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United States Court of Appeals 
for the Federal Circuit 

______________________ 
 

PHARMACYCLICS LLC, JANSSEN BIOTECH, INC., 
Plaintiffs-Appellees 

 
v. 
 

ALVOGEN, INC., NATCO PHARMA LIMITED, 
Defendants-Appellants 
______________________ 

 
2021-2270 

______________________ 
 

Appeal from the United States District Court for the 
District of Delaware in No. 1:19-cv-00434-CFC-CJB, Chief 
Judge Colm F. Connolly. 

______________________ 
 

Decided:  November 15, 2022 
______________________ 

 
CHRISTOPHER NEIL SIPES, Covington & Burling LLP, 

Washington, DC, argued for all plaintiffs-appellees.  Plain-
tiff-appellee Pharmacyclics LLC also represented by ERICA 
NICOLE ANDERSEN, BRIANNE BHARKHDA. 
 
        IRENA ROYZMAN, Kramer Levin Naftalis & Frankel 
LLP, New York, NY, for plaintiff-appellee Janssen Biotech, 
Inc.  Also represented by CHRISTINE WILLGOOS; HANNAH 
YUNKYUNG LEE, DANIEL DAVID WILLIAMS, Redwood Shores, 
CA. 
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        SIEGMUND Y. GUTMAN, Proskauer Rose LLP, Los Ange-
les, CA, argued for defendants-appellants.  Also repre-
sented by DAVID M. HANNA; JOHN E. ROBERTS, Boston, MA. 

______________________ 
 

Before CHEN, BRYSON, and HUGHES, Circuit Judges. 
BRYSON, Circuit Judge. 

Appellees Pharmacyclics LLC and Janssen Biotech, 
Inc., (collectively, “Pharmacyclics”) own several patents re-
lated to the compound ibrutinib, which is the active ingre-
dient in Pharmacyclics’ branded drug Imbruvica.  Ibrutinib 
is one of a genus of compounds, known as “BTK inhibitors,” 
that block the protein Bruton’s tyrosine kinase (“BTK”).  
Imbruvica is used to treat a cancer of the immune system 
known as mantle cell lymphoma (“MCL”), including the 
“relapsed” or “refractory” type of MCL (“R/R MCL”).1 

In November 2018, appellants Alvogen, Inc., and Natco 
Pharma Limited (collectively, “Alvogen”) filed an abbrevi-
ated new drug application (“ANDA”) to market a generic 
version of Imbruvica.  Pursuant to procedures set forth in 
the Hatch-Waxman Act, Pharmacyclics then brought this 
lawsuit charging Alvogen with infringement of a number 
of Pharmacyclics’ patents relating to ibrutinib.  The district 
court held a bench trial and determined that all of the as-
serted claims were infringed and not invalid.  We affirm. 

I 
A 

Pharmacyclics originally asserted dozens of claims 
across 17 patents, but by the time of trial, it had reduced 
the number of asserted claims to five: claim 10 of U.S. 

 
1  R/R MCL is MCL that occurs in patients who have 

already received at least one prior therapy for MCL. 
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Patent No. 8,008,309 (“the ’309 patent”), claim 2 of U.S. Pa-
tent No. 8,754,090 (“the ’090 patent”), claim 5 of U.S. Pa-
tent No. 9,725,455 (“the ’455 patent”), and claims 30 and 
37 of U.S. Patent No. 9,655,857 (“the ’857 patent”). 

Claim 10 of the ’309 patent recites the ibrutinib com-
pound: 

10. The compound of claim 1 [which claims a genus 
of BTK inhibitor compounds] having the formula 1-
((R)-3-(4-amino-3-(4-phenoxyphenyl)-1H-pyra-
zolo[3,4-d]pyrimidin-1-yl)piperidin-1-yl)prop-2-en-
1-one. 

’309 patent, claim 10. 
Claim 2 of the ’090 patent, which depends from claim 1 

of that patent, recites a method of treating MCL using ib-
rutinib at an oral dose of about 560 mg: 

1. A method for treating mantle cell lymphoma in 
an individual who has already received at least one 
prior therapy for mantle cell lymphoma comprising 
administering to the individual once per day be-
tween about 420 mg to about 840 mg of an oral dose 
of an inhibitor of Bruton’s tyrosine kinase (Btk) 
having the structure: 
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2.   The method of claim 1, wherein the once per 
day oral dose is about 560 mg. 

’090 patent, claims 1–2. 

Claim 5 of the ’455 patent, which depends from claim 1 
of that patent, recites a crystalline form of ibrutinib: 

1. A crystalline form A of [ibrutinib] that has an 
X-ray powder diffraction (XRPD) pattern compris-
ing 2-Theta peaks at 5.7±0.1º, 18.9±0.1º, and 
21.3±0.1º. 
5. The crystalline form of claim 1, wherein the X-
ray powder diffraction (XRPD) pattern further 
comprises 2-Theta peaks at 13.6±0.1º, 16.1±0.1º, 
and 21.6±0.1º. 

’455 patent, claims 1, 5. 
Claims 30 and 37 of the ’857 patent recite tablet formu-

lations for ibrutinib: 
30. The high-load solid tablet formulation of claim 
1 [which recites a genus tablet formulation for ib-
rutinib], consisting essentially of: 

a) about 70% w/w of ibrutinib, 
b) about 14% w/w of lactose monohydrate, 
c) about 5% w/w of microcrystalline cellu-
lose, 
d) about 2% w/w of polyvinylpyrrolidone, 
e) about 7% w/w of croscarmellose sodium, 
f) about 1% w/w of sodium lauryl sulfate, 
g) about 0.5% w/w of colloidal silicon diox-
ide, and 
h) about 0.5% w/w of magnesium stearate. 

37. The solid tablet formation of claim 27 [which 
recites a genus tablet formulation for ibrutinib in 
an amount of about 70 mg to about 840 mg] consist-
ing essentially of 

Case: 21-2270      Document: 59     Page: 4     Filed: 11/15/2022

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


PHARMACYCLICS LLC v. ALVOGEN, INC. 5 

a) about 69% w/w to about 71% w/w of ib-
rutinib, 
b) about 13% w/w to about 15% w/w of lac-
tose monohydrate, 
c) about 2% w/w to about 5% w/w of micro-
crystalline cellulose, 
d) about 1% w/w to about 3% w/w of polyvi-
nylpyrrolidone, 
e) about 6% w/w to about 8% w/w of croscar-
mellose sodium, 
f) about 1% w/w to about 4% w/w of sodium 
lauryl sulfate, 
g) about 0.4% w/w to about 0.6% w/w of col-
loidal silicon dioxide, and 
h) about 0.4% w/w to about 0.6% w/w of 
magnesium stearate.   

’857 patent, claims 30, 37. 
B 

At trial, Alvogen stipulated that it infringed the as-
serted claims of the ’309, ’090, and ’455 patents, and the 
district court found that Alvogen infringed the asserted 
claims of the ’857 patent.  Pharmacyclics LLC v. Alvogen 
Pine Brook LLC, 556 F. Supp. 3d 377, 385–86 (D. Del. 
2021).  Alvogen alleged that each of the asserted claims is 
invalid, based on various theories.  The district court re-
jected each of those theories and held that none of the 
claims had been proved invalid by clear and convincing ev-
idence.  See id. at 424. 

1 
Alvogen argued that claim 10 of the ’309 patent (the 

compound claim) was anticipated by an article referred to 
as “Pan.”  The parties did not dispute that the Pan article 
describes ibrutinib, but Pharmacyclics argued that the in-
vention of claim 10 of the ’309 patent pre-dated the publi-
cation of Pan.  Id. at 390. 
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