six- rronth 
review for drugs that rrev offer major advances in treatrrent, or provide a treatment when no adequate 
therapy exists. Jevtana received approval ahead of the product's Sept. 30r 2010, goal date. 
"Patients have few therapeutic options in this disease setting/ said Richard Pazdur, M.D.1 director- of the 
Office of Oncology Druq Products, part of the FDNs Center for Drug Evaluation and Research. \\FDA was 
able to review and approve the application for Jevtana in 11 weeks, expediting the availability of this drug 
to men with prostate cancer. n 
Jevtana's satetv and effectiveness was established in a single, 755-patient study, All study participants 
had previously received doceraxel. The study was designed to measure overall survival (the length of time 
before death) in rn:?.n who received Jevtana in combination wirh prednisone coroparec with those who 
received the cherrotherapy druq, rritoxantrone, in combination with prednisone. The median overall surviva 
for patients receiving the Jevtana regimen was 15, 1 rronths compared with 12. 7 rronths for those who 
received the rritoxantrone requren. 
Side effects in those treated with Jevtana included decrease in infection-fighting white blood cells 
(neutrcpeno), anemia, decrease in the number of white blood cells (teukoperua), low level of plat.elets in th 
blood (tnrorrbocvtoperua), dtarrhea, fatigue, nausea, vomiting, constipatfon, weakness (astherua), and rem 
failure" 
Prostate cancer, which usual!)/ occurs in older men; is the second most corrrron cancer arrong men in the 
Unlted States, behind skin cancer. In 20061 the most. recent year for which numbers were avauable, 
203,415 men developed prostate cancer and 2.81372. men died from the disease, according to the Centers 
for Disease Control and Prevention. 
Jevtana is marketed by Bridgewater1 N.J"-based Sanofh\venUs. 
For more information: 

~ FD/~: Office of Oncoloqv Dn.19 Products+ 

e CDC: Informed Decision Making About Prostate Cancer2 

t' NCI.: Prostate Cancet3 
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FDANEVVS RELEASE 
For Immediate Release: Dec. 10, 2012 
Media Inquiries: Stephanie Yao, 301-796-0394; stcphanie .. yao(tµfda. hhS.fJOV 
Consumer Inquiries: 88B- INFO-FDA 
FDA expands Zytiga1s use for late-stage prostate cancer 
Drug can now be used before treatment with chemotherapy 
The U.S. Food and Drug Administration today expanded the approved use of Zytiga (abiraterone acetate) 
to treat rren with late-stage (rnetastatic) castration- resistant prostate cancer prior to receiving 
chemotherapy. 
The FDA initially approved Zytiga in Aprii 2011 for use in patients whose prostate cancer progressed after 
treatment with docetaxel, a chemotherapv drug. Zytiga is a pill that decreases the production of male sex 
hormone testosterone. 
In prostate cancer, testosterone stimutates prostate tumors to grow. Drugs or surgery are used to reduce 
testosterone production or to block testosterone's effects. Sorre men have castration-resistant prostate 
cancer, rreaninq the prostate cance1- cells continue to grow even with low levels of testosterone. 
"Today's approval derronstrates the benefit of further evaluating a drug in an eartier disease setting and 
provides patients and health care providers the option of using Zytiga earlier in the course of treatment," 
said Richard Pazdur, M,D,1 director of the Office of Oncology Drug Products in ,the FDA's Center for Drug 
Evaluation and Research. 
The FDA reviewed Zytiga's applicc)tion for this new indication under the aqencv's priority review program. 
The program provides for an expedited six- month review for drugs that rrev offer major advances in 
treatment or provide a treatment when no adecuate therapy exists. 
Zytiga1s safety and effectiveness for its expanded use were established in a clinical study of l/J88 men 
with late-staqe. castratlon-resist ant prostate cancer who had not. previously received chemotherapy. 
Participants received either Zytiga or a placebo (sugar pill) in combination with prednisone. 
The study was designed to measure the length of time a patient lived before death (overall survival) and 
the length of time a patient lived without further turror growth as assessed bv imaging studies (radioqraphi 
progression-free survival, or rPFS), 
Patients who received Zytiga had a median overall survival of 35,3 months compared with 30.1 rronths for 
those receiving the placebo. Study results also showed Zyt!ga improved rPFS. The median rPFS was 8,3 
rronths in the placebo qroup and had not yet been reached for patients treated with Zyti~Ja at the tirre of 
analysis. 
The rrost common side effects reported in those receiving Zytiga include fatigue, joint swelling or 
discomfort, swelling caused by fluid retention, hot flush, diarrhea, vomiting, cough, high blood pressure, 
shortness of breath, urinary tract infection, and bruising. 
The most corrrron laboratory abnormalities included low red blood cell count; high levels of the enzyrre 
alkaline phosphatase. which can be a sign of other serious medical problems: high levels of fatty acids, 
sugar, and liver enzymes !n the blood; and low levels of lymphocytes., phosphorous and potassium in the 
blood" 
Zytiga is marketed by Horsham, Pa,-based Janssen Biotech Inc. 
For rrore intorrretion: 

FD/.\: Approved Drugs: Questions and l\nswers..'.', 

This press release was updated on Dec. l()f 2012 at 2:30 p.m, to correct the date when Zytiga was 
Ylv'WV. fda. g 01.1N evvs. E·vents/N ffNS roon-YPressAnnouncenrants/ucrn33 ·1492.htm 1/2 
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6/4/13 Prnss Anrourcerrents > FDA E:~ands Zytina's use for late-staqe prostate career 

originally approved to April 2011~ 

The FDAF an agency within the U.S. Department of Health and Human Services, protects the public health 
by assuring the safety, effectiveness, and security of human and veterinary drugs, vaccines and other 
biofcqicai products for human use, and rredical devices. The agency also is responsible for the safety and 
security of our nation's food supply, cosmetics, dietary supplements, products that give off electronic 
radiation, and for regulating tobacco products. 
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HIGHLIGHTS Of PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use lYT IGA s<1fely 
and effectively. See fu ll prosc ribing infonnation fo r ZVT IGA. 

ZVTIGA® 
(abiraterone acetate) Tablets 

For 0ml Administration 
Initial U.S. Approval - 2011 

........................................... RECENT MAJOR CHANGES-··········· .. ·······-·· .. 
Indications and usage (1) 
Contraindications. Pregnancy (4.1) 
Warnings and Precautions. Mineraloco1ticoid excess (5.1 i 
Warnings and Precautions, Adrenocortical lnsufficiencv (5.2) 
Warnings and Precautions, Hepetotoxicitv (5.3) 

12/2012 
12/2012 
1}1!012 
! 2/2012 
12/2012 

............................................ INDICATIONS AND USAGE---······- .. ·····-··· .. -·······-- .. ·-····· 
ZYr!f:iA is a CYP17 inhibitor indicated in combination with prsdrusone tor the 
treatment of patients with metastatic castration-resistant prostate cancer. (1) 

---·---------------------------DOSAGE ANO ADMINISTRATION -----------------·-----· 
Recommended dose: ZY-rlGA 1,000 mg (four 250 mg tablets) administered orally 
once dilily in combination with pradnisone 5 mg administered orally twice dailv. 
ZYTiG,t\ must be taken on an empty stomach. No food should be consumed fer at 
IP,ast 1'No hours before the dose ot ZYTIGA is taken and for at least one hour 
after the dose vf ZYTIG.l!. is taken. The tablets should be swallowed whole with 
water. Do not crush or chew tablets. (2.1) 
• For patients with baseline moderate hepatic impairment (Child-Pugh Class 8), 

reduce the ZYTIGA starting dose to 250 mg once daily. (2.2) 
• For patients who develop hepatotoxicitv duriilg treatment, hold Z'([!Gl\ umii 

recovery. Retrnatment may be initiated at a reduced dose. ZYTlGA should be 
discontinued if patients develop severe hepetotoxicitv. (2.21 

---·--·---------------------· DOSAGE FORMS AND STRENGTHS---·-------------·--·--·- 
Teblet 250 mg (.3) 

........ _ - _ CONTRAINDICATIONS _ . 
• ZYTIGA is contrairnh:ated in women who are or may become praqnant. 

(4.1, 8.1) 

:ZVTIGA® [ahiraterone acetate] Tablets 

--------·--·--·--·-------·---WARNINGS AND PREGAUTlONS--------·-----·-----·----·--- 
• Mmeralocorticoid excess: Use ZYTIGA with caution in patients with a history 

of cardiovascular disease. The safety of ZYTIG.4 in patients with LVEF < 50% or 
NYHA Class !!I or lV heart iailure in Study 1 or LVff,;: 50 % or NYHA Class II 
to IV heart failure in Study 2 was net established. Control hypertension and 
correct hvpokalernia before treatment. Monitor blood pressure. serum 
potassium and symptoms of fluid retP,ntion at ieast rnonthlv. (5.1) 

• Adrsnocortical insufficiency: Monitor for symptoms and signs of 
adreuocortical insufficiency. increased dosage of corticosteroids may be 
indicated before, during and after stressful situations. (5.7.) 

• Hepatotoxicity: increases in liver enzymes have ied to drug interruption, dose 
modification and/or discontinuation. Monitor liver function and rncdifv, 
interrupt, er discontinue ZYTIGA dosing as recommended. {5.:J) 

• Feed effect ZYl'lf3/i. must be taken on an empty stomach. Exposure (area 
under the curve) of abiraterone increases up to 10 fold when abiratarone 
acetate is taken with meals. (5.4-) 

-------------------·-------·------- ADVERSE REACTIONS--------·----------------------·-- 
The most common adverse reactions (2: 10%) are tatigue. joint swelling or 
discomfort, edema, hot tlush, diarrhea, vomiting, cough, hypertension, dyspnea, 
urinarv tract infection and contusion. 
The most common laboratory abnormalities ('> 20%) are anemia, elevated alkaline 
phosphatase, hvpertriqlvceridernia, lymphopenia, hyperc holesterolernia, hyper 
glycemia. elevated t~ST, hvpophosphatemia, elevated /.i.LT and hvpokalernia. (6) 

To report SUSPECTED ADVERSE REACTIONS, contact .lanssen Biotech, 
Inc. at 1-800-526··7736 (l-800-JANSSEN) or FDA at 1 .. 80fJ.fQA .. 1088 or 
www.fda.go~i'm8dwatch. 

--·--------·--·-------··-·--·--·--· DRUG INTERACTIONS ·-------·--·--·--·--------·----·-- 
ZYTll:iA is an mhibitor of the hepatic drug· metabolizing enzyme C'IP7.D6. Avoid 
co-administration of ZYTIG/.i. with CYP206 substrates that have a narrow 
therapeutic index. Ii an alternative treatment cannot be used, exercise caution 
and consider a dose reduction of the concomitant CYP2DG substrate. (7) 

-----·--·-···------·--·------ USE IN SPECIFIC POPULATIONS--·-----·-----·----------·-·- 
• Do not use ZYT!G/\ in patients with baseline severe hepatic impairment (Child 

Pugh Class C). (8.61 

Saa 17 for Patient Counsaiing Information and FDA-approved patient iabaling. 

Revised: [12/2012] 
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ZVT IGA® (abimterona acetate) Tablets ZYTIGA® (ahiratemne acetate] Tablets 

fULL PRESCRIBING INFORMATION 
1 INDICATIONS AND USAGE 

I 7.YTIGA is a CYPr/ inhibitor indicated in combination with pradnisone for the 
treatment of patients with metastatic castration-resistant prostate cancer. 

2 DOSAGE AND ADMINISTRATION 
2.1 Recommended Doi.age 
The recommended ti use oi ZYTIGJ\ is 1,000 mg (tour 250 mg tablets) administer ed 
orally once daily in combination with prednisone 5 mg administered orall« twice 
dailv. Z'fflG/~ must be taken on an empty stomach. No food should be consumed 
for at least two hours before tne dose of 7.YTIGA !S taken and for at least one 
hour after the dose of ZYTIGA is taken isee C!inicai Phsrmecotoq» (12.3)j. The 
tablets should be swallowed whole with water. Do not crush or chew tablets. 

2.2 Dose Modification Guidelines 
Hepatic Impairment 
in patients with baselme moderate hepatic impairment (Child-Pugh Class B). 
reduce the recommended dose of ffilGA to 250 mg once daily. A once daily 
dose ot 250 rng in patients with moderate hepatic impairment is predicted to 
result in an area under the concentration curve (.A.UC) similar to the AUC seen in 
patients with normal hepatic function receiving l,000 mg once daily. However, 
there are no clinicel data at the dose of 25ll mg once daily in patients with 
moderate hepatic impairment and caution is advised. in patients with moderate 
hepatic impairment monitor ALT, ,I\Sl and biiirubin prior to the start ct treatment. 
every week for the first month, every two weeks for the fol!owing two months of 
treatment and monthly thereafter. if elevations in ALT and/or AST greater than 5X 
upper limit of norm ill (ULN) or total hilirubrn greater than 3X Ul N occur in 
patient; with baseline moderate hepatic impairment, discontinue lYfiGA and do 
net re-treat patients with ZYW3A [see Use i;; Specific Populations /8.5j and 
Clinic»! Pharmacology (1 ?.3)j. 
/\void ZYTIG,'\ in patients with baseline severe hepatic impairment (Child-Pugh 
Class C), as ZYTIGA has not !leen studied in this population. and no dose 
adjustment car, be predicted. 

Hepatotoxici1y 
For patients who develop hepatotoxicitv during treatment with ZYTIGA (ALT and/ 
er J\ST greater than 5X ULN or total bilirubin greater than 3X IJLN), interrupt 
treatment with ZYTIGA [see Wammgs eno Precautions (fi 3}1 Treatment may be 
restarted at a reduced dose of 750 mg once daily fol!owing return of liver 
function tests to the patient's baseline er to AST and ALT less than or equai to 
2.f:JX ULN and total bilirubin less than or equal to 1.5X ULN. For patients who 
resume treatment, monitor serum transaminases and bilirubin at a minimum of 
everv two weeks tor three months and monthly thereafter. 

if hepatotoxicitv recurs at the dose of 750 mg once dailv, re-treatment may be 
restarted at a reduced dose oi 500 mg once daily fol!owinn return ot liver 
function tests to the patient's baseline or to AST and ALT less than or e qual to 
2.5X ULN and total bilirubin less than or equa] to !.5X ULN. 

it hepatotoxicitv recurs at the reduced dose of 500 mg once daily. discontinue 
treatment with 7-YTlGA. The safety of Z'fTIGA re-treatment of patients who 
develop AST or ALT greater than or equal to 20X ULN and/or bilirubin greater 
than or equal to 10X ULN is unknown. 

3 DOSAGE FORMS AND STRENGTHS 
ZYTiGJ.\ (abiraterone acetate) 250 mg tablets are white to off-white, oval-shaped 
tablets c1ehossed with AA2fj() on one side. 

4 f.ONTRAINOICATIOt~S 
4.1 Pregn,·rncy 
ZYTIGA can cause feta! harm when administered to a pregnant woman. ZYTlGA 
is not indicated for use in women. Z'nlG,'\ is contraindicated in women who am 
or may become pregnant. if this drug is used dunnq pregnancy, or if the patient 
becomes preqnant whiie taking this drug, apprise the patient of the potential 
hazard to the fetus and the potential risk for pregnancy loss [see Use in Specific 
Populations (8.1)]. 
5 WARNINGS AND PRECAUTIONS 
5.1 Hypertension, Hypokalemia and Fluid Retention Due to Mineralocorticoid 

Excess 
Z"{TiGA may cause hypertension. hypokalemia, and fluid retention as a 
consequence of increased mineralocorticoid levels resulting from CYP17 
inhibition [see Clinical Phermscotoqv (12.7)}. In the two randomized clinicel trials, 
grade 3 to 4 hypertension occurred in 2% of patients, grade 3 to 4 hvpokalernia in 
4% of patients, and grade 3 to 4 edema in 1% of patients treated with ZYTiGJ.\ 
[see Adverse Reections (6}]. 
Co-administration of a corticosteroid suopresses adrenocorticotropic hormone 
U\CTH) drive. resulting in a reduction in the incidence and severity cf these 
adverse reactions. Use caution when treating patients whose under!ying medical 
tonditions might be comp;omised by increases in blood pressure, hypokalemia 
or fluid retention, e.g., those with heart failure, recent myocardial infarction or 
ventricular anhythmia. Use ZYTiGA with caution in patients with a history of 
cardiovascular disease. The safety of ZYrH::,A in potients with left ventricular 

ejection fraction < 50% or New York Heart Association (NYHA) Class I!! or IV 
heart failure (in Study 1) or NYHA Class II to IV heart faiiure (in Study 2) was not 
established because these patients were excluded from t~iese randomiz•Jd 
clinicc!I trials [see Cfinic,1! Studies (14)] Monitor patients for hypertension, 
hypckalemia, and fluid retention at least once a month. Control hypertension and 
correct hypokalemia before and during treatmem with ZYTIGA. 

5.2 .Adrenocortical Insufficiency 
,6.drenai insufficiency occurred in the two randomized clinical studies in 0.!:1% of 
patients taking ZYTIGA and in 0.2% of patients taking placebo. /',drenocortical 
insufficiency was repo,ted in patients receiving ZYTIG,1\ in combination with 
prednisone, followin•J interruption of daily steroids and/or ;,vith concurrent 
in1ection or stress. Use caution and monitor tor symptoms and signs oi 
adrenoco1ticc1i insufficir.ncy, particularly if patients are withdrawn from 
prednisone, have prednisone dose reductions, or experience unusua! stress. 
Svmptoms and signs of adrenocorticill insufficiency may be masked by adverse 
reactions associated with mineraiocorticoid excess seen in patients treat,,d with 
ZYTIGA. If ciinically indicated, perform appropriate tests to confirm the diagnosis 
of adrenocortical insufficiency. Ir.creased dosage of corticosteroids may be 
indicated before, during and after stressful situations [see Wamings and 
Precc1utians (51)]. 

5.3 Hapatotoxicity 
ln the two randomized clinical trials, grade 3 or 4 ALT or AST fr.creases (at 
!east 5X ULN) we;e reported in 4% of patients who received ZYTIGA, typica!ly 
dunng the first 3 months after starting treatment. Patients whose baseline ALT or 
AST were elevaied were more iikely to experience liver t,,st eievation than those 
beginning with normal values. Treatment discontinuation due to live; enzyme 
increases occurred in 1 % of patients taking ZYT!GA. No deaths clearly related to 
ZYTIG/', were reported due to hepatutoxicity events. 

Measure serum transaminases (AlT and AST) and bilirubin leveis prior to 
starting treatment with ZYTiGA, every tvvo weeks for the first three months of 
treatment and monthiy therea1ter. In patients with base!ine moderate hepatic 
impairment receiving a reduced ZYTlGA dose of 250 mg, measurn ALT, AST, and 
biiirubin prior to the start of treatrMnt, every week for the first month, every two 
weeks for the follo·...ving two months of trec1tme11t and monthly therec1fter. 
Prompily measure serum total bilirubin, AST, and ALT if clinical symptoms or 
signs suggestive of hepatotoxicity develop. tievations at /.I.ST, ALT, or biiirubin 
from the pati,,nfs baseline shou!d prompt more frequent monitoring. If at any 
time AST m ALT rise ahove five times the ULN, or the biiirubin ;ises above 
thrne times the ULN, interrupt 7.YTIGA treatment and closely monitor liver 
function. 

Re-treatment vvith ZYTiGJ\ at a reduced dose level may take place oniy after 
return of liver function tests to the r,atient's baseline or to AST and ALT less than 
or equal to 2.5X ULN and total bilirubin less than or equal to 1.5X ULN /see 
Oosage and Admmisfrc1tion (2.2)j. 
The safety of ZYTIGA re-treatment of patients who develop AST or ALT greater 
than or equal to 20X Ulf\J andior biliruhin greater than er equal to 10X ULN is 
unknown. 

!'1.4 Increased ZVTIGA Exposures with Food 
ZYTIGA must be taken on an empty stomach. No food should be consumed for at 
!east tv..:o hours before the dose of ZYTIGA is taken and for at least one hour after 
the dose ol ZYTIGA is taken. Abirate;one Cms1. and AUCc.oc, (exposure) were 
mcreased up to 17- and 10-fold higher. respectively, when a single rlose of 
abirate;one acetate was administered with a meai compared to a fasted state. 
The safety of these increc1:;ed exposures when multiple doses of abiraterone 
acetate are taken with food has r,ot been assessed {.,;ee Dos:~qe and 
Adnvi1istration {2.1} and Clii1ica! Pharmacoiogy (JZ3)! • 
6 .ADVERSE RE.ACTIONS 
The following are discussed in more detail in other sections of the labeling: 

• Hypertension, Hypokalemia, and Fluid Retention due to Mineralocorticoid 
Excess [see Warnmgs ar,d Precautions (5.1}]. 

• Adrenocorticai insufficiency [see Warnings and Precautiaiis (5.2)i. 
• Hepatotoxicity fsee Wamings and Precautions (5.3)]. 
• Increased ZYTIGA Exposures with Food [see Warnings and Precautions (!i.4)j. 
6.1 Clinical Trial Experience 
Because clinical trials are conducted tmcter wideiy varying conditions, adverse 
reaction rates observed in the dinica! t;ials of a drng cannot be directly 
compared to rates in the clinical tnals of another drug and may not re.f!ect the 
rates observed in clinical practice. 

Two randomized placebo-comro!led, multicenter clinical trials enrolled patients 
who had metastatic castration-resistant prostate cancer who were using a 
gonadotropin-releasing hormone (GnRHJ agonist or were p; eviously treated with 
orchiectomy. In both Study 1 and Study 2 ZYT!GA was administered c1t a dose of 
l ,000 mg daily in combination with prednisone 5 mg twice daily in the active 
treatment arms. Placebo p!us prednisone 5 mg twice daily wa:; giver, to control 
patients. 
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The most common adverse drug reactions (?10%) reported in the two 
randomized clinical trials that occurred more commonly (>2%1 in the abiraterone 
acetate arm were iatigue, joint :;welling or discomfort, edema, hot flush, 
diarrhea, vomiting, cough, hypertension, dvspnsa, urinarv tract infection and 
contusion. 
The most common laboretorv abnormalities (:>20%) reported in the two 
randomized clinical trials that occurred more commonly (<'.2%) in the abiraterone 
acetate arm were anemia, elevated alkaline phosphatase, hypertrigiyceridemia, 
lvmphopenia, hvpercholestsrolemia, hypergiycemia. elevated AST, hypo 
phosphaternia, elevated AlT and hvpokalemia. 
Study 1: Metastatic CRPC Following Chemotherapy 
Study 1 enrolled 1195 patients with metastatic CRPC who had received prier 
docetaxel chemotherapv. Patients were not eligible if AST and/or ALT<'. 2 5X ULN 
in the iibsence of liver metastases. Piitients With hver metastases were excludih1 
if AST and/er ALT> liX ULN. 
Table 1 shows adverse reactions on ths ZY"flGA arm in Study I thet occurred 
with a ?'.2c/.i absolute increase in frequency compared to placebo or were events 
of special interest. The median duration cf treatment with ZYTIGA was 8 months. 

Table 1: Adverse Reactions due to ZVTIGA in Study 1 
ZVTIGAwith Placebo with 

Prednisone (N=791) Prednisone (N=394 i 
System/Organ Glass All Grades' Grade 3-4 Al! Grades Grade3·4 

Adverse reaction o/(, % % ol ,o 

Musculoskelatal and connective 
ussue disorders 

Joint swelling/ discomfort? 29.5 4.2 23.4 4.1 
Muscle discornfort- 2fi.2 3.0 7.~l1 2.3 

General disorders 
Edema4 26.7 ·1 .9 18.3 0.8 

Vm,cular diserders 
Hot flush 19.0 0.3 16.8 0.3 
l-lyµe;tension 8.5 "1.3 6.3 0.3 

Gastrointestinal disorders 
Diarrhea 1!6 0.6 13.5 J '> 
Dyspepsia 5.1 0 3.3 0 

Infections and infestations 
Urinary tract mfacticn 11 5 ?.1 7.1 0.5 
Upper respiratory tract 
infection li 4 0 2.S 0 

Respiratory-, thoracic and 
mediastinal disorders 

Cough 10.6 0 .., " 0 I.\} 

Renal and urinary disorders 
Urinary frequency 7.2 0 'l 5.1 0.3 
Nocturia 6.7. 0 4.1 0 

Injury, poisoning and 
procedural compticaticns 

Fractures" 5.9 1.4 2.3 0 
Cardiac disorders 

Arrhvthrnia'' 7.2 11 4.6 1.0 
Chest pain or chest 
discomfort? 3.H 0.5 2.8 0 
Cardiac failure8 n 1 () 1.0 lU 

1 Adverse events graded according to CTC.ll.E version 3.ll 
2:nc!udes terms Arthritis, Arthralqia. Joint svvelling, and Joint stiffness 
:;!nr;!udes terms Musc!e spasms. M1;sculoskeletc1I pain, Myaigia, 
Musculoskeletal dtscornfort. and Musculoskaletal stiffness 

4incitH1es terms Edema, Edema peripheral. Pitting edema. and Generalized 
edema 
"Inctudes all fractures with the exception of pathological fracture 
6inciudes terms Arrhythmia, Tachycardia, .Atrial fibrillation, Supraventricular 
tachycardia, J.\tr ial tachycardia, Ventricular tachycardia, Atria! flutter; 
Bradvcardia, Atricventricular block complete, Conduction disorder, and 
Bradvarrhvthrnia 

7!ndudr:s terms Angina pectcris, Chest pain, and Angina unstable. Myocardial 
infarction or rschernia occurred more commonly m the placebo arm than in the 
ZYT!GA arm (U% vs. 1.1% respectrvelv) 

8indudes terms Cardiac failure, Cardiac failure congestive, Left ventricular 
dysfunction, Cardiogenic shock, Cardiomegaly, Card,omyopathy, and Ejection 
fraction decreased 

Table 2 shows laborato1y 3bnormalities of interest from Study l. Gracie a-4 low 
serum phosphorus (7%) and low potassium (5%) occurred at a greater than or 
equal to 5% rate in the ZYrlGA arm. 
Table 2: Laborntory Abnormalities of Interest in Study 1 

Labcratvry /\bnormalitv 

Abiraterone (t,1:::791) Placebo (N:::394) ----------------------·------------------·-·········----··-------·-·····--------·---- 
Al! Grades Grade 3-4 /.>.!I Grades Grade 3-4 

(%) (%) (%) (%) 
Hypertrigiyceridemia 62.5 0.4 53.0 0 
Hlgh AST 30.6 2.1 36.3 1.5 
Hypcblemm 7.8 3 5.:J 19.fJ 1.ll 
Hypophosphatemia 23.8 7.2 15.7 5.8 
High ALT 11 i 1.4 10.4 0.8 

. H: gr~ Tota i Bi Ii rub: n ~:..~-------------2:] ~:~---------------~--------- 
S tudy 2: Metastatic CRPC Priot to Cbamotharapy 
Study 2 enrolled !088 patients with metastatic CRPC who had not received prior 
cytotoxic r;hemotilerapy. Patients were ineligib!e ii /\ST andior ALT~ 2.5X ULN 
and patients were excluded if they had liver metastases. 
Table 3 shews adverse reactions on the ZYT!GA a;m in Study 2 that occurrnd 
with a 2 2% absoiute increase in frnquency compared to placebo. The median 
duration of treatment with ZYTiGA was n!3 months. 

_Table 3: _ Adverse Reactions_in 2.5% of_Patiants on the ZVTIGA Arm_in Study 2 _____ 
ZYTIGA with Placebo with 

Prednisone (N:::IAl) Prnrlnisone (N:540) 
System/Organ Class Ali Grades1 Grnde 3-4 Ali Grades Grade 3-4 

J\dverse reaction ~/0 % % 0/ ,o 

General disorders 
Fatigue 39.i 2.2 34.3 1.7 
Edema' 25.1 0.4 20.7 1.1 
Pyrex:a 8.7 0.6 li.9 0.2 

Musculoskalslal and l:om1active 
tissue disordern 

Joint swei!in~1/ discom1o,t3 30.3 2.0 25.2 2.0 
Groin pain 6.5 0.11 '1.1 0.7 

Gastrointestinal disorders 
Constipation 23.1 0.4 19.1 0.6 
Diarrhea 21.6 0.9 17.8 0.9 
Dyspepsia 11.1 0.0 5.0 0 ·) 

Vascul,1r disorders 
Hut flush 22.3 0.2 18.1 0.0 
Hypertension 21.6 19 13.1 3.G 

Respiratory, thoracic and 
mediastinal diwrder& 

Cough 113 OU 13.5 ll.2 
Oyspnea 11.8 2.4 9.S 0.9 

Psychiatric disorders 
insomnia 13.5 0.2 11.3 0.0 

Injury, poisoning and procedural 
complications 

Contusion 113 0.0 9.1 o.a 
Falls 5.£1 0.0 3.3 0.0 

Infections and infestations 
Upper respiratory trcict 
infection 12.7 0.0 8.0 0.0 
N ascpharyng itis 10.7 0.0 a.1 o.n 

Renal and urinary disorders 
Hematuria 10.3 '1.3 5.6 0.6 

Skin and subcutaneous tissue 
disorders 

Rash 8.i O.IJ 3.7 O.IJ 
1/\dverse events graded according to GTCAE version 3.0 
'Includes terms E:dema peripheral, Pitting edema. and Generalized edema 
31ncludes terms Artl;r itis, Arthralgia, Joint swelling, and joint stiffness 

Table 4 shows laboratory c1bnorm:1lities that occurred in greater than 1 ~J% of 
patients, and more frequently (>~i%) in the lYrlf.:iA arm compared to placebo in 
Study 2. Grade 3-4 !ymphopenia (9%), hyperglycemia 17%) and high alanine 
amirwtransferase (6%) occurred at a greater than 5% rate in the ZYT!G/\ arm. 
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Table 4: laboratory Abnormalities in> 15% of Patients in the ZVTIGA Arm of 
Study 2 

l.aboratorv Abnormality 

_. AbirataronaJN = !i42)··-····· Placebo \N = 540) ..... 
Grade 1-4 Grade 3·4 Grade 1-4 Grade 3-4 

% % % % 
Hematolcqv 
lvmphopenia 38.2 8.7 3U 7.4 

Chemistry 
Hyperglycemia 1 56.6 6.5 50.9 5.2 
High ALT 4i.9 6.1 29.1 0.1 
f-:igh AST J7.3 3.1 '28.7 1.1 
Hypernatr emia 32.8 OA 25.0 0.2 

.... liyp o kale mi a ······---···--··········-···-!L.~-·-··-···-··?~~··-···-···-··!-9:3_ .. ·-···-···~7- . 
;Based on non-tasunq blood draws 

Cardiovascular Adveri.e Reactions: 
in the combined data for studies 1 and 2, cardiac failure occurred morn 
commonly in patients treated with ZYTIG.t\ compared to patients on the placebo 
arm (2. !% versus 0.7%). Grade 3·4 cardiac: failure occurred in 1.6% of patients 
taking l.YTIGA and led to 5 treatment drscontinuatrons and 2 deaths. Grade '.j--4 
cardiac failure occurred ir. 0.2% of patients taking placebo. There wern no 
treatment discuntinuations and one death due to cardiac failure in the placebo 
group. 

in Study 1 and 2, the majority of arrhythmias were grade 1 m 2. Them was one 
death associated with arrhvthrnia and one patient with sudden death in the 
lYTiGA arms and no deaths in the placebo arms. There were 7 (0.5%) deaths due 
to cardiorespiratcrv arrest in the Z'friGA arms and 3 /0.3%) deaths in the placebo 
arms Myocardial iscnerma or mvocardml infarction led to death in 3 patients in 
the placebo arms and 2 deaths in the ZYTIGA arms. 

7 DRUG INTERACTIONS 
7.1 Effects of Abiraterone on Drug Metabolizing Enzyme& 
ZYl'!GA is an inhibitor of the hepatic drug·metabolizing enzyme CYP206. In a 
CYP206 druq-druq interaction trial, the Cro:,x and AUC of dextromethorphan 
(CYP206 substrate) were increased 2.l3- and 2.9·fold, respectively, when 
dextromethorphan was given with abuatsrone acetate 1,000 mg daily ano 
pradnisone 5 mg twice daily. Avoid co-administration of abiraterone acetate 
with substrates ol CYP2D6 with a narrow therapeutic: index (e.q., Ihioridazine]. 
if alternative treatments cannot be used, exercise caution and consider a 
dose reduction of the concomitant CYP2D6 substrate drug [set.' Clinics! 
Ptuumecoloq» /72.3)i. 
in vitro, ZYT!GA inhibits CYP2C8. There are no clinical data on the use of ZYTiGA 
with druqs that are substrates 01 CYP2C8. However, patients should be monitored 
closely for signs of toxicity related to the CYP2CB substrate if used concomitantly 
with abiraterone acetate. 

7.2. Drugs that Inhibit or Induce CYP3A4 Enzymes 
Based on in vitro data, ZYllGA is a substrate of CYP3A4 The ef1ects of strono 
CYP3A4 inhibitors (e.q., ketoconazole. itraconazols, clarithromycin. atazanavir, 
netazcdone, saquinavir, telithrurnvcin, ritonavir, indinavir, neltinavir, voriconazole] 
or inducers (e.g., phenvtoin. carbarnazaplne. ritampin. rifohutin. rifoper:tine, 
phenobarbital] on the phannacokinetics of abiraterone have not been evaluated, 
in vivo. Avoid or use with caution, strong inhibitors and inducers of CYP3A4 
during ZYTIGA treatment [see Cliaicet Pharmacology {12.3H. 
8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Ci1tegory X [see Contraindications {4.1)]. 
lYT!GA can cause fotai hmm when administered to a pregnant woman based on 
its mechanism of action and findings in animals. While there are no adequate 
and well-controlled studies with ZYTIGA in pre qnant women and ZYTIGA is not 
indicated for use in women, it is important to know that maternal use 01 a CYP17 
inhibitor could affect development of the fetus. Abiratarons acetate caused 
developmental toxicity in pregnant rats at exposures that were lower than ;r; 
patients receiving the recommended dose. ZYllGA is contraindicated in women 
who are or mav become preqnant while rec eivinq the drug. It this drug is used 
duri11~1 pregnancy, or ii the patient becomes pregnant while taking this drug, 
apprise the patient of the potential hcizard to the fetus and the potential risk tor 
pregmmcy loss. Advise females of reproductive potential to avoid becoming 
pregnant rluring treatment with ZYrlGA. 

in an embryo·fotai developmental toxicity study in rats, abiraterone acetate 
caused developmental toxicity when administered at o;al doses o-f 10, 30 er 
100 mg/kg/day throughout the period of orgrrnogenesis (gestational days 6-17). 
Findings included embrvo·fetal lethality (increased post implantation ioss and 
resorptions and decreased nurntrnr of live tetuses), feta! deveiopmentai delay 
(skeletal effects) and urogr:nital effects (biiaterai ureter dilation) at doses 
?10 mg/kg/day, decreased fetal ano·genital distance at ?c30 mg/kg/day, and 
decreased fetal body weight at 100 mg/kg/day. Doses ~-10 mg/kg/day caused 
mat,Jrnal toxicity. The doses tested in rats resulted in systemic exposures (AUC) 
approximately 0.03, 0.1 and 0.3 times, respectively, the ,'\UC in patients. 

8.3 Nursing Mothers 
ZYTIGA is not indicated for use in women. It is not known if abiraterone acetate 
is excreted in human milk. B(;cause many drugs are excreted if1 human milk, and 
because o-f the po1ential fo; serious adverse ; eactions in nursina infan1s from 
ZYTIGA, a decision should be made to either discontinue nm sing, ~r discontinue 
the drug taking into account the irnpor1ance of the drug 10 the mother. 

8.4 Pediatric Use 
Safety and effectiveness of ZYTIGA in pediatric patients have not been 
estabiished. 

8.5 Geriatric Use 
Of the total number of patients rece1v1ng ZYTIGA in phase a tnais, Ts% ot 
patients were 6~J years and over and 30% were 75 years and over. r~o overall 
differences ir, safoty or effectiveness were observed between these elderly 
patients and your,ger patier.ts. Other r(;ported clinical BXperience has r.ot 
identified differences 1n responses b(;tW(;e!l the elderiy and younger patients, but 
greater sensitivitv oi some oidm individuals cannot be ruled out. 
8.6 Patients with Hepatic Impairment 
The phmmacokinetics of abiraterone were examined in subjects with baseline 
mild (n "'8) or moderatB (n = 8) hepatic impairment (Ch1ld·Pugh C!ass A and B, 
respectively) and in 8 healthy contrn! subjects with normal hepatic function. The 
systemic exposure (AUC) of abiraterone after a single ora! 1,000 mg dose of 
ZYTIGA inc:reasHd by approximateiy I.Hold and 3.fi.foid in subjects with mild 
and moderate baseline hepatic impairment, respec1iveiy compared to subjects 
with normal hepatic function. 

No dosage adjustment is necessary for patients with baseline miid hepatic 
impairment. In patients with baseline moderate hepatic impairment (Chiid-Pugh 
Class 8), reduce the rnr:ommer.rled close ot ZYTIGA to 250 mg once dai!y !f 
elevations in ALT or AST ;:,.5X ULN or totcil hi!iruhin ::-3X Ul.N occur in patients 
with haseline mot"!erate hepatic impairment. discontinue .lYrlGA treatment [see 
Dosage and Administmtion (2.1) ,-ind Ciinica! Pharmacoiogv (12.3}}. 
The safety of 2YT!G/i. in patients ·..vith baseline severe h(;pat1c impairment has 
not been studied. These patients should not receive ZYTIGA. 

Fer patients who develop hepatotoxicitv during treatrnem, interruption of 
treatment and dosage adjm,1ment may be required [see Dosage and 
Administration (2.2), Warnings and Precautions (5.3), aiid C!inicai Phannaco!ogv 
(12.3)]. 
8.7 Patients with Renal Impairment 
In a dedicated renal impairment trial, the mear, PK parameters were comparabl,, 
between heal1hy subjects with no,mal renai function (N"-8) and those With end 
stag;, renai diseas,: (ESRD) on hernodialysis (Ncc8) after a single oral 1,000 mg 
dose of ZYTlG/\. No dosage adjustment is necessa;y for patients with renal 
impairment [see Dosage and Administration (2. lj and Clinical Pharrrmca!ogy 
(i 2.3)]. 

10 OVERDOSAGE 
There have been no reports of overdose of ZYTlGf-\ during clinical studies. 

There is no speci1"ic antidote. In the evem of a11 overdose, stop ZYllGA, 
undertake general suppo;tive measures, including monitoring for ai-rhythrnias 
and cardiac fai!ure and assess liver 1unction. 

11 DESCRIPTION 
.l\bi;aterone acetate, the active ingredient of lYrlG.A is the acetyi ester of 
abiraterone. Abiraterone is an inhibitor oi CYP17 (17a·hyd;oxyiase/C17,20-!yase). 
F.ach ZYTiGA tablet contains 7.LiO mg of abiraterone acetate. Abir,iterone acetate 
is designated chemicaiiy as ('.jf3)·1l ·(3·pyridinyi)androsta--~i. 16-dien--a-yi acetate 
and its structure is: 

Abi;aterone acetate is a white to o'ff·white, non-hygroscopic, crystaliine powder. 
lts mo!ecu!ar formula is CnH3JN02 anc! it has a mo!ecu!ar weight of 391.55. 
.l\bi;aterone acetate is a lipophilic compound with an cctariol·water partition 
coe1ticient oi 5.12 I Lo9 P) and is practically insolubie in water. The pKa ot the 
aromatic nitrogen is 5.19. 

Inactive ingredients in the tahlets are colloidal silicon dioxide, croscarmeilose 
sodium, laGt<,se monohydrnte, mcignesium stearate, miuocrvsta\iine ce!!u!ose, 
povidor.e, and sodium iauryl sulfate. 

4- 
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12 CLIN ICAL PHARMACOLOGY 
12 .1 Mechanism of Action 
,l\biraterone acetate (Zv-flG/\) is converted in 11h10 to abiratsrona, an androgen 
biosvntnesis inhibitor, that inhibits 17 Ct-hydroxy!ase/C17,20-lyase ICYPl 71. This 
enzyme is expressed in testicular, adrenal, and prustatic turner tissues and is 
required for androgen biosvnthesis. 

CYP17 catalvzas two sequential reactions: 1) the conversion of pregnenoione 
and progesterone to their 17o;-hydroxy derivatives by 1lu-hydroxylc1se activity 
and 2) the subsequent formation of dehvdrcepiandrosterone (DHEA) and 
androstene dione, respectively, by en, 20 lvase activity. OHEA and 
androstene dlone are androgens and are precursors cf testosterone. Inhibition of 
CYP17 by abiraterone can also result in increased mineralocorucoid production 
by the adrenals isee VVarnings and Precautions (5.1)]. 
Androgen sensitive prustatic carcinoma responds to treatment that decreases 
androgen levels. Androqen deprivation therapies, such as treatment with GnRH 
aqonists or orchiectomv, decrease androqen production in the testes but do not 
aftact androgen production by the adrenals or in the tumor 

ZYTl[l.il.. decnrnsed serum testosterone and other androgens in patients in the 
placebo-controlled phase a clinicat tnal. !tis not necessary to monitor the effect 
of ZYTIGA on serum testosterone levels, 

Changes in serum prostate specific antigen (PSA) levels may be observed but 
have not been shown to correlate with clinical benefit in individual patients. 

123 Pharmacokinatics 
Follr,w:r:g administration of abiratarone acetate. the pharmacokinetics of 
abtraterons and abiraterone acetate have been studied in healthy subjects and 
in patients with metastatic c astr ation-resistant prostate cancer (CRPC). In vivo, 
abiratsrone acetate is converted to abiraterone. In clinical studies, abiraterone 
acetate plasma concentrations were below detectable levels i< 0.2 ng/mL) in 
> 99% of the analyzed samples, 

Absorption 
Following oral administration of abiraterone acetate to patients with metastatic 
CHPC, the median time to reach maximum plasma abiraterune concentrations is 
2 hours. Abirater one accumulation is observed at steady-state. with a 2-fo!d 
higher exposure (steady-state i\UC) compared to a single l,OGO ;;;g dose oi 
abrraterone acetate. 

At the dose of 1,000 mg daily in patients with metastatic CRPC, steady-state 
values (mean i: SD) of Cn,ex were 226 ± 178 ng/mL and ot AUC were 1173 ± 
fi90 nq.hr/rnl., No major deviation from dose proportionality was observed in the 
dose range of 250 mg to 1,000 mg. 

Systemic exposure cf abiratercne is increased when abiraterone acetate is 
administered with food. Abiratercne Cir,,.) and AUCD·O? were appr oxirnatelv 7- and 
5-fold higher, respe ctivelv, when abirater one acetate was administered with a 
low-fat meal (7% fat, 300 calories) and approximateiv 17- and 10-fold highei; 
respective!y, when abiraterone acetate was administered with a high-fat {57% 
iat, 825 calories) meal. G;ven the normal variation :n the content and composition 
of meals, takmg Z'iTiGA with mea!s has the potent:a! to result in increased end 
highly variable &xposures. Therefore, no food should be consumed for at ieast 
two hours beforn the dose ot ZYT!Gfa. is taken and for at least one hour after the 
dose of ZYTHit'.l, is taken. The tablets should be swallownd who!;; with watBr [see 
Dosage and Administration (2.1}]. 
Distribution and Protain Binding 
t~biraterone is highly bound (>99%) to the human plasma prnteins, albumin and 
alµha-1 acid g!ycoprotein. Thl: apparent steady-state volume cf distributiun 
(mean± SD) is 19,669 ± 13,358 L. !n vitro studies show that at clinica!ly re!evant 
Goncc1,mations, abiraterone acetate and abiraterone are. not substrates of 
P-giycopro1.ein (P-gp) and that abiraterr;ne ac;etate is an inhibitor of P-gp. Ne 
stJJdies have hee!1 conducted with other transporter proteins. 

Matabolism 
Following oral c1dministrat:on of 1dC-abiraterone acetate as capsules. abiraternr:e 
acetate is hydrolyzed to abiraterone (active metabo!ite). The com;erslon is likely 
through esternse c:ctivity ith,, esterases have not been identifiedj and is not CYP 
mediated. The tvvo mair, circulating metabolites of abiraterone in human plasma 
are abirnterone sulphate {inactive) and N-oxid1J abiraterone su!phate (inactivl:), 
which ac;count for about 43% cf expusure each. CYP3A4 and S1JLT2J\ 1 are the 
H,zymes invoived in the formation ul N-oxide abiraterone sulphate and SULT2A 1 
is involved in the formation ot abiraterone su!phate. 

Excratio11 
in patients vvith nrntastatic CRPC, the mean terminal half-;ife of abiraternne 
in plasma (mean t SD) is 12 :±: !1 hours. following oral administrntion of 
·14r;. abiraterone acetate, approximately 88% of the rndwc1ct:ve l1ose :s recovered 
in feces and approximately 5% in urine. The major compounds present in foces 
are unchanged c:biraterone acetc:te and ablraterone iar.r.roximatnly 55% and 
22% of the adrninister,,d dvse, respm::tively). 

Patients with Hepatic Impairment 
The pharmacokinetics of abirnterone was examined in subjects with baseline 
mild (n = 8) or rnodeiate (n "8) ;rnpatic impairment (Child-Pugh C!ass f\ and 8, 
respectively) c:nd in U healthy control subjects with normal hepatic function. 
Svstemic exposure to abiratf:rone after a single oral 1,000 mg dose given under 
tasting conditions increased approximately l 1-told and 3.6-fold in s1;bjects with 
mild a;;d moderate baseline twµatic impai;ment, respec;tively. The mean hal'f-life 
o'f abiraterone is prolonged to approximately 18 hours in subjc1cts with mild 
hepatic impairment and to approximately 19 hours in subjects with moderate 
hepatic impaiiment. ZYTIGA has not been studied in patients with baseline 
severe hepatic impairment (Child-·Pugh Class C) [see Dosage and Administration 
(2.2) and Use in SpL'Cific Popuiations (8.6)1. 
Patients with Renal Impairment 
The pharmacokin,,tics of abiratBrone were examined in patients with end··stage 
;enai disease (ESROj on a stabie hernudialvsis schedule (N:=8) and in matched 
control subjects with nornrnl renal function (~k8). In the ESRD cohort of the trial. 
a single 1,000 mg ZYTIGA. dose was given under fasting conditions 1 hour after 
dialysis, and samples for pharmacokinet:c ana!ysis wern co!lectc1d up to 95 hours 
post dose. Systemic exposure to abiraterone after a sing!B oral 1,000 mg dose did 
not i;,c; ease in subjec;ts With end-stage renal disease or; dialysis, compared to 
subjects with normai renc1I function {see Use in Specific Populations (8. 7)j, 
Drug Interactions 
in vicro studies with human hepatic micrnsomes showed that abiraterone is a 
strong inhibitor of CYP1A2, CYP206 and CYP2C8, a moderate inhibitor of CYP2C9, 
CYP2C19 and CYP3f.>,4f5. 

In an in vivo drug-drug interaction tric1I, the l\r.a, and f\UC of dextromc1thorphan 
(CYP206 substrate) wern increased 2.B- and 2.9-fold, respnctively when 
dextrcmethorphan 30 mg was given with abirateronc1 acetate 1,000 mg daiiy (plus 
prednisone 5 mg tvvice dai!y). The AUC fer dextrorphan, the active metabolite of 
dextrnml:tho;phar., increased apprnximately 1.3 foid {see Drug !nteracciur;s fl. r)j. 
In a clinical study to determine the. effects of abiraterone acetate 1,000 mg daily 
(plus prednisone 5 mg tvvice dc:ily) on a sing!,, 100 mg dosi, of the GYP1A2 
substrate theophyliine, no increase in svstemic exµusure of theophylline was 
observed. 

Abiratercne is a substrate of CYP3A4. in vitro. The effects cf strong CYP3A4 
inhibitors er induc;ers on the pharrnacokinetics of abiraterone have not been 
evaluated, in vivo. Strong inhibitors and inducers of GYP:.JA4 shcu!d be avoided or 
used •:vith cautiGn {see Drug !nterac:ciuns (7.2}j, 
12.6 QT Prolongation 
In a muiti-center, open-label, single-arm trial, 33 patients with meta&"tatic CRPC 
received Z'fTiGA ora!ly at a dosr: of 1,000 mg once daily at least 1 hour before or 
2 hours alter a mc1al in combination with prednisone 5 mg orally twice tiaily. 
Assessments up to Cycie ?. Day 2 showed no larga changes in the tJTc interval 
(i.e., >20 ms) from baseline. However, small i;;c;eases in the 1JTc interval /i.e., 
<10 ms) due to abiraterone acetate cannot be. excluded due to study design 
iimitations. 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogano&i&, Mutagonesis, and Impairment of Fertility 
Lung-term animal studies have net been c;unducted to evaluate the carcinogenic 
potential of abirateron,e acetate. 

Abiratercne c:cetate and abiraterone did not induce mutations in the microbial 
mutagenesis (Ames) assay and was not ciastcgenic in both the in 11itro 
cytogenetic assay usin9 primary human lymphocytes and in the in vi:10 rat 
micronucleus assav. 
ZY'flGA has the potentml to impair reproduct,ve function and fertility in humans 
basr:d on findings in animals. In repeat-dose toxicity studies in male rats (13- 
and 26-weeks) and m<.rnkeys (39-weeks), atrophy, aspermiaihyposperrnia, and 
hyperplasia in the reprnductiv;; system were observed at~ 50 m,]/kg/day in rats 
and .?. 250 mg/kg/day in monkeys and v\iere consistent with the antiandrogenic 
ph;irmaco!ogical c1ctivity of abirnterone [see Nonc!iniccil Taxicotogv (13.2.,~. 
These Bffects vvere observed in rats at systemic exposures similar to humans 
and in monkeys at exposures approximately 0.5 times the AUC in humans. 

ln fertility studies in rnts, reduced organ vveights of the reproductive system, 
sperm counts, sperm motility, altered sperm morphology and decreased fortility 
were observed in nrnles dosed for 4 weeks at 2: 30 mg/kg/day. Mating of 
untreated fomaies with mc:lr:s that received 30 mg/kg/day abiraterone acetate 
resulted in a reducc1d number of corpora iutc1a, implantations and live embryos 
and an incre;ised incidence ot pre -implantatwr: loss. Effects on male rats were 
rf:versible alter 16 weeks from the last abiraterone acetate administration. 
Female rats dosed for 2 weeks untii day"/ of pregnancy c1t?: :m mg/kg/day had an 
increased incidence of irregular or extended estrous cyclBs and pre 
implantation loss (300 mg/kg/day). There were no differnnces in mating, fertility, 
and litter parameters in fomaie rats that received abiraterone acetate. Effects on 
female rats wme reversib!e after tf weeks from the last abiraterone ac;etate 
,-:dmm,stration. The dose of ao mg/kg/day in rats is approximately ll.3 times the 
rec r.,mmer,ded dose of 1000 mg/day based or; body surface area. 
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13.2 Animal Toxicology andior Pharmacology 
!n 13- and 26-week studies in rats and 13- and 39-week studies in monkeys, a 
reduction in circulatinq testosterone levels occurred with abiraterone acetate at 
approximately one haif the human clinical exposure based on /.I.UC. As a result, 
decreases in organ weights and toxicities were observed in the rnale and Iemaie 
reproductive system, adrenal glands, liver, pituitary (rats only), and ma!e 
mammary glands. The changes in the reproductive organs are consistent with 
the antiandrogenic pharmacological activity of abiraterone acetate. A dose 
dependent increase in cataracts was observed in rats at 26 weeks starting at 
~ 50 mg/kg/dily (similar to the human clinical exposure based on AUCi. In the 
:rn-week monkey study. no catarects were observed at higher doses (2 times 
greater than the clinical exposure based on AUC). All other toxicities associated 
with abiraterone acetate reversed or were partially resolved alter a 4-week 
recovery period. 

14 CLINICAL STUDIES 
The efficacy and satatv ot Z'rrlGA in patients with metastatic castrancn-rasistant 
prostate cancer (CRPCi that has progressed on androgen depnvation tharnpv 
was demonstrated in two randomized, placebo-controlled, multicenter phase 3 
clinical tria!s. Patients with prior kstoconazole t; eatment for prostate cancer and 
a history of adrenal gland or pituitary disorders were excluded from these trials. 
Study 1 
Patients with metastatic CRPC who had received prior docetaxel chemotherapy: 
A total of 1195 patients were randomized 2:1 to receive either ZYTIGA orally at a 
dose of 1,000 mg once dailv in combination with µ; ednisone 5 mg orally twic:e 
daily (Ncc.797) or placebo once daily plus prednisone 5 mg orally twice daily 
(N~398). Patients randomized to either arm were to continue treatment until 
disease prcqression (defined as a 25% increase in PSA over the patient's 
baseline/nadir together with protocol-defined radiographic progression and 
symptomatic or clinical progression). initiation of new treatment, unacceptable 
toxicity or withdrawal. 

The ioiir;wing patient demographics and baseline disease characteristics Wtlre 
balanced between the treatment arms. The median age was 69 years (rangr;; 
39-95) and the racial distribution was 93.3% Caucasian, 3.6% Black, 1.7% Asian, 
and 1.6% Other. Eighty-nine percent of patients enrolled had an ECOG 
performance status score of Q .. J and 45% had a Brief Pain lnventorv-Short Form 
score of z 4 (patient's reported worst pain over the previous 24 hours). Ninety 
percent of patients had metastases in bone and 30% had visceral Involvement. 
Seventy percent ot patients lrnd radiographic evidence of disease progression 
and ~m% had PSA--only progression. Seventy percent of patients had previously 
received one cytotoxic chemotherapy regimen and 30% received two regimens. 
The protocol pre-speGiiied interim analysis was conducted after 552 deaths and 
showed a statisticatlv significant imor ovement in overall survival in patients 
treated with ZYTIGA comuared to patients in the placebo arm (Table 5 and 
Figurn 1 i. An updated survival analysis was conducted when 775 deaths (97% of 
the planned number of deaths for final analysis) were observed. Results from this 
analysis were consistent with these from the interim analysis (Table 5). 

Table 5: Overall Survival of Patients Treated with Either ZYTIGA or Placebo in 
Combination with Prednisone in Study 1 {Intent-to-Treat Analysis) 

ZYTIGA Placebo 
{N=79"1) (N::.198) 

Figure 1: Kaplan-Maier Overall Survival Curves in Study 1 (lntent-to-Iraat 
Analysis) 

Primary Survival Analysis 
Deaths(%) 
Merlmn survival (months) 
(95% Cl) 
p-value " 
Hazard ratio (95% Gilb 

Ilpdeted Survival Analy:sii; 
Deaths(%} 
Median survival (months) 
(95% Cl) . . 
Hazard ratio (95% Gilb 

~m(42%i 
14.8 (14.1. 15 4) 

< 0.0001 
0.846 10.543, 0.768) 

501 (63%) 
15.8 ('14-.8, 17.0) 

219 (~,5%) 
10.9 (10.2, 12.0) 

274 (69%} 
11.2 (10.4-, 13.1) 

0.740 /0.638 0.859) 
"P-value is derived from a log-rank test stratified by ECOG performance status 
score (0-1 vs. 2), pain score (absent vs. present), number of prior chemotherapy 
regimens (1 vs. 2i. and type of disease progression (PSJ,. only vs. radiographic], 

h Hazard Ratio is derived from a stratified proportional hazards modeL Hazard 
ratio <1 favors ZYTIGA 

Study2 
Patients with metastatic GRPC who had not received prior cytotoxic 
chemotherapy 
In Study 2, 1088 patients were randomized 1 :1 to receive either ZYl !GA at a dose 
of 1,000 mg once dailv (Ncc.546) or Placebo once dai!y (N:.c542). Both arms were 
given concomitant p;ednisone 5 mg twice daily. Patients continued treatment 
unti! radiographic er ciinical (cytutoxic chemotherapy, radiation er surgical 
treatment for cancer, pain rnquiring chronic 0p1oids, or [COG performance 
status decline to 3 or more) disease progression, unacceptable toxicity or 
withdrm,vcJI. Patients with modr.rate or severe pain, opiate use for cancr.r pc1in, 
or visceral orgc1n metc1stases were excluded. 
Patient demographics were balanced betvveen the treatment arms. ·rhe median 
age was 70 years. The racia! distribution of patients treated with Z'r'TIGA was 
95.4% Caucasian, 2.8% B!ack, 0.7% f.\sian and l. 1 % Other. The ECOG 
performance status was O for 76% of patients, and 1 fer 24% of patients. 
Co-primarv efficacy endpoints were overali survival and radiographic 
progression-free survival (rPFS). Base!ine pain assessment was 0-1 
(asymptomatic) in 66% of patients and 2-3 (mildly symptomatic) in 26% of patients 
as defmer! hy the Brief Pc1in Inventory-Short F-orm (worst pain over the lilst 
24 hours) 
Hadio11raphic pro11ression-free survival was assessed with the use of sequential 
imaging studies and was defined by bone scan identiiication of 2 or more new 
bone !esions with con'firmation (Prostate Cancer Wmking Group 2 criteria) and/ 
or modified Response Evaluation Crite;ia in Solid Tumors (RECIST) criteria for 
progression of so-ft tissue lesions. Ar.a!ysi5 of rPFS ut:!iied central!y-;eviewBd 
radiographic assessment of progression. 
/l.t the protoco! pre-specified third interim analysis fer overall surviva!, 37% (200 
of ~,4!.i) of pc1tients treilted with Z'nlGA, comr,ared with 43% (234 ot 542) c,f 
pc1tients treated with placebo. had died. Overc1II survivai wc1s longer for ZVTIGA 
tt1an placebo with a hazard ratio of 0.792 (95% Ci: 0.555 - 0.956). The p- value was 
0.0151 which did not meet the pre-specified value for statistical signilkance 
(Table 6 and Figure 2). 

Table 6: Overall Survival of Patients Treated with Either ZYTIGA or Placebo in 
Combination with Pradni50na in Study 2 HntenHo-Treat Analysis) 

Overall Smvival ZVTIGA Placebo 
(N:546) (N::542) 

·······----···Deaths··--------·-- 200 (37%) 234 (43%) j 
Median survivai (months) 35.3 .30.1 ! 

(95% C!) 131.24. 35.29i !27.30 34.10) i 
n-value" 0.0151 

Hazard ratiob 195% CII 0.7'32 10.655 0.9561 
0 P-valu,, is denved from a log-rank test stratified by ECOG performance status 
SCOie (0 VS. J)_ 
"Hazard Rc1tio ·is derived from a stratified proportionc1I hm~ards model. Hazilrd 
ratio <1 fc;vors ZYTIGA 
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Figure 2; Kaplan Meier Overall Survival Curves in Study 2 {Intent-to-Treat 
analysis) 

~-'(!~'.» ·~} ::·~~ ~:,1 :::::~:: ... ~.~ ..:-;::· .. ~:, ;.N:.ti ~~N ·::~ :~ ~:::; 
:,.>:.: ~:.~ ··...:;;,, :"!,.-S ..;: ::~~' ~,.:: ,~~~ .,;. .... : .·::~'!- ~~-; ::!'-~~ ~-~a ~--.,· 

At the pre-specified rPFS analysis, H10 (28%) patients treated with l'fT!G.i\ and 
25 i (46%i patiants treated with placebo had radioqraphic progression. A 
significant diifernnce in rPFS hetwer.n treatment groups was observed (Table 7 
and Fiqure J). 

Tabla 7: Radiogrnphic Progression-free Survival of Patients Treated with 
Either lYTIGA or Placebo in Combination with Prednisone in Study 2 
{Intent-to-Treat Analvsis) 

Radiographic Progression-free Survival ZVT IGA Placebo 
(N=546) (N='..i42) 

Procrossion or death 150 (28%) 2:;1 (46%) 
Median rPF-S (months) NR 8.28 

!95%CI) (11.66 NRJ (8.12 8.54) 
o-value" <0.0001 

_________________ Hazard rat:o0(%% GI) 0.4:?.5(p.347, Oj:?.2) ! 
NR"' Not reached 
° F-va!ue is derived from a lnq-rank test stratified by ECOG performance status 

score (O vs. I). 
b Hazard Ratio is danvert from a stratified proportional hazards model Hazard 

ratio <1 favors ZYT!GA 

Figure 3; K,1pla11 Meiar Curves of Radiogrnphic Progression-free Survival in 
Study 2 Ilntent-to-Treat Analysis) 

~-~<:~» ·~"""'.: 
·:X···x-·, ·:<?~ 

... ··t· 
,) 

~ , 

···························(········ 
-,~{ 

The median time to opiate use for prostate cancer pain was not reached for 
patients receiving Z'(flGA and was 23.7 months ior patients receiving placebo 
iHRcc0.686, 95% Cl: [0.566, 0.833], p=0.0001). The time to opiate use result 
was supported by a dslav in patient reported pain progression favoring the 
Z'r'TIGA arm. 

16 HOW SUPPLIED/STORAGE AND HANDLING 
ZYTIGA (abireterone acetate) 750 mg tablets are white to off-white, oval tablets 
debossad with .AA250 on one side. lYl"iGA 250 mg tablets are available in high 
density polyethylene bottles or i 20 tablets. 
NOC Number ~,789-i-150-12 
Storage and Handling 
Stern at 20°C to 25cc (Gl3°F to 77°F); excursions permitted in the ranqe from 15°C 
to 30°C {5S°F to 86°:-) [see U8P controlled room temperaturet. 

Base(! on its mechanism of action, lYTIGA may harm a developing fetus. 
Theretors. women who am pregnant or women who may be pregnant should 
not handle ZYTIGA Without protection, e.q., gloves [see Use in Specific 
Populations (8. J )]. 

17 PATIENT COUNSELING INFORMATION 
See F-DA-approved patient labeling (Patient lnformationl 
• Patients snoutd rie mtormed that ZYTIGA and prednisone are used together and 
that thev should not interrupt or stop either ct these medications without 
consultinq their physician. 

• Patients receiving GnRH agonists should be informed that they need to 
maintain this treatment during the course of treatment with ZYTIG,'\ and 
prerlrtisone. 

• Patients should be informed that ZYTIGA must not be taken with food and that 
no food should be consumed for at least two hours betore the dose of lYTIGA 
is taken and for at least one hour after the dose of ZYT!Gt>. is taken, They 
should be informed that the tablets should be swallowed whole with water 
without crushing or chewing. Patients should be informed that taking ZYTIGA 
with food causes increased exposure and this may result in adverse reactions. 

• Patients should be informed that ZYTIGA is taken once dai!y and oredniscns is 
taken twice dailv according to their physician's instructions. 

• Patients should be informed that in the event of a missed daily dose of ZYTIGA 
or prsdnisone, they should take their normai dose the fol!owing day. If more 
than one daily dose is skipped, patients should be told to inform their physician. 

• Patients should be appnsed of the common side effoc:ts assoclated with 
i:'Yf!GA, including peripheral edema, hvpokslernia. hypertension, e!evated iiver 
function tests, and urinary tract intection. Direct the patient to a complete list 
ol adverse. drug reactions in PATitNT INFOHMAl"ION. 

• Patients should be advised that their liver function will be monitored using 
blood tests. 

• Patients should be informed that ZYTIGA may harm a developinq fetus; thus, 
women who are pregnant o, women who may be preqnant should not handle 
Z'!'TIGA without protection, e.q., g!oves. Patients should also be informed that it 
is not known whether abrrsterone or its metabolites are present in semen ,:nd 
they should use a condom if having sex with a prngnant woman The patient 
should use a condom and another eflective method of birth control if he is 
having sex with a woman of child-bearing potential. These meast:res are 
required during and for una waak after treatment with lYTIGA. 

··-~~ 

Manufactured by: 
Patheon Inc. 
Mississauga, Canada 
Manufactured for: 
,l anssen Biotech, Inc. 
Horsham, P,1.\ l 904A 
© Janssen Bi0tad1, Inc. 2012 
Revised: December 2012 

····:?·,.,:. ···· ... p.<~, 

The primary efficacy anaiyses am suµp01ted by the following prnsµectively 
defined endpoints. The median tinrn to initiation of cytotoxic chemotherapy was 
25.2 months fc,r patients receiving ZYT!GA and 16.tl months for patients receiving 
placr:bo (HR==-0.580; 95% Cl: [0.467, 0.691], p<0.0001). 

' 
Janssen J 
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PATIENT INFORMATION 
ZYTIGA® {Zye-tee-ga) 
(abiraterone acetate) 

Tablets 

Head this Patient Information that comes with ZYTIGA before you 
start taking it and each time you get a refill. There may be new 
information. This information does not take the place of taiking 
with your healthcare provider about your medical condition or 
your treatment. 
What is ZVTIGA? 
ZYTIGA is a prescription medicine that is used along with 
prednisona. ZYTIGA is used to treat men with castration-resistant 
prostate cancer (prostate cancer that is resistant to medical or 
surgical treatments that lower testosterone) that has spread to 
other parts of the body. 
ZYTIGA is not for use in women. 
It is not known if ZYTiGA is safe or effective in children. 
Who should not take ZYTIGA? 
Do not take ZYT!GA if you are pregnant or may become pregnant. 
ZYTIGA may harm your unborn baby. 
Women who are pregnant or who may become pregnant should 
not touch ZYTiGA without protection, such as gloves. 
What should I tell my healthcare provider before taking ZYTIGA? 
Before you take ZYTIGA, tell your healthcare provider if you: 
• have heart problems 
• have liver problems 
• have a history of adrenal problems 
• have a history of pituitary problems 
• have any other medical conditions 
• plan to become pregnant. See "Who should not take ZYTIGA?" 
• are breastfeeding or plan to breastfeed. It is not known if ZYTIGA 

passes into your breast milk. You and your healthcare provider 
should decide if you will take ZYT!GA or breastfeed. You should 
not do both. See "Who should not take ZYTIGA?" 

Tell your healthcare provider about all the medicines you take, 
including prescription and non-prescription medicines, vitamins, 
and herbal supplements. ZYTiGA can interact with many other 
medicines. 
You should not start or stop any medicine before you talk with the 
healthcare provider that prescribed ZYTIGA. 
Know the medicines you take. Keep a iist of them with you to show 
to your healthcare provider and pharmacist when you get a new 
medicine. 
How should I take ZYTIGA? 
• Take ZYTIGA and prednisone exactly as your healthcare 

provider tells you. 
• Take your prescribed dose of ZYT!GA one time a day. 
• Your healthcare provider may change your dose 1f needed. 
• Do not stop taking your prescribed dose ofZYTIGA or prednisone 
without talking with your healthcare provider first. 

• Take ZYTIGA on an empty stomach. Do not take ZYTIGA with 
food. Taking ZYTIGA with food may cause more of the medicine 
to be absorbed by the body than is needed and this may cause 
side effects. 

• No food should be eaten 2 hours before and 1 hour after taking 
ZYTiGA. 

• Swallow ZYT!GA tablets whole. Do not crush or chew tablets. 
• Take ZYTIGA tablets with water. 
• Men who are sexually active with a pregnant woman must use 

a condom during and for one week after treatment with ZYTIGA. 
If their sexual partner may become pregnant, a condom and 
another form of birth control must be used during and for one 
week after treatment with ZYTIGA. Talk with your healthcare 
provider if you have questions about birth control. 

• If you miss a dose of ZYT!GA or prsdniscne, take your prescribed 
dose the tol!owing day. If you miss more than 1 dose, teil your 
healthcare provider right away. 

• Your healthcare provider will do blood tests to check for side 
effects. 

What are the possible side effects of ZYTIGA? 
ZYTIGA may cause serious side effects including: 
• High blood pressure (hypertension}, low blood potassium 

levels (hypokalemia) and fluid retention {edema). Tei! your 
healthcare provider if you get any of the foliowing symptoms: 
o dizziness o confusion 
o fast heartbeats o muscle weakness 
o feel faint or lightheaded o pain in your legs 
o headache o swellinq in your legs or feet 

• Adrenal problems rnay happen if you stop taking prscnisone. 
get an infection, or are under stress. 

• Liver problems. You may develop changes in fiver function blood 
test. Your healthcare provider wi!i do blood tests to check your 
liver before treatment with ZYTIGA and during treatment with 
ZYT!GA. 

The most common side effects of ZYT!GA include: 
o weakness 
o joint swelling or pain 
o swelling in your legs or feet 
o hot flushes 
o diarrhea 
o vomiting 
o cough 
o high blood pressure 
o shortness of breath 
o urinary tract infection 
o bruising 
o low red blood cells (anemia) and low blood potassium 

levels 
o high blood sugar levels, high blood cholesterol and 

triglycerides 
o certain other abnormal blood tests 

Tel! your healthcare provider if you have any side effect that 
bothers you or that does not go away. 
These are not al! the possible side effects of ZYTIGA. For more 
information, ask your healthcare provider or pharmacist. 
Call your doctor for medical advice about side e'ffects. You may 
report side effects to FDA at 1-800-FDA-10B8. 
How should I store ZYTIGA? 
• Store ZYTi GA at 59°F to 86°F ( 15°C to 30°C). 
Keep ZYTIGA and all medicines out of the reach of children. 

8 
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General information about ZVTIGA. 
Medicines are sometimes prescribed for purposes other than 
those listed in a patient information le atlet. Do not use ZYT!GA 
for a condition for which it was not prescribed. Do not give your 
ZYTIGA to other people, even if they have the same symptoms that 
you have. It may harm them. 

This leaflet summarizes the most important information about 
ZYTIGA. If you would like more information, talk with your 
healthcare provider. You can ask your healthcare provider or 
pharmacist for information about ZYTIGA that is written for 
healthcare protessionals. 

For more information contact Janssen Biotach, Inc. at 
1-800-526-7736 (1-800-JANSSEN) or wvwv.Zytiga.com. 
What are the ingredients of ZYTIGA? 
Active ingredient: abir aterone acetate 
Inactive ingredients: colloidal silicon dioxide, croscarmeilose 
sodium, lactose monohydrate, magnesium stearate, micro 
crystalline cellulose, povidone, and sodium laurvl sulfate. 

This Patient Information has been approved by the U.S. Food and 
Drug Administration. 

Manufactured by: 
Patheon Inc 
Mississauga, Canada 

Manufactured for: 
Janssen Biotecb. Inc. 
Horsham, PA 19044 
@Janssen Biotach. Inc. 2012 
Hevised: December 2012 

2000005445 

K08Z121174 

...._, 
Janssen J 
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VVorldwide Ci·1airmat\ Pharmaceuticals 
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Note on Forward-looking Statements 
These presentations contain iiforward~looking statements'1 as defined in the Private Securities Litigation Reform Act of 
1995. The viewer is cautioned not to rely on these forward~looking statements. These statements are based on current 
expectations of future events. If underlying assumptions prove inaccurate or unknown risks or uncertainties materializel 
actual results could vary materially from the expectations and projections of the Janssen Pharmaceutical Companies 
and/or Johnson & Johnson. Risks and uncertainties include, but are not limited to, general industry conditions and 
competition; economic factors, such as interest rate and currency exchange rate fluctuations; technological advances, new 
products and patents attained by competitors; challenges inherent in new product development, including obtaining 
regulatory approvals; challenges to patents; significant adverse litigation or government action; impact of business 
combinations; financial distress and bankruptcies experienced by significant customers and suppliers; changes to 
governmental laws and regulations and domestic and foreign health care reforms; trends toward health care cost 
containment; increased scrutiny of the health care industry by government agencies; changes in behavior and spending 
patterns of purcl1asers of health care products and services; financial instability of international economies and sovereign 
risk; disruptions due to natural disasters; manufacturing difficulties or delays; complex global supply chains with increasing 
regulatory requirements; and product efficacy or safety concerns resulting in product recalls or regulatory action. A further 
list and description of these risks, uncertainties and other factors can be found in Exhibit 99 of Johnson & Johnsonls Annual 
Report on Form 10-K for the fiscal year ended December 30: 2012. Copies of this Form 10-K, as well as subsequent filings, 
are available online at www.sec.gov, www.investor.jnj.com or on request from Johnson & Johnson. Neither the Janssen 
Pharmaceutical Companies nor Johnson & Johnson undertakes to update any for1vard-looking statements as a result of 
new information or future events or developments. 

MYLAN PHARMS. INC. EXHIBIT 1012 PAGE 27 



Notice Regarding Non-GAAP Statements 

These presentations may refer to certain non-GAAP financial measures. These non-GAAP 
financial measures should not be considered replacements for, and should be read 
together with, the most comparable GAAP financial measures. A reconciliation of these 
non-GAAP financial measures to the most directly comparable GAAP financial measures 
can be found in the Investor Relations section of the Companis website at 
www.investor.jnj.com. 

Note: Operational sales growth excludes currency impact and is a non-GAAP financial 
measure. 
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New Molecular Entities 

These presentations contain statements about new molecular entities ("NMEs") and other 
medicines or line extensions in various stages of development. These statements are 
based on the Company's current knowledge of the status of development of these NM Es, 
medicines and line extensions and are subject to the challenges and difficulties inherent in 
product development. The Company assumes no obligation to update any statements 
regarding these NMEs, medicines or line extensions as a result of new information or 
future events or developments. 

In addition, in biopharmaceuticals, there are higher possibilities of encountering 
infringement claims by competitors with respect to patents or other intellectual property 
rights. 
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Strategic Partnerships, Collaborations 
and Licensing Arrangements 
During the course of this morning's presentations! we will discuss a number of products and wmpounds developed in collaboration with strategic partners or 
licensed from other companies. Following is an acknowledgement of those relationships that are not otherwise referenced in toda/s presentations. 

Immunology REMICADE®and SIMPON I® marketing partners are Schering-Plough (Ireland) Company, a subsidiary of Merck & Co.1 Inc. and Mitsubishl Tanabe 
Pharma Corporation, ASP015K·JAK Inhibitor licensed from Astellas Pharma Inc., Sirukumab developed in collaboration with GlaxoSmithKline. 

Neuroscience INVEGA® SUSTENNA®/XEPLION® includes technology licensed from Alkermes: Inc., NUCYNTA® coydeveloped with Grunenthal GmbH._ 
RISPERDAL ® CONST.£\® developed in collaboration with A!kermes, Fulranumab licensed from Amgen1 Inc., Bapineuzumab is being developed 
through a collaboration between Janssen Alzheimer lrmnunotherapy and Pfizer Inc., Bace lnhibitor-Prodorrna! Alzheime(s disease licensed from 
Shionogi & Co. MGluR2 PAM developed in collaboration with Addex Therapeutics, NR28 iicensed from Evotec, MGluR5 PAM developed in 
collaboration with Vanderbilt University, MB-003 and MC-001 developed in collaboration with Pfizer, ULTRAM®ER licensed from Grunenthal 
GmbH, TRAMACET~ developed in collaboration with Grunenthal GmbH, AXERT~ licensed from Almirall Prodesfarma, REMINYL ® is licensed from 
Shire PLC., LEXAPRQGt·co-marketed and license agreement between Xian.Janssen and Lundbeck A/S, 

Infectious INCIVO® developed in collaboration with Vertex Pharmaceuticals, Simeprevir (TMC435) developed in co!laboration with Medivir AB, 
Diseases & Darunaviricobicistat fixed·dose combination developed in collaboration with Gilead Sciences, he, LEVAQUIN'~ licensed from Daiichi Sankyo Co, 

Virology ud, QUINVAXEM®developed in collaboration Vv1th Novartis Vaccines and Diagnostics: HIV Vaccine developed in collaboration with Beth Israel 
Deaconess Medical Center and National lnstitutues of Health, (NIH), Rabies mAb CD·promoted with Sanofi Pasteur, FlumAb partially funded by N!H. 

Cardiovascular/ INVOKANA,,~ iicensed from Mitsubishi Tanabe Pharma Corporation, XARELTO®co-0eveloped with Bayer HealthCare. 
Metabolism 

Oncology lbrutinib (PCl-32765) developed in collaboration and upon approval will be co-marketed with Pharmacyclics1 Inc., ZYTIGA® licensed from BTG 
International Ltd., VELCADE® developed in col!aboration with Millennium: The Takeda Oncolc~y Company: DACOGEN® developed in collaboration 
with Eisai Corporation of North America, Daratumumab licensed from Genmab A/S, YONDELlsi· developed in collaboration with Pharma Mar SA, 
lntetumumab licensed to and co-developed with BeiGene, Ltd.1 PROCRIT®/EPREX® licensed from Amgen Inc., FGFR Inhibitor is licensed from Astex 
Pharmaceuticals, Inc. 
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The Pharmaceuticals Market Is 
Attractive and Growing 

t Market drivers 
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Tremendous Opportunity to Improve the Lives of Patients 

'•\\~ 

J
anssen T i ··:::'.~)t::·,·\t:-, .. h-- .. ;;~tt:~ 

~ ~ ,,~ (lllli,m-,·r~·):,):\-x 

.l· 

MYLAN PHARMS. INC. EXHIBIT 1012 PAGE 31 



Building on the Strong Momentum in 
Pharmaceuticals 
Focus on Transformational Medical Innovation 
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Fastest Growing Top 10 Pharmaceutical Company1 

WW Pharmaceuticals: Operational Sales Change_ vs, Prior Year Respective Quarter* 

·t· ·1· /4 O! ~ •. m 
' .• ( ~ ) w 

t'\1'00 ~ 'l.J 

lill!{ • 4 

MYLAN PHARMS. INC. EXHIBIT 1012 PAGE 33 



Strategic Framework 
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Strategic Framework 
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Robust Performance from Core Growth 
and New Products 
US Billions 
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Excellence in Execution 

Core Growth Products Continue to 
Make a Strong Contribution 

lELCADE® 
\Lur l ozurnilJ):i :i,:Jf'(;:)N - Recently approved subcutaneous formulation 
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Excellence in Execution 

Immunology Portfolio Expanding 
on REMICADF~ Legacy of Leadership 

·: : : ;, 

··············.·•••,:•~I;;;····· ..•.•.•. ·.·· ... ··· t111,i 
.::ix@:a:m:o.:1lb.:@;ui:a.~9.;r~1Phle;s::::a:md./Jhnf ¢atlon.:s::- 

. . :•:•:•:,:•:, ;.-.: ,....... ·,···-,::::•:::::-:::,: ·. -:•:•: :••:• 

... ·:·: :%:::IQ1\~t:i@:~t,ig:M%i1\lh/2fililUJ(•J+:$:J.jfi:1t• _:·::: :::::.:: :·::::: .. : · .. :::::::·: 

: ... :: !::1;:t::t~il~ti::i!~T::1;:;;~;ai: .... ... ... ... . 
. .J:!Kh,e:PDtRf 9i-tt)t,\r:th'Nf !is::i:I:V:\f fati:tiMlJ~!f!QG:::·po/0\f;;::;;;:::.: 

:.:.:::t:f JI~'.:::;:!:,:'.~ir:: :.::/:::: ::::· · · .. . .. 

S237MM 

.. .. .. .. . .. ·= t8 

:::~
1a.1e.+%.fu:®:n:m.:1:n:g:i:::::'.F :ltst:,In!:i%la:ss:i:·· ··· ::·::\:: ··· 

.:).: ::51js~~a:::ffirxi:::1n:~ishpti?1:r r::gu.:i:2.::J1•*4:zi1tx::::.: .·.·.· 

:::jl2~1:~w:t::·em(1&:c.w:#.:rrt,::::$ij:f ~t1t:&:$.:f J:::fy:·· ·· 

:\Q\:noo1rtl:t.r:~mt:.1ygijt$\Qf ::~x:wg:r1¢:r1:~R:: ·· · 

::~:::::::J~sndzjMwni@ht1:MS:l:h~i:tmf$M:dt~~:tn}~1toh1$:· 
::$U:½m:ltf~:t1ti;ip;:1;:4:: .. 

··.·, ...... 

.. : $346MM 

Sources: l. Evalu,JtePharrna: April 2013 (lrnmuno!ogy :1wh::t [:1cludes smaii and !~irge molecules for r,;:1eumai:oid A:thrft:s,. .~:-:kylos/ng Spo:-,dy-::t:s: Lupus: f.:sor·iat:::: 
Arthntis, Crcht\!S Dfst:~~se .. LHc:~c:~t:vE: Cciiltis,. ~it~d Pscri~is\s), "()peratfonat changt:. r~· r·e(\.ent greater than 100'\~~. 
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US Immunology Leader, Poised for 
Continued Growth 
Total Immunoioqy Product~; Delivered f(9B in 2CH?.: 
:1.9?·(1 OperatfcJn(}i Compound /-,nnu(Ji c;rnwth R(ite Since 2009 

..\:inssen Is .r 1 in US Jmrnunok.\JY ::;aie~; 
and t' 2 V\/orid\v~de.1 

9' 
8' 
... , 
/ ' 

6' 
:> ' 

4· 
... , 
,) . 
·, 

ml 
,.:. ~ 

1. 

0 I~ 
2003 2004 :2005 2006 :?007 2008 2009 ;?()10 ?01.1 201.2 

~)ourct:: .l. fva:uatePh~:rn:a: M~!y 2013 (ln~: .. :·~ur:o:ogv rn£:rk8t ir:dudes US srr:aH and fl:rf;e n1vk:cui~~s fo:· Rheun:ato:d .~rthritisl Ankylvsin9 Spondv!:tis,. Lupus, Pso:~iat:c 
A:thntis,' Cronn~s Disc:i~se,. u:ce(:~t:vE: Cc,litis: (ind P~~criasis.}1 

lli]l / !O 
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Excellence in Execution 

ZYTIGA®: Most Successful 
Oral Oncology Launch in History1 

~ Generated $96:1.MM revenue ln 2012 

~ Changed treatment paradigm for 
metastatic Castration'"Resistant 
Prostate Cancer ( 1T1CRPC) 

~ Approved in 75+ countries for 
cbemo refractory and more than 
f.1Q QQut1 naH cn+c treatsd \,. f l..i~ l1t:1 it.J t,I .... i~ ,\. . l 

* Approved in 40+ countries for 
chemo nave (US/EU approvals 
December 'Jn1 'J) ,.i\_., ~~ .. fuT'I._JJ,..6_-..

1 

a m 
: $4.58 i S8.0B : 12% 

::ource$; l, E;:::_:fi.:atePharnia .. Oncology lautF:h '.d0w O:"f.:isi tv:ay 14, 2013, 2. f,/a:utitePh~H·:r1f.i, :;pr:: L013 (~\:)state Cr.:ncer n:ad,et). 3\ JMS He~1ith and :nt~~rnr)! ar,a:ysi~;, 
x Op(:r~~tiona! chanqe, 

~lllll / l1 
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Excellence in Execution 

Overall US Patient Share Continues to Grow 
Total mCRPC Share in April Over 30%, Up N 3 Points from Q4 2012 

30% 

ZYTIGN~ 

,.;{;::,· 

10% ' """"'"")1'.._ __ ,---=-~~~ 
,,::::f::: 

0 ~:{1 ' "-v:•. ·,·. '\",, .... ,:::/'' '( ,_""""i '"""'" ~ '"'""'""' ( ·-"""f""'"'" )"-"""- ,"-"'"'( •'""'') 

30% · 

20% • 

10% · 

5%' 

•:•:•:• ',',:•:'-:;.-. 
•:,•,:,:•: 

·,:,:,: 
:,:•::,:,:-:•::,:-:,: :,:,·,,:,:•,••, 

Sources: ZYTlG.1~:s u IMS DDD. VVGlters Kicvvt:r Hea:t:1 (VVKH), Xt<~n,:jfi~, u \f~KH dat,1 based on ZY'TIGA? Xponer,t sr.,n-:p!es tc IMS DDD univetsE: {san1pi:; of cit.!fn:s f:~on1 
SPP/Pharrn~cy to P<~ye:·) .. Note: P(il:!en:: snsre p~:rc~:ntt1~JE:s ,1r~~ pn:l:rn!narv ~:sU:n~~t~:~: tf::1s~~d en Hrnit~~d (jai:{3 t3VBHt1t;i~:. P::ib~nt :i:veJ dt:i:a!led sa!~:s d(it:o by lndiC(ii:iGn Dnly 
~~v~:!abl(: on a 2 rnonf:h !aq (Le ... March d~ta :~t th~: bfq:nni::q of June)I 

'•\\~ 

Janssen T 
. ,»~ 

... 
.. ...... llllli} . 12 
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Excellence in Execution 

INCIVO®: Maintaining Leadership Position INC/VO® 
····--"te!ap:evf r 

& EMA approved 2011; now launched in over 30 countries 
~ Maintaf nina strona lead vs( Victre!is:'~) across Eurone 

oi "~ r' 

~n 9.0 : ~-7 70 ?'1..'1,.~ ! f'· .v: .. , , "'~' ,, : .. , ..... ,1,, 
................ : :· . 

* Received CHMP recommendation for twlce~dai!v doslnq l\oril 2013 
} qi., ~ 

$162MM 

] ., ... ' 
.l J i 

: 
150 -~ 

: 

1t..·,:, .J 
,1 ~ 

: 

100 ~ 
l 

75 i : 
r;o ~ 

~·" i ,•'1 .: 
._y ! 
n L"'" ,, ' 

QJ.112 Q2'.l2 03'12 

80%, 

Feb Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb 
12 12 12 12 12 12 12 12 12 12 12 13 13 

MYLAN PHARMS. INC. EXHIBIT 1012 PAGE 42 



Excellence in Execution 

XARELTO®: Broadest Profile of 
Any Novel Oral Anticoagulant 
t Strono (1 ic·t'f)nner \i~1!1Je· nr~c1nn,~if1r,n ~" , \., I.) .~.~~1 ,\ s , ~ l~s \ ,, ~--· "'t"'V.~Ji~ Vl I 

with once~a~day dosf ng convl~nlence 
~~n1 '] m U l h n IO ·1 n (1 ; cane nc \," ~ ~ l ~ ~ , ~ ~ r..,~ ~ .. < • i ) i ,.,~ \ \~ t ~ ~' 

$5.6B 2J.% : 

Sourc~~;: J" l~iS H~a:th. 2. Eva:uatePharn1:~, May 2G.t3 (ora: ~:ntica~,gu!(int:!.\ 
{)p:~r::~t!o:·:c:! c:h:~:\~EI ~x Percent qrEi~t~:r· i:han J.00~/Q, 

,: . 
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Excellence in Execution 

Novel Oral Anticoagulant Leader in the US 

?D/00 

10)00 

'\\"- 

Janssen r 
.,ii 

:.•.;, 

··:•: l!li. ( 15 
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Excellence in Execution 

Unmatched Early Performance 

(000 

6f000 

3,..000 

1t000 

1 2 4 5 6 
., 
/ 9 10 11. 12 13 P 1.5 1.6 19 20 

'·\\~ 

Janssen r 
.l 11 ;: 16 
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Excellence in Execution 

Surpassing Warfarin 
Among Cardiologists 

Warfarin 

'\\\W6 

Janssen r 
.,,~ 

.......... ·:.:::;:•:• 
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Excellence in Execution 

BesHn-Class Commercial Capabilities Have 
Unlocked the Potential of New Products 

Tt1p 10 Gioba! Phan-naceutka! Companies 
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Excellence in Execution 

New Products Contributed $4.4B in 2012 
t±1 {; f wcV 

$4A 

$'1 ·1 . \~.\. 
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Excellence in Execution 

New Products Expected to Make Up 
N46% of a Well Balanced Portfolio in 2017 

2012 
'\\\-- 

Janssen T 
~ .,, lil!i ( 20 
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Excellence in Execution 

Favorable Loss of Exclusivity Position from 
Refreshed Portfolio Helps Protect Future Revenues 

C D r· 
f' H 
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Excellence in Execution 

Well Positioned for Potential Infliximab Biosimilars 

~ Inflixin1ab patent situat1 on 
'"" Potentia! 2015+ in Europe 
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Strategic Framework 

.... ... 
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Global Reach 

Fastest Growing Top 10 Global 
Pharmaceutical Company 

.- ~~~ 
~~"'~ 
~~'\~ 
~~ 
~--\.~'\'\'\~'\'\~\.'\~ ~~~~~~, •r -: ~~'ffl ~"~ ~'"·P~,~i~ I-~ :Mia i ~ ~ 

•. , 
~~ 

#1 Janssen 12% #1 Janssen 7% #1 Janssen 27% 

#2 f' \ '?(}b #2 ~\ '\ ,, 5q10 #2 Teva 14"'' •f)f'flfl i bbv.11e '\.,'-, 
\.\.•\,., ,J '" dJ 

#3 ~! ! . " s(~lo #3 Teva 4°/o #3 Roche "/~/o I () )\/It.) ' ' ',: \, 

#4 Teva 1 ···-1 #4 ~\ \' '\•1·' #4 AZ 5~:{} .. \1'o ovarns ,:'>10 ~\) )'\, ~ ~- ,) 

#5 Lilly 1 ',: #5 ~/~ etk 1'11 #5 t'' .n., I I 1 ~lo '-'/1) 'io \J~);\ ·' )\.. i lt, lot\ 

·. . . . . . 

·: End.u$1,;y iv.e,-age: . 
. · . ···.. .. . .· .. 

•·······································•······························• 

lll!li: :. 24 
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Global Reach 

Johnson & Johnson Continues to Lead the 
Pharmaceutical Industry in US Sales 
Cumulative Sales from Products Launched from 2009 to March 2013 

: 1111'" 11 ~ ~ ~ 

.2 . . . ..· NOVMUIS .. . . . .. .·.. . . .. $ 3(236 
................................ , '" . 

3 

5 
... ... ... ... .... .. ..... 

'~ I , .... R·r··-x ,..... · \Rf~ \ ,n- tn· • PHJ. v,f. Y \.., !w, I I I, I, 
............................... . .. . . . .. "'. ····:· ····:·:·::"' .. :":" ., .... :·:········"· 

9 
1.0 

NOVO NORDISK 
r, .t..Xi'"·f'f 1""1., 1··'l IN!- ... ,.,:.~,d""Yt l·~· ··· .: .... • ""'~I< '- .. \..,\ M ) ~\ '. <n' • • • • 

: :........... .. ; ., ·, 
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Global Reach 

Core Growth and New Products Have Almost 
Doubled Footprint in Emerging Markets 

I Devdoped 
I Emergin9 

2007 
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Strategic Framework 

·.·,:- 

,.,. :,•;. 
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Value Through Innovation 

INVOKANATM: A New Approach in the 
Treatment of Type 2 Diabetes -: . -- 

Adjusted Mean Chanqe~· ln HbA1c 
from Ba~;dne to VVeet\ s;r 

Sfti~;Hptin 100~:\l (:jrrnqlif:oz.in ZOOm9 
+ MET + SU + MET -~~ SU 

* A!so referred to as !~~a:;t ~:qu~~re3 (LS) rnt~cn . 
.. ~bb:·{:v:atfon: CJ. ~~c:on:~den(:e ~ntervaL 
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Value Through Innovation 

Strong Initial Market Reaction 

and TradJentd·~ 

3,000 1 

2,500 1 
,j 

30% 

21000 

,ul\(\ ., .... 
,1V\,1 

week 1. 

',\\\\$ 

Janssen r 
.l! 

Week 2 Week 3 Week 4 Week 5 Week 6 
OC;~ 

.'\., 

4/5 4/12 

Jan:.1viai 
...... 

4/26 5,/3 5/10 
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Value Through Innovation 

Simeprevir: Next Generation HCV Treatment 
with Priority FDA Review 

- 

.... Convenient oncemdaliv doslnq 
I ,,. 

··~\~ 

J
anssen T i ··:::)~)t::i·f\t;·'.:h"'::~':i:~ 

. ~ ;;:~ ~:~~,{~\m·~t~S.>:·~:~-~ 
. ,,~ 

:·· . 
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Value Through Innovation 

Ibrutinib: Granted Breakthrough Therapy 
Designations for Rel/Ref MCL, WM and 17p del CLL 
~ Highly differentiated, novel cornpound 

-- Ora!!y active1 small rw1!eculei targeted agent 
.w Nove! mechanism with compelnna activitv 

"' I 

across Sl;vera! B· .. ce!! malignancies 
[)e 1,'j!·"'t"ml})'lf :r1 t1 i ~\:1ti w!\. .. , rii qti .... , \II.JU1-.H ,\,! l\. I ,., _l.1 n,,t..1 d l'l I v m,l .. •,,,t .. 1 

f:·i ~,r1i1 MM 1-r a !\J ! d ! 

~ Ear!v Access Proc1r-am announced 
l .J 

May 2013 

~ MCL filing targeted before end of Q3 2013 

__ . . . . . . ' \, : . . 

- 
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Strategic Framework 
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Leading with Purpose 

Improving Patient Care Through Innovation and 
Integration in Schizophrenia 

Ui:'l!r)iqq n,:iti~~nt~ rJ~~~,,H ·~, ~-'~..: "~d . 

-~1"('\:~c.c a~ r'l·~ CH .. ,\..~ .. h) • 1 iU 

maintain 

oate r-1t csre ' I. ) ,l ! ' .. (~l ~ 
l 

$284MM 

~ Part of a $2,2.B LAI antiosvchotic franchise that crew 17% ooerationa!!v in 20:1.2 
I l I /W \ } 

~·. Dperationa: ,J:angi~ (indu:)es IN\!EG.1;·~~ SUSTENf~.:\{~/XEPLiOff.'), 
LAI ant::p$)1Cr:~)t:(: f:ani:h[;;e includes TNVEGN~ su~)'fTNNA'?/XEPUON'~ ~:ind RISPER.DA!} CONSTA'\ 

.:: ::: .;.. :•:;:- 

··· 
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Leading with Purpose 

SIRTUROTM: First New Mechanism for Multi-Drug 
resistant Tuberculosis (MOR-TB) in 40 Years 

\\M tliift'B:: rs:: :a: ::tf111~11 :i1:o.ij1b't 
· · J\1;~\i)tik 1:t:1f i\)YHP:: l1i1\i~Nt\~(11H~\ :f3!!:i:H\( )pot: 

~ Affects 630,¥000 wor!dwlde1 ~'\ ' ' . s. : 'l' ~);1 t'~ \~Jr~ t· L\ t't'~~J(~ ,~ ~:l r, r·~ t rl1 r~ rt)\! \~J ~ ~ ... , ~. ~ \,,· ~ ) t ~ . \,., ,~ , .. ,, ... '"' ,,.,) ~ ~ ,,,) ·" ~ ) ~ f·l ~ \,•' ~' \.i 
\"\''' \ ' ... ,,, ' ' I ,,, ,,, ·'\ .,,. '''I") ,.,, t'' t' , t' "' ~·, ,,,{ ··~ ,., ,"{ ,,,. ~ ~ t:: (~ u ~ ~ t: ~ ~ t. ,:) ~.c~ ~ ! tJ <) I \J ~) 

SGLH'C'~): "!.. VVH() G!Gt):~i Tub:~rcu:Gs:~; R~:r)(Ht .2012, 2. VlH() .2( .l .t/20 .l 2 Tt.:b(n:u!C$i~; G!ob;:i! Facts. 
3, VVHO Pres) R~!least\ "Pi:1rt:·:e1~ call for :nc:n~:ased cGrnrnit:rne~n: t·~) tac:kie ~·1Dr,' .. TE/' rv:arch 23 20 .1.L 

liii / 34 
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Company Group Chairmen 

.. , ... , Ci . Lonwanv t:Jrnun .narman. 
I I r , 

Europe! M1dd!e East & /\frlca 

'\\'wA 

Ja!nssen r ; ,·::.i~i.::~n·,:·i:::.~:.(:h"·::~'11:~ 

~ ;:~~ ~~t~~m-~}~~·>:·>:~-~ 
\' ,· ... . ,, .. ~ 

.. .. .. 11!1i > ' 35 
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Key Takeaways 

~ Makinq a difference throuqh 
~ w 

transformational medical innovation 

~ f:nhancin9 pipe!ine to deliver the 
next wave of growth 

Building on the Strong Momentum in Pharmaceuticals 
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Top 50 pharm aceutical products by global sales - Top Pharm a List - PML iVE 

our cookie settings at any time. Otherwise, we'll 
assume you're OK to continue. • 

PMGROUP PME Communique The Directory Quality in Care How to Advertise Privacy and cookies My Account Register 

1oMMUN.qut 
Awards 2016 

BOOK A TICKET 
AWARDS PRESENTATION 7 JULY 2016 

l>MLiVE Search PMLiVE 

Home News Intelligence Thought leadership Top Pharma List 

Advanced search 

l?MMIIIII 
Top Pharma List Global US Japan Biologic Cardiovascular CNS Immunology Metabolic Oncology Products lnfographic 

Trending Novartis' Cosenlvx 'outpacing competitors' Communique 2016 flnahsls revealed /,Z sells Zurampic nqhts to Gruenenthal i-illy pl,mning 20 new launches 

Data by 

GlobalData)} 
Top 50 pharmaceutical products by global sales 
The rankings of the top 50 pharmaceutical products have been compiled from GlobalData's 
pharmaceutical revenue figures. The rankings include figures for 2014, 2013, 2012 and 2011. 

The PMLiVE Top Pharma List also features rankings of the 25 biggest pharmaceutical 
companies, based on their annual, global sales. 

Humira 13021 11105 1916 17 

2 Sovaldi/Harvoni 12410 139 12271 8828 

3 Remicade 10151 9900 251 3 

4 Enbrel 9120 8894 226 3 

5 t.antus 8152 7343 809 11 

6 MabThera/Rituxan 7356 7410 -54 -1 

7 Avastin 6841 6667 174 3 

8 Seretide/Advair 6700 8356 -1656 -20 

9 Herceptin 6690 6481 209 3 

10 Crestor 6617 6960 -343 -5 

11 Abilify 6416 9502 -3086 -32 

12 Lyrica 5435 4838 597 12 

13 Revlimid 4980 4280 700 16 

14 Gleevec/Glivec 4746 4693 53 

15 Spiriva 4722 4564 158 3 

16 Neulasta 4596 4392 204 5 

17 Prevnar 13 4464 3974 490 12 

18 Nexium 4442 4551 -109 -2 

19 Symbicort 4262 3929 333 8 

20 Lucentis 4254 4184 70 2 

Medical Copywriter, Healthcare Advertising 

Senior Medical Writer 
Great salary and benefits 

Account Manager, Healthcare PR 
£ 35, 000 - £45, 000 benefits 

Account Manager. Healthcare Advertising Agency 
£28, 000-£32, 000 

tc.OMMUNIQUi 
Awards 2016 

BOOK A TICKET 
AWARDS PRESENTATION 

7JULY2016 

Subscribe to our email news alerts 

Your email address 

Most read Most shared latest content 

Sanofi and Boehringer agree asset swap deal 

UK pharma faces 'immediate challenges' following 
Brexit 

!BM plans Watson-powered 'diabetes advisor' 

Integrated thinking - ifs both art and science 

The Digital Patient 

Diabetes UK uses Lego to address diabetes myths 
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Top 50 pharm aceutical products by global sales - Top Pharm a List - PMLiVE 

21 Copaxone 4237 4328 -91 -2 

22 Januvia 3931 4004 -73 -2 

23 Xarelto 3679 2083 1596 77 

24 Truvada 3528 3304 224 7 

25 Atripla 3470 3649 -179 -5 

26 Olmesartan franchise 3187 3761 -574 -15 

27 Eylea 3034 2072 962 46 

28 Avonex 3013 3006 7 0 

29 NovoRapid 3012 2908 104 4 

30 Gilenya 2934 2337 597 26 

31 Tecfidera 2909 876 2033 232 

32 Velcade 2881 2852 29 

33 Zetia 2866 2879 -13 0 

34 Alimta 2792 2703 89 3 

35 Humalog 2785 2611 174 7 

36 Upitor 2766 3097 -331 -11 

37 Celebrex 2699 2918 -219 -8 

38 Plavlx 2601 2644 -43 -2 

39 Levemir 2454 1993 461 23 

40 Rebif 2364 2396 -32 -1 

41 Dlovan/Co-Dtovan 2345 3524 -1179 -33 

42 Victoza 2318 2008 310 15 

43 Olysio 2302 23 2279 9909 

44 Cialls 2291 2159 132 6 

45 Erbitux 2257 2204 53 2 

46 Prograf 2249 2273 -24 -1 

47 Zytiga 2237 1698 539 32 

48 So!iris 2234 1551 683 44 

49 Boto.x/Neuromodulator 2231 1982 249 13 

50 Lovenox 2183 2188 -5 0 

Add my company 

I Any category ... 

Search PMHub 

E-lixir Consulting 
E-lixir offers digital 
solutions and consulting for 
events and trainings. We 
design the most 
customised applications for 
congresses, events, sales ... 

Latest intelligence 

How to conduct a pharma content audit 
A pharma content audit is essential for identifying 
whether your site delivers comprehensive, valuable 
information for the purpose of meeting the needs of your 
content marketing efforts .... 

Do your customers feel 
that you're listening to 
them? 
When answering to data, 
excellent digital communication can create much 
stronger relationships between reps and customers .... 

Mapping content strategies to pharrna 
lifecycle management 
In these tough economic times, we should be ramping 
up our pharma lifecycle management (LCM) strategies. 
These are well-established strategies for managing and 
extending the commercial value of products. So ... 

Quick links 

Country reports 

Digital Handbook 

The Gallery 

Healthcare glossary 

How to advertise 

HT A guidance tracker 

Orphan drugs and rare 
diseases 

PME supplements 

Social media hub 

Webinars 

Note: The 2013 ranking uses 2013 exchange rates for both its 2013 and 2012 values, to remove the effect of currency 
fluctuations. The 2012 ranking similarly uses 2012 exchange rates. 

Global Data)} Data by GlobalData 

Global Data is the premier source of research and consulting solutions for the pharmaceutical and medical device industries. 
With the combined expertise of more than 600 researchers, market analysts and consultants, we deliver high-quality, accurate 
and transparent industry insight that helps our clients to achieve growth and increase business value. 

To find out more about how our research and consulting solutions can help you, please visit healthcare.qlobaldata.com 

lnfographics 

REACHING 
NEW HEIGHTS 

- 
Multimedia 

Webinar: Customer engagement design 
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