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EX2360 Quianzon, C. C.L. and Cheick, I.E., History of current non-insulin medica-
tions for diabetes mellitus, J. Community Hosp. Intern. Med. Perspect. 
2012 Oct. 15; 2(3). Doi: 10.3402/jchimp.v2i3.19081. 

EX2361 National Institute of Diabetes and Digestive and Kidney Diseases, “Low 
Blood Glucose (Hypoglycemia),” https://www.niddk.nih.gov/health-infor-
mation/diabetes/overview/preventing-problems/low-blood-glucose-hypo-
glycemia, last reviewed July 2021.  

EX2362 U.S. Food & Drug Administration, Drugs@FDA, Diabeta® 
EX2363 U.S. Food & Drug Administration, Drugs@FDA, Micronase® 
EX2364 U.S. Food & Drug Administration, Drugs@FDA, Glucotrol® 
EX2365 U.S. Food & Drug Administration, Drugs@FDA, Amaryl® 
EX2366 Cleveland Clinic, “Biguanides,” https://my.clevelandclinic.org/health/treat-

ments/25004-biguanides, last reviewed May 22, 2023. 
EX2367 Sirtori, C.R. and Pasik, C., Re-evaluation of a biguanide, metformin: 

mechanism of action and tolerability, Pharmacol. Res. 1994 Oct-Nov; 
30(3):187-228. 

EX2368 Tomkin, G.H., Treatment of type 2 diabetes, lifestyle, GLP1 agonists and 
DPP4 inhibitors, World J. Diabetes, 2014 Oct. 15; 5(5):636-650. 

EX2369 U.S. Food & Drug Administration, Drugs@FDA, Glucophage® 
EX2370 White, Jr., J.R., A Brief History of the Development of Diabetes Medica-

tions, Diabetes Spectr. 2014;27(2):82-86. 
EX2371 U.S. Food & Drug Administration, Drugs@FDA, Prandin® 
EX2372 Eggleton, J.S. and Jialal, I., Thiazolidinediones, StatPearls [Internet], avail-

able at https://www.ncbi.nlm.nih.gov/books/NBK551656/, last updated 
Feb. 20, 2023. 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xii 

Exhibit Description 
EX2373 Cleveland Clinic, “GLP-1 Agonists,” https://my.cleve-

landclinic.org/health/treatments/13901-glp-1-agonists, last reviewed July 
3, 2023. 

EX2374 Tran, K.L., et al., Overview of Glucagon-Like Peptide-1 Receptor Ago-
nists for the Treatment of Patients with Type 2 Diabetes, Am. Health Drug 
Benefits 2017 Jun; 10(4):178-188. 

EX2375 U.S. Food & Drug Administration, Approval Letter for Januvia® (Oct. 16, 
2006) 

EX2376 Kalra, S., Sodium Glucose Co-Transporter-2 (SGLT2) Inhibitors: A Re-
view of Their Basic and Clinical Pharmacology, Diabetes Ther., 2014 
Dec.; 5(2):355-366. 

EX2377 Janssen Pharmaceuticals, Inc., “U.S. FDA Approves INVOKANA™ 
(Canagliflozin) for the Treatment of Adults with Type 2 Diabetes,” 
https://www.prnewswire.com/news-releases/us-fda-approves-invokana-
canagliflozin-for-the-treatment-of-adults-with-type-2-diabetes-
200638361.html (Mar. 29, 2013) 

EX2378 American Diabetes Association, “Life with Diabetes: Get the Right Care 
for You,” http://www.diabetes.org/living-with-diabetes/treatment-and-care. 

EX2379 Novo Nordisk, “Managing your diabetes,” https://www.mynovoin-
sulin.com/diabetes-education/managing-diabetes.html, last updated Dec. 
2022. 

EX2380 Mayo Clinic, “A1C test,” https://www.mayoclinic.org/tests-procedures/ 
a1c-test/about/pac-20384643, last updated Dec. 1, 2022. 

EX2381 Valentine, V., Goldman, J. and Shubrook, J.H., Rationale for, Initiation 
and Titration of the Basal Insulin/GLP-1RA Fixed-Ratio Combination 
Products, IDegLira and IGlarLixi, for the Management of Type 2 Diabetes, 
Diabetes Ther., 2017 July; 8:739-752. 

EX2382 Boyes, K.S., et al., Physician Perceptions of Dose Escalation for Type 2 
Diabetes Medications in the United States, Diabetes Ther., 2023 Nov., 
https://doi.org/10.1007/s13300-023-01499-x. 

EX2383 Bishop, S., “Losing Weight Can Have Big Impact on Those With Diabe-
tes,” https://newsnetwork.mayoclinic.org/discussion/losing-weight-can-
have-big-impact-on-those-with-diabetes (Dec. 14, 2012). 

EX2384 Clamp, L.D., et al., Enhanced insulin sensitivity in successful, long-term 
weight loss maintainers compared with matched controls with no weight 
loss history, Nutrition & Diabetes, 2017; 7:e282 

EX2385 Wilding, J.P.H., The importance of weight management in type 2 diabetes 
mellitus, Int. J. Clin. Pract., 2014 Jun; 68(6):682-691 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xiii 

Exhibit Description 
EX2386 National Institute for Health and Care Research, “Losing weight following 

type 2 diabetes diagnosis boosts chance of remission,” https://evi-
dence.nihr.ac.uk/not-articletype/losing-weight-following-type-2-diabetes-
diagnosis-boosts-chance-of-remission (Nov. 21, 2019) 

EX2387 American Heart Association, “Cardiovascular Disease and Diabetes,” 
https://www.heart.org/en/health-topics/diabetes/diabetes-complications-
and-risks/cardiovascular-disease--diabetes, last reviewed May 4, 2021. 

EX2388 Cramer, J.A., Medication compliance and persistence: terminology and 
definitions, Value Health 2008 Jan-Feb; 11(1):44-47. 

EX2389 Ho, P.M., Bryson, C.L., and Rumsfeld, J.S., Medication Adherence, Circu-
lation, 2009; 119(23):3028-3035. 

EX2390 Usherwood, T., Encouraging adherence to long-term medication, Aust. 
Prescr., 2017 Aug.; 40(4):147-150. 

EX2391 Brown, M.T. and Bussell, J.K., Medication Adherence: WHO Cares?, 
Mayo Clin. Proc., 2011 Apr.; 86(4): 304-314. 

EX2392 Baryakova, T.H., et al., Overcoming barriers to patient adherence: the case 
for developing innovative drug delivery systems, Nature Reviews Drug 
Discovery, 2023; 22:387-409. 

EX2393 DiBonaventura, M.d., et al., Multinational Internet-based survey of patient 
preference for newer oral or injectable Type 2 diabetes medication, Patient 
Prefer. Adherence, 2010; 4:397-406. 

EX2394 Mansfield, C., et al., Patient Preferences for Attributes of Type 2 Diabetes 
Mellitus Medications in Germany and Spain: An Online Discrete-Choice 
Experiment Survey, Diabetes Ther., 2017 Dec.; 8(6):1365-1378. 

EX2395 Byetta® Prescribing Information (rev. Feb. 2015) 
EX2396 U.S. Food & Drug Administration, Drugs@FDA, Byetta® 
EX2397 U.S. Food & Drug Administration, FDA List of Authorized Generics, 

https://www.fda.gov/media/77725/download, last updated Jan. 4, 2024 
EX2398 Januvia® Prescribing Information (rev. Feb. 2018) 
EX2399 U.S. Food & Drug Administration, Drugs@FDA, Januvia® 
EX2400 Janumet® Prescribing Information (rev. Feb. 2018) 
EX2401 U.S. Food & Drug Administration, Drugs@FDA, Janumet® 
EX2402 U.S. Food & Drug Administration, Drugs@FDA, Janumet® XR 
EX2403 Onglyza® Prescribing Information (rev. Feb. 2017) 
EX2404 U.S. Food & Drug Administration, Drugs@FDA, Onglyza® 
EX2405 U.S. Food & Drug Administration, Orange Book: Approved Drug Products 

with Therapeutic Equivalence Evaluations, ANDA 205981 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xiv 

Exhibit Description 
EX2406 Aurobindo, “Aurobindo Received FDA Approval for Saxagliptin Tablets, 

2.5mg and 5mg,” https://www.aurobindousa.com/news/product-news/auro-
bindo-receives-fda-approval-for-saxagliptin-tablets-2-5mg-and-5mg/ (July 
31, 2023). 

EX2407 Victoza® Prescribing Information (rev. Nov. 2020) 
EX2408 U.S. Food & Drug Administration, Drugs@FDA, Victoza® 
EX2409 Victoza® Prescribing Information (rev. Aug. 2017) 
EX2410 Novo Nordisk, “Dosing and administering Victoza®,” https://www.novo-

medlink.com/diabetes/products/treatments/victoza/ 
dosing-administration.html. 

EX2411 Kombiglyze® XR Prescribing Information (rev. Feb. 2017) 
EX2412 U.S. Food & Drug Administration, Drugs@FDA, Kombiglyze® XR 
EX2413 U.S. Food & Drug Administration, Orange Book: Approved Drug Products 

with Therapeutic Equivalence Evaluations, ANDA 206081 
EX2414 Tradjenta® Prescribing Information (rev. Aug. 2017) 
EX2415 U.S. Food & Drug Administration, Drugs@FDA, Tradjenta® 
EX2416 U.S. Food & Drug Administration, Orange Book: Approved Drug Products 

with Therapeutic Equivalence Evaluations, ANDA 208335 
EX2417 AstraZeneca, “AstraZeneca and Bristol-Myers Squibb complete expansion 

of diabetes alliance through Bristol-Myers Squibb’s acquisition of Amylin 
Pharmaceuticals,” https://www.astrazeneca.com/media-centre/press-re-
leases/2012/AstraZeneca-and-Bristol-Myers-Squibb-complete-expansion-
of-diabetes-alliance-through-Bristol-Myers-Squibbs-acquisition-of-Amy-
lin-Pharmaceuticals-09082012.html (Aug. 9, 2012)  

EX2418 U.S. Food & Drug Administration, Drugs@FDA, Bydureon® 
EX2419 --intentionally omitted-- 
EX2420 Bydureon® BCISE™ Prescribing Information (rev. Oct. 2017) 
EX2421 U.S. Food & Drug Administration, Drugs@FDA, Bydureon® BCISE™ 
EX2422 Jentadueto® Prescribing Information (rev. Aug. 2017) 
EX2423 U.S. Food & Drug Administration, Drugs@FDA, Jentadueto® 
EX2424 U.S. Food & Drug Administration, Drugs@FDA, Jentadueto® XR 
EX2425 Jentadueto® XR Prescribing Information (rev. Dec. 2016) 
EX2426 Nesina® Prescribing Information (rev. Dec. 2016) 
EX2427 U.S. Food & Drug Administration, Drugs@FDA, Nesina® 
EX2428 Kazano® Prescribing Information (rev. Feb. 2017) 
EX2429 U.S. Food & Drug Administration, Drugs@FDA, Kazano® 
EX2430 Oseni® Prescribing Information (rev. Dec. 2017) 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xv 

Exhibit Description 
EX2431 U.S. Food & Drug Administration, Drugs@FDA, Oseni® 
EX2432 Invokana® Prescribing Information (rev. July 2017) 
EX2433 U.S. Food & Drug Administration, Drugs@FDA, Invokana® 
EX2434 Farxiga® Prescribing Information (rev. Oct. 2017) 
EX2435 U.S. Food & Drug Administration, Drugs@FDA, Farxiga® 
EX2436 Tanzeum® Prescribing Information (rev. Dec. 2017) 
EX2437 U.S. Food & Drug Administration, Drugs@FDA, Tanzeum® 
EX2438 Hoerman, J., “Tanzeum (albiglutide) Discontinued After FDA Warns of 

Risk of Anaphylaxis Reaction,” https://trulaw.com/fda/tanzeum-albiglu-
tide-anaphylaxis-reaction (Nov. 21, 2017). 

EX2439 Jardiance® Prescribing Information (rev. Dec. 2017) 
EX2440 U.S. Food & Drug Administration, Drugs@FDA, Jardiance® 
EX2441 Jardiance® Prescribing Information (rev. Dec. 2016) 
EX2442 Invokamet® Prescribing Information (rev. Aug. 2017) 
EX2443 U.S. Food & Drug Administration, Drugs@FDA, Invokamet® 
EX2444 U.S. Food & Drug Administration, Drugs@FDA, Invokamet® XR 
EX2445 Trulicity® Prescribing Information (rev. Aug. 2017) 
EX2446 Trulicity® Prescribing Information (rev. June 2018) 
EX2447 U.S. Food & Drug Administration, Drugs@FDA, Trulicity® 
EX2448 Xigduo® XR Prescribing Information (rev. July 2017) 
EX2449 U.S. Food & Drug Administration, Drugs@FDA, Xigduo® XR 
EX2450 Glyxambi® Prescribing Information (rev. Dec. 2017) 
EX2451 U.S. Food & Drug Administration, Drugs@FDA, Glyxambi® 
EX2452 Synjardy® Prescribing Information (rev. Dec. 2017) 
EX2453 U.S. Food & Drug Administration, Drugs@FDA, Synjardy® 
EX2454 U.S. Food & Drug Administration, Drugs@FDA, Synjardy® XR 
EX2455 Adlyxin® Prescribing Information (rev. July 2016) 
EX2456 U.S. Food & Drug Administration, Drugs@FDA, Adlyxin® 
EX2457 Soliqua® 100/33 Prescribing Information (rev. Aug. 2017) 
EX2458 U.S. Food & Drug Administration, Drugs@FDA, Soliqua® 100/33 
EX2459 Xultophy® 100/3.6 Prescribing Information (rev. Nov. 2016) 
EX2460 U.S. Food & Drug Administration, Drugs@FDA, Xultophy® 100/3.6 
EX2461 Qtern® Prescribing Information (rev. Feb. 2017) 
EX2462 U.S. Food & Drug Administration, Drugs@FDA, Qtern® 
EX2463 U.S. Food & Drug Administration, Drugs@FDA, Ozempic® 
EX2464 Steglatro® Prescribing Information (rev. Dec. 2017) 
EX2465 U.S. Food & Drug Administration, Drugs@FDA, Steglatro® 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xvi 

Exhibit Description 
EX2466 Steglujan® Prescribing Information (rev. Feb. 2018) 
EX2467 U.S. Food & Drug Administration, Drugs@FDA, Steglujan® 
EX2468 Stegluromet® Prescribing Information (rev. Dec. 2017) 
EX2469 U.S. Food & Drug Administration, Drugs@FDA, Stegluromet® 
EX2470 Rybelsus® Prescribing Information (rev. Jan. 2020) 
EX2471 U.S. Food & Drug Administration, Drugs@FDA, Rybelsus® 
EX2472 Trijardy® XR Prescribing Information (rev. Jan. 2020) 
EX2473 U.S. Food & Drug Administration, Drugs@FDA, Trijardy® XR 
EX2474 U.S. Food & Drug Administration, Drugs@FDA, Mounjaro® 
EX2475 Mounjaro® Prescribing Information (rev. July 2023) 
EX2476 Brenzavvy® Prescribing Information (rev. Jan. 2023) 
EX2477 U.S. Food & Drug Administration, Drugs@FDA, Brenzavvy® 
EX2478 Chen, J., “Blockbuster Drug: What it is, How it works,” Investopedia, 

https://www.investopedia.com/terms/b/blockbuster-drug.asp, last updated 
Sept. 6, 2022. 

EX2479 Nordrum, A., “11 Blockbuster ‘Drugs to Watch’ in 2015,” Int’l Bus. 
Times, http://www.ibtimes.com/11-blockbuster-drugs-watch-2015-
1857100 (Mar. 24, 2015) 

EX2480 IQVIA, “About us,” https://www.iqvia.com/about-us 
EX2481 “FDA Approves Ozempic (semaglutide) for Cardiovascular Risk Reduc-

tion in Adults with Type 2 Diabetes and Known Heart Disease,” 
https://www.drugs.com/newdrugs/fda-approves-ozempic-semaglutide-car-
diovascular-risk-reduction-adults-type-2-diabetes-known-heart-5143.html 
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https://www.iqvia.com/-/media/iqvia/pdfs/institute-reports/price-declines-
after-branded-medicines-lose-exclusivity-in-the-us.pdf 

EX2485 U.S. Food & Drug Administration, Drugs@FDA, Actos® 
EX2486 U.S. Food & Drug Administration, Drugs@FDA, Avandia® 
EX2487 U.S. Patent No. 8,129,343 
EX2488 U.S. Patent No. 8,536,122 
EX2489 --intentionally omitted-- 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xvii 

Exhibit Description 
EX2490 --intentionally omitted-- 
EX2491 --intentionally omitted-- 
EX2492 --intentionally omitted-- 
EX2493 --intentionally omitted-- 
EX2494 Novo Nordisk, Financial report for the period 1 January 2018 to 31 March 

2018 (May 2, 2018) 
EX2495 Novo Nordisk, Financial report for the period 1 January 2018 to 30 June 

2018 (Aug. 8, 2018) 
EX2496 Novo Nordisk, Financial report for the period 1 January 2018 to 30 Sep-

tember 2018 (Nov. 1, 2018) 
EX2497 Novo Nordisk, Financial report for the period 1 January 2018 to 31 De-

cember 2018 (Feb. 1, 2019) 
EX2498 Novo Nordisk, Financial report for the period 1 January 2019 to 31 March 

2019 (May 3, 2019) 
EX2499 Novo Nordisk, Financial report for the period 1 January 2019 to 30 June 

2019 (Aug. 9, 2019) 
EX2500 Novo Nordisk, Financial report for the period 1 January 2019 to 30 Sep-

tember 2019 (Nov. 1, 2019) 
EX2501 Novo Nordisk, Financial report for the period 1 January 2019 to 31 De-

cember 2019 (Feb. 5, 2020) 
EX2502 Novo Nordisk, Financial report for the period 1 January 2020 to 31 March 

2020 (May 6, 2020) 
EX2503 Novo Nordisk, Financial report for the period 1 January 2020 to 30 June 

2020 (Aug. 6, 2020) 
EX2504 Novo Nordisk, Financial report for the period 1 January 2020 to 30 Sep-

tember 2020 (Oct. 30, 2020) 
EX2505 Novo Nordisk, Financial report for the period 1 January 2020 to 31 De-

cember 2020 (Feb. 3, 2021) 
EX2506 Novo Nordisk, Financial report for the period 1 January 2021 to 31 March 

2021 (May 5, 2021) 
EX2507 Novo Nordisk, Financial report for the period 1 January 2021 to 30 June 

2021 (Aug. 4, 2021) 
EX2508 Novo Nordisk, Financial report for the period 1 January 2021 to 30 Sep-

tember 2021 (Nov. 3, 2021) 
EX2509 Novo Nordisk, Financial report for the period 1 January 2021 to 31 De-

cember 2021 (Feb. 2, 2022) 



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

xviii 

Exhibit Description 
EX2510 Novo Nordisk, Financial report for the period 1 January 2022 to 31 March 

2022 (Apr. 29, 2022) 
EX2511 Novo Nordisk, Financial report for the period 1 January 2022 to 30 June 

2022 (Aug. 3, 2022) 
EX2512 Novo Nordisk, Financial report for the period 1 January 2022 to 30 Sep-

tember 2022 (Nov. 2, 2022) 
EX2513 Novo Nordisk, Financial report for the period 1 January 2022 to 31 De-

cember 2022 (Feb. 1, 2023) 
EX2514 Novo Nordisk, Financial report for the period 1 January 2023 to 31 March 

2023 (May 4, 2023) 
EX2515 Novo Nordisk, Financial report for the period 1 January 2023 to 30 June 

2023 (Aug. 10, 2023) 
EX2516 Novo Nordisk, Financial report for the period 1 January 2023 to 30 Sep-

tember 2023 (Nov. 2, 2023) 
EX2517 Merck Provides Update on Combination Medicine JUVISYNC™ 

(sitagliptin and simvastatin) Tablets, https://www.merck.com/news/merck-
provides-update-on-combination-medicine-juvisync-sitagliptin-and-
simvastatin-tablets/ (Sept. 26, 2013) 

EX2518 Han, S.H., et al., Public Interest in the Off-Label Use of Glucagon-like 
Peptide 1 Agonists (Ozempic) for Cosmetic Weight Loss: A Google 
Trends Analysis, Aesthetic Surgery J., 2024 Jan.; 44(1):60-67 
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On Reply (“Rep.”0F

1), Petitioner still fails to carry its burden.  The Grounds 

fail for the POR’s reasons and those below responding to Petitioner’s Reply. 

I. Grounds 1 and 3: WO421 Is Not Prior Art to Claims 1-3 

Petitioner doesn’t dispute that, before WO421, Jensen had the claimed in-

vention in mind .  Petitioner only 

disputes Jensen’s conception, arguing (1) others mused aloud about “1.0 mg” 

(without any definite or permanent idea of the complete and operative invention) 

and (2) Petitioner would require more than the already-voluminous corroborating 

evidence.  Both arguments fail.  

A. Jensen’s Conception  

Undisputedly, by March 17 and no later than May 28, 2010, Jensen formed 

“a definite and permanent idea of the complete and operative invention” of 

claims 1-3.  E.g., REG Synthetic Fuels, LLC v. Neste Oil Oyj, 841 F.3d 954, 962 

(Fed. Cir. 2016) (emphases modified).  Petitioner’s Reply ignores ’462’s “treating” 

requires expectations of both efficacy and tolerability.  EX2556, 88:8-18 (requires 

acceptable safety/tolerability/efficacy); EX2553, 14:7-15:4 (“if the patient won’t 

 
1 Unless stated, statutory and regulatory citations are to 35 U.S.C. or 37 C.F.R., as 

context indicates, internal citations omitted, abbreviations are as the POR defined, 

and emphases/annotations are added.  
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accept treatment, then it’s not a treatment”), 41:3-15 (“statistically insignificant 

[HbA1c] decrease” “[p]robably not” claimed “treating”); EX2010, ¶¶240-258; 

Pet.14-15 (“to alleviate or reduce [T2D] symptoms and complications…”); 

Inst.23; POR.10-11; see EX2019, 128:6-16 (“goal is to have as much efficacy 

without toxicity”).1F

2  And Jensen finally reached conception by 

.  EX2050, ¶¶21-26; EX1312, 71:6-8.   

This testimony is amply corroborated (§I.B)—including by, inter alia, con-

temporaneous “evidence…specific to her” (cf. Rep.5) documenting Jensen’s 

 

 

 

 

 
2 Bantle, testifying “treatment” includes harmful T2D impacts, isn’t credible—and 

should be disregarded.  EX2552, 15:20-16:20; Elbit Sys. of Am., LLC v. Thales Vi-

sionix, Inc., 881 F.3d 1354, 1358 (Fed. Cir. 2018) (Board “entitled to weigh credi-

bility”). 
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Petitioner recasts—rather than disputes—the facts.  Rep.2-3.  Petitioner’s at-

tempts, e.g., to reduce Jensen’s testimony to one-word conclusions (Rep.3-4 (“via-

ble,” “appropriate”)) or dismiss as irrelevant (Rep.3-5) her described mental path 

are baseless: these are pertinent to how and when she conceived.  And Petitioner’s 

criticism that her last step (  to-

gether) didn’t require much time (see Rep.3) ignores the law (§103: “Patentability 

shall not be negated by the manner in which the invention was made”), her scien-

tific analysis, and the massive effort (including the 1821 Trial) making that step 

possible.  

No evidence indicates Jensen “derived” or “reproduced” an already-con-

ceived invention.  Cf. Rep.4 (citing Solvay S.A. v. Honeywell Int’l, 622 F.3d 1367, 

1376-1379 (Fed. Cir. 2010)).  Petitioner never attempts to show  
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 or anyone else previously conceived the complete invention2F

3 (Rep.2-4, 

6); none had, e.g., the  leading to Jensen’s conception.  Compare, 

e.g.,  

 EX1312 66:4-67:1.  Petitioner’s evidence (Rep.2-3) shows the opposite: 

 

  The mere suggestions “

 (EX1312, 26:15-22) or of testing 1.0mg among 

others ( ) are “just a general goal… [they] hope[d] to pur-

sue,” not conception.3F

4  Creative Compounds, LLC v. Starmark Lab’ys, 651 F.3d 

1303, 1312 (Fed. Cir. 2011); Dawson v. Dawson, 710 F.3d 1347, 1353 (Fed Cir. 

2013) (“preliminary statement about a possibility… alongside a recommendation 

for continued work and a [future] ‘report back’… falls short”); Amgen, Inc. v. 

Chugai Pharm. Co., 927 F.2d 1200, 1206 (Fed. Cir. 1991) (rejecting “simply a 

wish to know”).  Indeed, long after “  

 
3 Overcoming the presumption of correct inventorship requires clear and convinc-

ing evidence.  Hess v. Advanced Cardiovascular Sys., Inc., 106 F.3d 976, 980 

(Fed. Cir. 1997); Incyte Corp. v. Concert Pharms., Inc., PGR2021-00006, Pap.70, 

11-16 (Oct. 11, 2022). 

4  Nor are they “admi[ssions]” Jensen “did not conceive.”  Rep.4.  
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 remained in flux.  Rep.3; 

 EX1312, 21:14-22:8, 30:1-

31:19, 37:3-12; Burroughs Wellcome Co. v. Barr Lab’ys, 40 F.3d 1223, 1229 (Fed. 

Cir. 1994) (“idea… in constant flux… not definite and permanent”).   

Petitioner’s “beside[-]the[-]point” hedging about “[w]hether Jensen is a 

proper inventor” (Rep.8) reflects Petitioner’s misunderstanding of conception.  

Even crediting Petitioner’s unsupported arguments about someone else contrib-

uting to Jensen’s invention wouldn’t negate Jensen’s conception: that “someone” 

would be a co-inventor.  E.g., Ethicon, Inc. v. U.S. Surgical Corp., 135 F.3d 1456, 

1461 (Fed. Cir. 1998) (“alleged… co-inventors must prove their contribution to 

the conception”); Coleman v. Dines, 754 F.2d 353, 359 (Fed. Cir. 1985) (concep-

tion is “complete performance of the mental part of the inventive act”).  Nor could 

they carry Petitioner’s burden on WO421.  E.g., Incyte, PGR2021-00006, Pap.70, 

11-16 (confirming “presumption of correct inventorship” applies in AIA proceed-

ings).  
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And Petitioner mistakenly conflates conception with reduction-to-practice.4F

5 

Rep.4-5, 8.  Phase III testing of Jensen’s selected dose doesn’t mean her mental 

steps leading to conception (to “[t]hereafter to be applied….,” REG, 841 F.3d at 

962) were, instead, reducing someone else’s conception to practice.   

B. Petitioner’s Incorrect Corroboration Standard  

Multiple contemporaneous documents—and Flint’s testimony (EX2051, 

¶¶4-5)—corroborate Jensen’s invention story, including her medical-director role 

and responsibilities in PO’s semaglutide project, her analyses regarding 1.0mg, and 

.  POR.14-16. 

Petitioner’s attacks on individual pieces of evidence as pre-dating concep-

tion, or purportedly not expressly tying the claimed regimen to Jensen, fail.  Rep.5-

6.  Corroboration “is evaluated under a ‘rule of reason’ analysis [requiring] an 

evaluation of all pertinent evidence… so that a sound determination of the credibil-

ity of the alleged inventor’s story may be reached.”  Ethicon, 135 F.3d at 1461; 

Transweb, LLC v. 3M Innovative Props. Co., 812 F.3d 1295, 1302 (Fed. Cir. 2016) 

(“reject[ing] element-wise attack on corroboration”); NFC Tech., LLC v. Matal, 

 
5  Reduction to practice happens only after the inventor “appreciate[s]… what [s]he 

made.”  Dow Chem. Co. v. Astro-Valcour Inc., 267 F.3d 1334, 1341 (Fed. Cir. 

2001).    
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871 F.3d 1367, 1372 (Fed. Cir. 2017) (goal to determine credibility).  “Corroborat-

ing evidence may take many forms” and doesn’t require “corroborat[ing] every 

[contested] factual issue,” Ethicon, 135 F.3d at 1459, 1461, 1464, “an… over-the-

shoulder observer,” Cooper v. Goldfarb, 154 F.3d 1321, 1330 (Fed. Cir. 1998), or 

a single explicitly-corroborating document.  NFC, 871 F.3d at 1372.  Indeed, 

“[c]ircumstantial evidence about the inventive process, alone, may… corrobo-

rate.”  Sandt Tech. v. Resco Metal & Plastics Corp., 264 F.3d 1344, 1351 (Fed. 

Cir. 2001).  Petitioner’s piecemeal criticisms ignore the rule-of-reason’s holistic 

framework and voluminous corroborating evidence.  

First, Petitioner’s complaint some documents pre-date conception (Rep.5-6 

(criticizing )) ignores they confirm Jensen’s 

investigation into a viable dosing regimen, which she testified led ultimately to her 

conception.  See, e.g., EX2050, ¶¶10-17.  , e.g., corroborates Jensen’s tes-

timony on her analysis to form her definite and permanent idea—  

 

 EX2050, ¶¶18-21.  Pe-

titioner never disputes these documents’ contents, which directly evidence Jensen’s 

inventive process, and strongly corroborate her resulting conception.  E.g., Ethi-

con, 135 F.3d at 1461.     



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

8 

Second, Petitioner’s attack on corroborating documents for “not t[ying] the 

idea of 1.0mg to Jensen” (Rep.6 (criticizing )) 

ignores they show the claimed dosing regimen had been conceived by the time of 

the documents.  Each references Jensen as author, presenter, and/or participant,5F

6 

and Petitioner never attempts to show any other referenced individual conceived.  

Contrary to Petitioner’s false suggestion about “Jensen admi[ssions]” (Rep.6), Jen-

sen repeatedly corrected counsel’s misreading of 

.  

EX1312, 101:4-20.  Together these documents corroborate that, by the time Jensen 

and her team recommended Jensen’s regimen, her conveyed idea was “definite and 

permanent” in its “complete and operative” form as “thereafter… applied” in Phase 

III testing.  REG, 841 F.3d at 954.  

Petitioner’s NFC and Weaver citations are inapt.  NFC didn’t rely solely on 

an inventor-authored data-sheet (cf. Rep.6), but multiple documents, including a 

“PCB layout” not naming the inventor.  NFC, 871 F.3d at 1372-73.  Here, PO’s 

evidence all names Jensen.  And, unlike here, Weaver involved undated photos and 

a manual only by other authors, without explaining how it supported the putative 

 
6 Petitioner asserts  

. See EX2050, ¶17. 
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inventor.  Weaver v. Houchin, 467 Fed. App’x 878, 881 (Fed. Cir. 2012) (non-

precedential).    

Finally, Petitioner (Rep.7) ignores  

 

 

 

  EX1312, 104:10-13.  Flint never claimed to cite docu-

ments “demonstrat[ing] the 1.0mg dose came from Jensen.”  Cf. Rep.7.  Indeed, 

when pressed to say PO’s exhibits don’t “identif[y Jensen] as the first person to 

conceive,” Flint explained these documents aren’t the type to do so.  E.g., EX1311, 

87:5-14, 69:2-70:10.  Instead, Flint’s corroborating testimony was based on her 

recollection of work on the semaglutide team.  E.g., EX1311, 77:3-78:1; cf. Rep.7.    

II. Grounds 1-2 Fail 

A. Ground 1   

1. WO421’s “Range” Is Five Doses   

Petitioner failed to show POSITA would have understood WO421’s “range” 

as anything other than the five actual doses NCT657 tested—which didn’t include 
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1.0 mg.6F

7  That some dose(s) might work doesn’t mean Petitioner’s arbitrarily-de-

clared “number” of additional doses within the “range” (and no more) were actu-

ally disclosed—or that any, let alone all, in-“range” doses would “treat[]” T2D.  

See Sanofi-Synthelabo v. Apotex, Inc., 550 F.3d 1075, 1082-84 (Fed. Cir. 2008) (no 

anticipation where reference taught 3-member prior art genus: “knowledge… enan-

tiomers may be separated is not ‘anticipation’ of a specific enantiomer that has not 

been”); Nidec Motor Corp. v. Zhongshan Broad Ocean Motor Co., 851 F.3d 1270, 

1274 (Fed. Cir. 2017) (“missing limitations [may not be filled in] simply because 

[POSITA] would immediately envision them”).   

2. WO421 Doesn’t Disclose Just 16 Doses    

Even if interpreted without NCT657, WO421 wouldn’t anticipate because its 

range would be “an enormous, and potentially an infinite number” of doses.  Fon-

terra Co-Operative Grp. Ltd. v. Arla Foods Amba, IPR2022-00661, Pap.15, 10-11 

(Aug. 31, 2022) (recognizing “potentially an infinite, number of such discrete 

points within the continuous range of 0% to 5%”; “A single, discrete point sug-

gests a difference in how the invention operates at another discrete point [and] 

 
7 Petitioner’s argument 1.0mg wasn’t “necessarily…. outside the studied range” 

because it “could be estimated from the dose response curve” (Rep.9) omits that 

POSITA didn’t have it.  POR.30. 
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compared to a range disclosed in the cited prior art…”); see EX2553, 42:5-43:9 

(dosing possible at intervals <0.1mg); EX2552, 17:13-18; POR.23-25.7F

8  Peti-

tioner’s attempt to generate a hand-picked selection of 16 that includes 1.0mg (“a 

nice round number,” per its “expert”) is hindsight-driven rewriting.  Janssen 

Pharms. Inc. v. Watson Lab’ys, Inc., No. 08-cv-5103-SRC, 2012 WL 3990221, at 

*6-9 (D.N.J., Sept. 11, 2012) (rejecting “creat[ing] hindsight anticipation” by re-

writing range to 5mcg increments: other doses are possible, and reference didn’t 

 
8 Petitioner ignores—and thus can’t distinguish—Fonterra (POR.31), where peti-

tioner failed to demonstrate “why… anticipation of a claim requiring a specific wa-

ter content of 3% is supported by a reference teaching a much broader range… be-

tween 0% and 5%.”  Id.; see also Regeneron Pharms., Inc. v. Mylan Pharms. Inc., 

2024 WL 382495, at *47-49 (N.D.W. Va. Jan. 31, 2024) (rejecting “arbitrar[ily] 

and improperly select[ing] 40 mg/ml” from “five-fold range of 10-50 mg/ml” “en-

compass[ing] hundreds of discrete concentrations… (like ‘28’ mg/ml, ‘37.2’ 

mg/ml, and ‘49.35’ mg/ml)”), *74-78 (no anticipation: art disclosed potentially 

“infinite” number of possible treatment regimes and thus particular claimed regi-

men wouldn’t be immediately envisaged); Janssen, 2012 WL 3990221, at *6-10 

(range of “.02-0.05 mg” didn’t anticipate specific “0.025 mg” dose; “Defendants’ 

‘narrowing’ effort has no precedent in Petering.”).   
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“expressly spell out a definite and limited class”); EX2553, 25:19.8F

9  Petitioner cites 

no precedent narrowing a range as Petitioner argues, particularly without disclosed 

results for any dose (like WO421).    

Petitioner (Rep.12) hasn’t and can’t establish POSITA would “at once envis-

age” 1.0mg.9F

10  Even if one could properly slice WO421’s “range” into discrete 

 
9 Contrary to Petitioner (Rep.13), it did contradict the Board (Inst.32) because 

Bantle didn’t distinguish “exendin analogues” from “GLP-1 analogues”—he ex-

plicitly identified exenatide as a “GLP-1 analog[].”  EX2018, 54:8-22; POR.23 

(citing EX2018-EX2019). 

10 Petitioner’s new construction (Rep.10-11) is late and irrelevant, and its cases in-

apt. None concocts a discrete number of species/doses within a genus/range.  In 

Viskase Corporation v. American National Can Company, application of “standard 

scientific convention” was reversed based on prosecution, and the term was “about 

0.91”—not “0.91.”  261 F.3d 1316, 1322 (Fed. Cir. 2001).  Petitioner’s second ci-

tation is to the dissent.  Rep.11.  And Petitioner’s “ordinary[-]rounding[-]princi-

ples” argument conflates (1) construction and (2) POSITA’s understanding of 

WO421.  Only the latter matters.  Even if considered, it is belied by the caselaw, 

and ignores evidence contradicting Petitioner’s assertion that stated dosing 
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doses different from NCT657’s, WO421 doesn’t give sufficient information to “at 

once envisage” 1.0mg as claimed—particularly as it’s ten times WO421’s lowest 

“range” endpoint.  Nidec, 851 F.3d at 1274; see Atofina v. Great Lakes Chem. 

Corp., 441 F.3d 991, 999-1000 (Fed. Cir. 2006); Sanofi-Synthelabo, 550 F.3d at 

1082-84; Galderma Lab’ys, L.P. v. Teva Pharms. USA, Inc., 799 F. App’x 838, 

844-45 (Fed. Cir. 2020) (non-precedential); cf. UCB, Inc. v. Actavis Lab’ys UT, 

Inc., 65 F.4th 679, 688-89 (Fed. Cir. 2023) (reversing where court “improperly ex-

tend[ed] Kennametal” to say prior-art range disclosed a point); POR.26-27 (col-

lecting cases).   

Petitioner’s attempt to distinguish “957 predicted salts” in Mylan Pharms v. 

Merck Sharp & Dohme Corp., 50 F.4th 147, 153-54 (Fed. Cir. 2022) is belied by 

that Court: “[w]e cannot provide a specific number defining a ‘limited class’”—

and Mylan involved a known class, not a range.  Further, as here, the art didn’t 

point POSITA toward the claimed species.  Id.  In re Petering, 301 F.2d 676, 681 

(C.C.P.A. 1962) confirmed a disclosure not “express[ly] limit[ing] the [group’s] 

size” is insufficient to anticipate—contrasted with disclosures there pointing to a 

limited number of combinations within a vast number of options.  See Eli Lilly & 

 
increments less than tenths-of-a-milligram wouldn’t be meaningful to POSITA.  

E.g., EX2069, 1; EX2070, 6.  
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Co. v. Zenith Goldline Pharms., Inc., 471 F.3d 1369, 1375-76 (Fed. Cir. 2006) (ex-

plaining Petering).  None of these cases stand for the rejected “proposition that a 

reference missing a limitation can anticipate a claim if a skilled artisan viewing the 

reference would ‘at once envisage’ the missing limitation.…”  Nidec, 851 F.3d at 

1274 (reversing Board’s anticipation finding and criticizing overly-broad interpre-

tation of Kennametal, Inc. v. Ingersoll Cutting Tool Co., 780 F.3d 1376, 1381 (Fed. 

Cir 2015), which focused on whether the “‘number of categories and components 

disclosed in [the prior-art reference] is so large that the combination… would not 

be immediately apparent.’”); see also Eli Lilly & Co. v. Los Angeles Biomedical 

Res. Inst. at Harbor-UCLA Med. Ctr., 849 F.3d 1073, 1074-75 (Fed. Cir. 2017) 

(rejecting anticipation where defendant argued POSITA would understand 

“chronic administration” to include “45 days or more”).     

3. Petitioner’s Criticality Arguments Fail  

Criticality is relevant when a claimed range overlaps with a prior-art range, 

and considers whether part(s) of the prior-art range function differently.  OSRAM 

Sylvania, Inc. v. Am. Induction Techs., Inc., 701 F.3d 698, 705-06 (Fed. Cir. 2012).  

Even if, arguendo, a range could anticipate a single point/dose (it doesn’t),10F

11 a 

 
11  Petitioner cites no case where a broad numerical range anticipated a single, dis-

crete point (Pet.26-34; Rep.8-15), such that criticality even needs to be considered.     
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1.0mg dose would be part of a critical range within WO421’s broad disclosures.  

POR.30-35; OSRAM, 701 F.3d at 705-06 (describing criticality, vacating anticipa-

tion given dispute whether “lamp would operate differently at various points within 

[disclosed] range”).   

Contrary to Petitioner’s assertion, differences in results from practicing the 

claimed method (here, including efficacy and tolerability) need not themselves be 

claimed to establish criticality.11F

12  Rep.14.  OSRAM’s differences in operation—re-

lating to “practicality”/“[e]fficiency”—weren’t claimed, but the Court remanded 

for criticality analysis.  701 F.3d at 701, 706.  As in OSRAM, ’462 consistently dis-

tinguishes between results for doses below 0.8mg (or 0.7mg (POR.33 & n.18)) and 

those above it, because they treat T2D differently—indeed, certain WO421 doses 

don’t “treat[]” (e.g., 0.1mg provides no statistically-significant HbA1c impact, and 

0.1mg/0.2mg/0.4mg no statistically-significant weight-loss).  EX1001, Figs.1-5, 

1:31-4:24 (“at least 0.7 mg” weekly); EX2010, ¶¶241-253; POR.30-35.   

 
12 Bantle’s and Jusko’s criticality analysis should be ignored because they wrongly 

assumed “to be critical, the patent would need to require a specific degree of effi-

cacy or tolerability.”  EX2552, 11:14-13:13, 42:14-43:2, 58:3-59:9; EX2553, 

11:11-21, 18:19-20:22, 23:4-24:5. 
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Similarly, Atofina, Ineos, and Genentech don’t require claiming the results’ 

differences, or that part of the prior-art range be inoperable, for a range subset to be 

critical.  Cf. Rep.14-15.  Atofina simply relies on “the considerable difference be-

tween the claimed [and prior art] range[s].”  441 F.3d at 999; POR.29-30.  And 

Ineos USA LLC v. Berry Plastics Corp., describing Atofina, doesn’t require claim-

ing results or inoperability within the disclosed range.  783 F.3d 865, 869 (Fed. 

Cir. 2015).  Ineos considered whether POSITA “would have expected… synthe-

sis… to operate differently, or not all, outside [the claimed] range”: “[i]f the prior 

art discloses its own range… [that] is only anticipatory if it describes the claimed 

range with sufficient specificity such that a reasonable fact finder could conclude 

that there is no reasonable difference in how the invention operates over the 

ranges.”  Id.  Genentech, Inc. v. Hospira, Inc. also doesn’t require inoperability or 

claiming results—and Petitioner’s quote (Rep.14-15) is about why Atofina’s 

claimed range was critical.  946 F.3d 1333, 1338 (Fed. Cir. 2020).   

Petitioner concedes there was no prior-art semaglutide data to provide any 

guidance about how any portion of the range behaved.  Rep.25. And Petitioner 

admits POSITA would have expected differences (Pet.41; EX2019, 103:21-105:1; 

EX2552, 42:14-43:2, 45:6-47:2; EX2553, 41:3-15; EX1300, ¶¶51-52; EX1301, 

¶¶210-215), and in any event the 0.1mg semaglutide dose, for example, was inop-

erable (supra, pp.15-16).  See POR.30-35; EX1001, Figs.1-5, 1:31-4:24, 23:3-14.  
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Contrary to Petitioner’s mischaracterizations (Rep.15), Dr. Rosenstock explained 

the data demonstrates meaningful differences across the range.  EX2010, ¶¶241-

258.  WO421’s endpoints certainly encompass “inefficient and impractical” low 

doses.  OSRAM, 701 F.3d at 705-06.  And ’462 discloses doses over 0.8mg are 

critical to treating T2D, including because of the surprising and unexpected HbA1c 

and weight loss at those doses.  EX1001, Figs.1-5.  That semaglutide’s weight loss, 

tolerability, and efficacy differed (compared to placebo and liraglutide) in the 0.8-

1.6mg range confirms criticality.  EX2010, §VIII.A.4; POR.30-35; EX2552, 

42:14-43:2; 45:6-46:7.  It is irrelevant that 1.0mg is not specifically identified as 

critical within that critical sub-“range” (EX2010, ¶¶240-258; cf. Rep.14-15): as in 

Atofina, a narrower range can be critical.12F

13  Moreover, 1.0mg is critical at least for 

a substantial subset of the T2D population.  EX1140, 29:11-30:20, 34:14-35:16 

(“start with .25, move to .5 and move to 1 in virtually everybody.”); EX2069, 1; 

EX2300, ¶¶81-87.    

 
13 Bantle’s and Jusko’s criticality opinions incorrectly assume 1.0mg must be dif-

ferent from “all other doses” in the prior-art range.  EX2552, 41:13-43:2, 58:3-

59:9; EX2553, 18:19-19:2. 
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Even if, arguendo (Rep.13-14), criticality required results be claimed, Peti-

tioner’s experts concede the claimed “method of treating” requires expected effi-

cacy and tolerability. Supra pp.1-2; POR.30-35.     

4. Petitioner’s Ground 1 Claim 3 Argument Additionally Fails 

Petitioner’s Reply theory (Rep.16) confirms the Petition’s deficiencies in ar-

guing claim 3’s solution was inherently disclosed.  Pet.35-36 (“necessarily a solu-

tion”); EX1005, ¶200; EX1003, ¶272.  While Petitioner now improperly argues 

“WO421 expressly discloses… ‘injectable solutions,’” relying on a previously-un-

cited portion of WO421 (Rep.16 (citing Ex1011, 40:23-26); Pet.35-36 (40:23-26 

not cited)), Petitioner’s new theory is prohibited.13F

14  And the Petition’s inherency 

theory fails even with this new WO421 quote, from which Petitioner omits a key 

 
14 E.g., Intelligent Bio-Sys. v. Illumina Cambridge Ltd., 821 F.3d 1362, 1369-70 

(Fed. Cir. 2016) (affirming rejection of new theory referencing new evidence); Wa-

sica Finance GmbH v. Cont’l Auto. Sys., Inc., 853 F.3d 1272, 1286 (Fed. Cir. 

2017) (“Rather than explaining how its original petition was correct, Continental[] 

[argued] entirely new theory of prima facie obviousness….”); In re NuVasive, 

Inc., 841 F.3d 966, 971-73 (Fed. Cir. 2016) (vacating/remanding where Board re-

lied on prior-art figure first argued in reply); Dell v. Acceleron, LLC, IPR2013-

00440, Pap.49, 13 (Aug. 22, 2016).     



IPR2023-00724 
     U.S. Patent No. 10,335,462 

 

19 

portion confirming the Petition’s relied-on subcutaneous injection is not neces-

sarily a solution, but instead may be a suspension: “Injectable formulations of the 

GLP-1 receptor agonists of this invention may be… injectable solutions or suspen-

sions.”  EX1011, 39:20-26.  Petitioner also doesn’t dispute EX2004 refers to in-

jectable suspensions, but argues EX2004’s “large needle” was “inappropriate for 

humans.”  Rep.16.  Nonsense: Bydureon’s suspension was FDA-approved for hu-

mans.  EX2010, ¶418; EX2420, 1.14F

15      

B. Ground 2   

Petitioner’s Ground 2 Reply incorporating its Ground 1 arguments (Rep.17-

18) fails for the same reasons.  Petitioner’s additional arguments relying on sup-

posed POSITA inferences based on disclosures of other GLP-1s treating T2D 

(Rep.18-19) confirm Lovshin doesn’t anticipate.  Net MoneyIN, Inc. v. VeriSign, 

Inc., 545 F.3d 1359, 1369 (Fed. Cir. 2008); POR.36-40.  Lovshin’s reference to 

“NN9535” “as an incretin treatment” (Rep.18-19) doesn’t disclose treating T2D 

with the required expectation of efficacy and tolerability (supra pp.1-2), let alone 

at any particular dose.  “NN9535” was, instead, “under active clinical investiga-

tion.”  EX1012, 5; EX2556, 70:11-73:7; Slayback Pharma LLC v. Eye Therapies, 

 
15  Petitioner’s indefiniteness arguments (Rep.16-17) aren’t cognizable in an IPR. 
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LLC, IPR2022-00142, Pap.77, 35 (May 15, 2023) (no anticipation where art didn’t 

disclose required intent to treat).15F

16 

III. Grounds 3-5 Fail 

Petitioner again relies on the inapt presumption in Galderma Laboratories v. 

Tolmar, Inc., 737 F.3d 731, 737-738 (Fed. Cir. 2012): but PO’s claimed “1.0 mg” 

dose “is a single, discrete point,” not a range—and not just “somewhat narrower” 

than the prior-art range.  Fonterra, IPR2022-00661, Pap.15, 15.  And, unlike here, 

Galderma’s prior art demonstrated its range was “effective… and well tolerated.”  

737 F.3d at 734, 736.  Even if Galderma’s “presumption” applied, it’s rebutted “by 

showing criticality” or objective indicia—PO established both.  Genentech, 946 

F.3d at 1341; §§II.A.3, III.D; see POR§§VII.A.1.c, VIII.F.  Petitioner’s remaining 

obviousness arguments also fail, as discussed below.  

A. Motivation to Combine 

Petitioner reasserts that, “[b]ecause clinical trials were underway… safety 

and efficacy” can be assumed, and all that remained was optimizing “within that 

range.”  Rep.20.  But Petitioner provides no cases establishing such “safety and ef-

ficacy” assumptions (Rep.20), and no scientific, reasoned basis—absent 

 
16 Bantle’s understanding of the preamble’s construction was incorrect and incon-

sistent with Jusko.  Infra, §IV. 
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hindsight—for selecting 1.0mg.  Rep.20-24; see also POR.41-45; EX2556, 81:11-

83:4, 139:1-140:7; §42.65(a); infra §IV.       

Petitioner again argues selecting 1.0mg didn’t involve “modif[ying]” its ref-

erences (but see POR.41-44), and instead was merely “routine optimization.”  

Rep.20.  But Petitioner’s experts had no reasoned basis to conclude any “range” 

would be understood as limited to 16 doses (§II.A.2),16F

17 and never determined 

whether 1.0mg is “optimal” (despite contrary suggestions in their declarations).  

Compare EX2552, 46:18-47:2; EX2553, 25:6-27:10, 28:10-29:18 with EX1300, 

¶266; EX1301, ¶267; Rep.23-24; see infra pp.24-25; POR.41-44.  Petitioner mis-

applies In re Ethicon, Inc. to argue “routine optimization” doesn’t require the 

claimed value be optimal (Rep.23), but ignores the ratio there “achieves the opti-

mal combination….”  844 F.3d 1344, 1350-51 (Fed. Cir. 2017); see also In re Pe-

terson, 315 F.3d 1325, 1330 (Fed. Cir. 2003).  And SNF S.A. v. Solenis 

 
17 This squares with Alcon Research Limited v. Watson Laboratories, where “the 

number of alternatives was neither ‘finite’ nor ‘small’” because there was “no 

teaching to select the ternary system from…[the] number of possibilities….”  2018 

WL 1115090, at *22 (D. Del. Mar. 1, 2018); cf. Rep.22.  And, like in Alcon, Inc. v. 

Teva Pharmaceuticals USA, there were (at minimum) thousands of options in the 

prior-art range.  664 F. Supp. 2d 443, 461 (D. Del. 2009). 
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Technologies, L.P., IPR2020-01730, Pap.10, 16-19 (Apr. 22, 2021) shows a 

claimed optimum is required: the Board analyzed whether optimizing would actu-

ally lead to the claimed value, not whether POSITA would try it.  Id.  Petitioner 

also ignores how other variables (like titration and dosing frequency, both impact-

ing tolerability (EX2010, ¶¶136-141, 284)), would complicate its optimization ra-

tionale.  Pet.39-42.  And even if the law didn’t require the claimed value be opti-

mal, Petitioner’s argued-for motivation does: Petitioner’s argument was to opti-

mize to 1.0mg.  Pet.44; Intelligent Bio-Sys., 821 F.3d at 1367-69 (claims not obvi-

ous where argued combination not expected to provide solution that supposedly 

motivated combining). 

Petitioner further errs in relying on cases that aren’t “routine optimization” 

cases to argue “routine optimization” doesn’t require the claimed value be opti-

mum.  Rep.23-24; In re Gurley, 27 F.3d 551, 553 (Fed. Cir. 1994) (whether subop-

timal combination teaches away); Novartis Pharms. Corp. v. West-Ward Pharms. 

Int’l Ltd., 923 F.3d 1051, 1059-60 (Fed. Cir. 2019) (saying nothing about optimi-

zation); In re Fulton, 391 F.3d 1195, 1200 (Fed. Cir. 2004); Janssen Pharms. Inc. 

v. Teva Pharms. USA, Inc., 97 F.4th 915, 926 (Fed. Cir. 2024).  

Finally, while “[o]ptimization and criticality are… not the same,” Petitioner 

is incorrect that 1.0mg is “not critical” “[e]ven if [it] were optimal.”  Rep.22.  Not 

every dose in the disclosed range “treat[s]” T2D.  Supra pp.1-2; POR.30-35.  And 
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while “T2D can be treated with both lower and higher doses,” that doesn’t pre-

clude a critical range within WO421’s/Lovshin’s “range” that includes 1.0mg—

e.g., doses over 0.8mg.  §II.A.3; POR.30-35.   

B. REOS 

Petitioner’s hindsight-driven arguments don’t cite data pointing to any pur-

ported “sweet spot,” and don’t show assuming weekly semaglutide dosing from 

daily liraglutide dosing was reasonable.  See Rep.26-27; POR.2-4, 64-66; Salix 

Pharms., Ltd. v. Norwich Pharms. Inc., 98 F.4th 1056, 1062-63 (Fed. Cir. 2024) 

(“we are hesitant to conclude… a Phase II clinical trial plan…provides [REOS for] 

a dosage… not included within the… trial”; relying on separate reference’s results 

and explicit statements about optimal dosing for REOS); Eli Lilly & Co. v. Teva 

Pharms. Int’l GmbH, 8 F.4th 1331, 1346-47 (Fed. Cir. 2021); Novartis, 923 F.3d at 

1060-61.   

First, Petitioner argues “lack of data” “only meant POSAs would not have 

known how effective any dose was.”  Rep.24-25 (emph.orig.).  But the lack of any 

data at any dose is relevant to REOS.  Eli Lilly, 8 F.4th at 1346-47 (affirming non-

obviousness where “Board observed… both [references] lacked efficacy data,” 

which, while not required, evidenced lack of REOS).  Petitioner identified no 

teaching showing the prior-art range was an “established effective range,” and ar-

gues optimization of two different ranges, 0.1mg-1.2mg/1.6mg (Mylan Pharms. 
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Inc. v. Biogen MA Inc., IPR2018-01403, Pap.98, 16-17 (Feb. 5, 2020); Rep.26; 

EX2556, 81:11-83:4, 139:1-140:7; EX2552, 36:16-20; §42.65(a))—and it was not 

known if efficacy was dose-dependent within either range (POR.48-49) or 

whether the optimal dose was within either (EX2552, 46:18-47:2, 53:1-7).   

Second, Petitioner asserts the “trials’ dosing schemes… suggested a sweet 

spot… between… 0.8-1.6mg or 0.8-1.2mg,” but doesn’t sufficiently support its (or 

its experts’) conclusory assertions with evidence.  Rep.26.17F

18  Phase II trials rou-

tinely fail, which Petitioner fails to rebut with evidence—trying to gloss over that, 

despite reaching Phase III, taspoglutide as administered in Phase III trials was 

not safe and effective.  Rep.28-29.  Moreover, not enough was known to rely on 

“similarities between semaglutide and liraglutide.”  Rep.27; POR.63-66; EX2010, 

¶¶119-122, 358-359, 393.  Spiegel, for example, admitted insufficient evidence ex-

isted to know whether semaglutide would work like other GLP-1 agonists 

 
18 This assumption, based on NCT773’s top dose being 1.2mg (vs. 1.6mg) in 

healthy subjects, ignores POSITA’s understanding of potential Japanese-popula-

tion-specific rationales.  EX2010, ¶¶99-102, 409-412; EX1014, 8.  Even if guesses 

were made about the tested doses’ significance, titration for upper doses suggests 

tolerability concerns there.  See EX1300, ¶¶304-306 (“could be considered more of 

a factor”).  
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(including liraglutide), and at what doses.  EX2556, 81:11-83:4, 139:1-140:7; 

POR.44-45.  And, no prior art evidenced a basis to assume the dose-response 

curves were even similar; which semaglutide and liraglutide doses would behave 

similarly; or whether 1.0mg semaglutide would have been a claimed “treatment” 

based on its curve.  EX2554, 105:7-106:19 (unaware of any “known data for any 

dose of semaglutide” as of 2012); EX2553, 35:16-36:19 (dose-response curve 

opinions depend on unsupported assumption “nearly all [drugs] have a sigmoidal 

dose-response curve,” and admitting doses wouldn’t be the same); Rep.28; 

POR.63; EX2010, ¶¶357-358.  For example, Bantle unreasonably assumed any 

GLP-1 analog with 8 overlapping essential residues would work at all doses within 

any range tested in a trial.  EX1300, ¶¶298-300, 317.  But Petitioner plainly fails to 

account for structural differences impacting efficacy and tolerability.18F

19  EX2010, 

¶148; EX2553, 38:3-39:13, 40:17-41:15: EX2556, 80:12-81:10; EX2552 40:16-

41:9, 57:1-5. 

Petitioner’s spin on semaglutide being “on hold” or “postponed” also fails.  

Rep.29-30.  PO’s delaying further semaglutide trials for over a year is not a basis 

 
19 Dr. Bantle contradicted his declaration opinion at deposition, but gave no rea-

soned basis for knowing when or how a GLP-1 agonist sharing these amino acids 

would be expected to behave like liraglutide.  EX2552, 56:17-57:5. 
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to conclude success.  EX2556, 106:22-108:2; EX2552, 22:8-16.  And even if con-

sidered, Petitioner’s late reliance on a report of semaglutide’s clinical efficacy and 

safety being “broadly in line with liraglutide” (see Rep.25, 30) says nothing about 

which dose(s) worked or were tolerable or aligned with which liraglutide doses.  

See EX2552, 29:4-16; 33:5-15. 

Finally, Petitioner asserts “clinical trials, although expensive and time-con-

suming, would have been routine[.]”  Rep.30.  But Petitioner identifies no case 

supporting its argument clinical trials are “routine experimentation”—particularly 

here, which would involve testing a molecule with no established effective 

range—and doesn’t distinguish CSL Behring LLC v. Bioverativ Therapeutics Inc., 

IPR2018-01345, Pap.10, 21 (Jan. 16, 2019).  POR.51.      

C. Additional Ground 4 and 5 Failures 

Ground 4 additionally fails because Petitioner identifies no data in Lovshin 

or elsewhere showing 1.0mg semaglutide could “treat” T2D—thus, Lovshin 

doesn’t disclose the preamble (an additional reason no presumption applies).  

§II.B.    

Ground 5 similarly fails with respect to NCT657 and NCT773.  §II.B.  Fur-

ther, Petitioner mischaracterizes PO’s arguments about NCT773’s trial concerning 

Japanese subjects.  Rep.33.  PO does not argue Petitioner’s theory is limited to that 

population, but that Petitioner’s reliance on any NCT773 change in dose from 
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1.6mg to 1.2mg is flawed: that change would have been understood as accounting 

for known sensitivities in that population, not zeroing in on a sweet spot.  POR.77-

78; n.18; see also EX2552, 28:11-29:3. 

D. Petitioner’s Attacks on Objective Evidence Fail 

1. Nexus 

Petitioner errs in arguing against a nexus presumption.  1.0mg Ozempic® is 

“essentially the claimed invention.”  Fox Factory, Inc. v. SRAM, LLC, 944 F.3d 

1366, 1373 (Fed. Cir. 2019).  Ozempic®’s label identifies 1.0mg as a maintenance 

dose for treating T2D (EX2069, §§2.2, 3; EX2054 ¶44), and there is no real dis-

pute 1.0mg Ozempic® embodies the Claims. 

Instead, Petitioner disputes coextensiveness because of PO’s weight-reduc-

tion patent (which does not claim treating T2D), and a now-pending application 

concerning cardiovascular outcomes in patients with T2D and chronic renal im-

pairment (though Petitioner cites no caselaw finding an application relevant to 

nexus), both of which are used in different populations.  Rep.34-36; EX2002.  But 

relying on a feature for unexpected results or praise is not “describ[ing] unclaimed 

features… as critical.”  Cf. Rep.34-35.  And evidence that “products embody the 

full scope of the claimed invention” supports a nexus presumption even when un-

claimed features are present.  Quanergy Sys., Inc. v. Velodyne Lidar USA, Inc., 24 

F.4th 1406, 1419 (Fed. Cir. 2022).  Although important, these are not “features” 
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that “materially impact[] the product’s functionality,” such that the nexus presump-

tion shouldn’t apply.  Rep.34-35; see Fox Factory, 944 F.3d at 1375. 

Moreover, even without the presumption, PO’s objective evidence “is the di-

rect result of the unique characteristics of the claimed invention[.]”  Id. at 1373-74.  

Petitioner never meaningfully refutes this.  Instead, it argues all objective evi-

dence must be tied solely to the dosing because once-weekly semaglutide to treat 

T2D was in the prior art.  See Rep.36-37.  Even if true (it’s not), this would incor-

rectly “mean that nexus could never exist where the claimed invention is a 

unique combination of known elements from the prior art.”  Chemours Co. FC, 

LLC v. Daikin Indus., Ltd., 4 F.4th 1370, 1378 (Fed. Cir. 2021).   

2. Commercial Success 

Contrary to Petitioner’s assertions (Rep.36-37), PO confined its analysis to 

1.0mg Ozempic® sales and prescriptions (e.g., EX2300 ¶¶7, 81-87), then analyzed 

any detractors from that success.  See id. ¶¶88-93, 97-120.  Petitioner’s attacks 

fail,19F

20 and its expert, McDuff, concedes Ozempic® “earned significant sales” 

 
20 McDuff includes a “product conversion” argument never discussed in Peti-

tioner’s Reply.  E.g., EX1308 ¶¶ 59-64.  This is waived, but also undermined by 

McDuff’s deposition testimony.  EX2555, 53:11-54:21 (discussing EX2314, 9).  
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(EX2555 (8:20-9:14)) and—in striking understatement—has enjoyed “a certain 

amount of product success” (although McDuff declined to explain what he 

means).  Id. (9:15-11:3); see also EX1308 ¶18; EX2556, 106:22-110:6.   

Petitioner’s expert used the wrong framework.  McDuff contends PO 

should have considered an “analysis of profits, costs, or risk-adjusted returns,” 

quoting Acorda Therapeutics, Inc. v. Roxane Laboratories, Inc., 903 F.3d 1310, 

1338-39 (Fed. Cir. 2018).  EX1308, ¶21 & n.30.  But McDuff cuts from Acorda, 

with ellipses, that these recited factors are not for analyzing commercial success 

generally, but for possible blocking-patent disincentives.  See Acorda, 903 F.3d at 

1338.  And as discussed below, McDuff incorrectly analyzed blocking patents. 

Nexus for commercial success.  While Petitioner complains PO did not 

properly account for other patents (Rep.36-37), McDuff’s opinions about patents 

covering the injector device (see EX1308 ¶¶33-34, 44) relied on explanations from 

technical expert, Spiegel (e.g., id., ¶33). But Spiegel confirmed those patents “re-

late to devices and so are not relevant here.”  EX1302 ¶49 n.5.   

Off-label prescriptions.  McDuff principally cites non-peer-reviewed news-

paper articles (EX1308, ¶¶53-54) and an underlying report purportedly evaluating 

 
And Petitioner never challenged PO’s pricing strategy evidence.  See EX2300, 

¶¶113-16. 
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prescription increases in patients with “a history of overweight, obesity, and other 

hyperalimentation.”  Id. ¶53 (citing EX1184, 43).  But this report never states 

these patients didn’t have T2D, undercutting Petitioner’s off-label argument.  E.g., 

EX2555, 29:21-30:6, 31:6-18.  While Petitioner’s expert didn’t know what per-

centage of T2D patients suffer from these listed conditions (id., 28:7-10), the evi-

dence (which McDuff cited) shows  of T2D patients are overweight or obese.  

EX2308, 3.   

McDuff also relied on two exhibits to derive off-label usage figures: a blog 

post with a bar chart allegedly showing off-label usage with no stated numbers 

(EX1172), and a “report” from “TrackDrugs.com.”  EX1185.  But McDuff 

couldn’t explain how the blog could reliably provide the figures he used.  EX2555, 

36:12-38:1.  And McDuff never looked at the underlying data, whose only source 

was “TrackDrugs.com”—McDuff had no idea who supported that site, he 

couldn’t recall using it before, and it lists only the report McDuff used.  Id., 34:4-

10, 39:11-41:22; 44:22-46:5.  And while Petitioner complains (Rep.36-37) about 

PO’s supposed failure to separate commercial success by dose (cf. EX2300, ¶¶80, 

85-93), McDuff also didn’t break down any alleged off-label usage into specific 

Ozempic® doses, claiming “[i]t wasn’t necessary.”  EX2555, 42:12-43:8, 44:9-17. 

Advertising and marketing.  While Petitioner’s Reply complains of an “ad-

vertising campaign” (Rep.36), Petitioner’s expert agreed “the promotion to sales 
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ratio relative to other drugs at similar stages in their life cycle does not detract 

from the conclusion of commercial success.”  EX2555, 59:17-60:2.  And Peti-

tioner’s cited evidence explains “a significant advertising budget does not in itself 

rebut the presumption that the commercial success…,” and confirms a low “ratio 

of promotional spending to sales” supports commercial success.  EX1180, 9, 11 

n.9. 

Blocking patents.  The “blocking” effect of PO’s other patents is minimal.  

POR.82-83; EX2300, ¶¶117-20.  Petitioner offers no analysis showing a mere ap-

plication would have diminished economic incentive to develop the claimed inven-

tion, and cites no case treating an application as a “blocking patent.”  See Rep.38-

39.  For good reason:  “claims of a patent define the invention”—not pending 

claims, which may not issue.  Phillips v. AWH Corp., 415 F.3d 1303, 1312 (Fed. 

Cir. 2005); EX2555, 66:1-12 (testifying likelihood ’343 application would actually 

issue was “not necessary for [his] opinions”), 63:21-64:5, 66:13-20, 67:17-19; 

EX2554, 122:17-123:11 (“claims may change”); cf. Acorda, 903 F.3d at 1338 (re-

lated likelihood of claim viability—“whether the blocking patent can be success-

fully challenged”—is “relevant” factor to be considered).  The caselaw explains 

“[a] blocking patent is one that is in place before the claimed invention,” 

Chemours, 4 F.4th at 1379 (citing Acorda, 903 F.3d at 1337), and the application 

leading to PO’s ’343 didn’t include semaglutide-specific claims.  EX1015, 65-76.  
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PO properly confined its blocking-patent analysis to the dates the patents issued.  

Petitioner’s citation of another PO patent covering GLP-1 compound formulations 

broadly—8,114,833—fares even worse, given others were clearly developing 

GLP-1 formulations even after ’833’s 2012 issuance.  E.g., EX2445; EX2455; 

EX2475; EX2555, 62:4-21.  And 9,764,003 (Rep.35) issued even later (2017).  

EX2002. 

Finally, Petitioner’s expert points to FDA new-chemical-entity exclusivity as 

evidence of “blocking” (although Petitioner’s Reply does not).  See EX1308 ¶¶ 86-

88.  But FDA exclusivity was granted five years after ’462’s latest priority date 

(EX2555, 68:6-12, 69:22-70:10), and McDuff’s position would mean no new 

chemical entity could ever be commercially successful—certainly not the law.  

3. Unexpected Results 

Petitioner argues PO didn’t compare unexpected results evidence against the 

closest art, demanding comparisons to “0.8mg semaglutide… or… 1.8mg …lirag-

lutide” doses.  Rep.39-40.  But there was no data at the priority date for 0.8mg 

semaglutide, and often no relevant data for 1.8mg liraglutide,20F

21 as Petitioner’s 

 
21 Petitioner’s suggestion PO failed to compare 1.8 mg liraglutide is facially incor-

rect.  POR.33, 84-85, 88.  For example, PO’s unexpected kidney results evidence 
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experts admitted.  EX2557, 22:13-17, 26:17-17:4, 20:3-8; EX2554, 105:7-106:2.  

Indeed, Petitioner’s cardiovascular expert published articles comparing GLP-1s to 

DPP-4 inhibitors, underscoring the need to compare against what prior-art data ac-

tually existed.  See, e.g., EX1246, 1-2.  And while post-invention data may prove 

unexpected results, the question of what POSITA would have found surprising is 

measured at the time of invention.  See Forest Lab’ys., LLC v. Sigmapharm 

Lab’ys, LLC, 918 F.3d 928, 937 (Fed. Cir. 2019).  Thus, PO’s experts properly 

compared 1.0mg semaglutide to the closest data that existed.  

Petitioner also complains of differences in degree versus differences in 

kind.  Rep.40-42.  But Petitioner improperly assumes all differences in percentages 

are merely differences in degree.  E.g., Padagis Israel Pharms. Ltd. v. Bausch 

Health Ireland Ltd., IPR2023-01114, Pap.18, 22-23 (Jan. 12, 2024) (denying insti-

tution, rejecting “conclusory and unpersuasive” argument that results including 

significant improvement percentages—e.g., “31.8% more effective,” “90.3% less 

 
for 1.0mg once-weekly semaglutide in T2D patients was compared against 0.5mg 

once-weekly semaglutide and 1.8mg daily liraglutide.  See EX2015, 8; POR.85.  

Spiegel also admitted he was aware of no head-to-head trials of 1.0mg semaglutide 

against 1.8mg liraglutide and, even if there were, does not believe liraglutide 

would be comparable to semaglutide.  EX2556, 129:10-132:1. 
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irritating”—“merely represent a difference in degree, not… kind”).  “There is no 

specific fold-difference that defines what may, or may not, support a finding of 

nonobviousness.”  Amgen Inc. v. Sandoz Inc., 66 F.4th 952, 964 (Fed. Cir. 2023).  

The question of where to “draw [the] line between difference in degree…and a dif-

ference in kind” is a “fact-specific” inquiry.  Id.  PO’s experts and other evidence 

confirm the differences resulting from ’462’s claimed dose were differences in 

kind.  E.g., POR.83-87; EX2054, ¶¶61-83; EX2055, ¶¶34-44; EX2011, ¶¶44-63; 

EX1001, Fig.5 (30.8% greater weight loss in 0.8mg semaglutide (3.4kg) than 

1.8mg liraglutide (2.6kg)); EX2082, 1, 6-7 (comparing 1.0mg semaglutide/1.2mg 

liraglutide at week 30, 211% more patients hit 5% weight loss (56%/18%), 375% 

more patients hit 10% weight loss (19%/4%), 205% greater average weight loss 

(5.8kg/1.9kg), and 70% greater reduction in HbA1c for semaglutide (1.7/1.0)).  

And it is Petitioner’s experts—not PO’s (cf. Rep.40)—who failed to understand 

this legal principle.  See EX2557, 27:18-29:7; EX2554, 118:6-119:4; EX2556, 

41:22-44:2.  Petitioner also misleadingly quotes the law.  Although “superior effi-

cacy” may not diminish a proven reasonable expectation of success, Rep.40-41 

(quoting UCB, 65 F.4th at 693), UCB doesn’t eliminate superior efficacy as an un-

expected result. 

While Petitioner mistakenly criticizes “PO’s kidney expert’s declaration [as] 

riddled with flaws” (Rep.41; supra §III.D.1; EX2011, ¶¶32-35, 44-63; n.21), 
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Petitioner’s kidney expert, Coca, admittedly misquoted, mischaracterized, and 

overstated the articles he (Coca) relied on.  While, e.g., Coca’s declaration pur-

ports to quote EX1149 as support (EX2554, 62:18-65:2; EX1306, ¶79) his manu-

factured quote doesn’t exist and doesn’t support him: its conclusions were docu-

mented “in healthy male volunteers”—a far cry from Coca’s falsely-“quoted” con-

clusion about “patients who suffered from [T2D].”  EX1149, 6; EX2554, 66:9-

72:13.  And Coca repeatedly overstated conclusions to argue kidney-protective ef-

fects were certain or expected, when in reality his cited articles were (1) early hy-

potheses based on soft endpoints in rodent studies, (2) studies in small groups of 

healthy volunteers (which Coca failed to mention) where the authors were “specu-

lat[ing]” or needed their “hypothesis to be confirmed by other studies,” also based 

on soft endpoints, or (3) safety studies investigating concerns about using GLP-1 

receptor agonists in patients with kidney issues.  EX2554, 13:12-18 (blood glu-

cose, blood pressure both soft endpoints), 42:10-43:1 (animal studies insuffi-

cient21F

22), 55:5-16 (“demonstrate” v. “indicate”), 59:4-62:17 (“Clearly, long-term 

studies are needed to settle this issue…”), 72:20-74:10 (omitting authors were 

“speculat[ing]”), 79:5-22 (omitting “hypothesis needs to be confirmed by other 

studies”), 85:12-97:7 (neither liraglutide study concluded likely to improve kidney 

 
22 Cf. Rep.32. 
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outcomes); 146:17-147:11 (still not known why semaglutide kidney-protective).  

Coca also cast an article by Vollenweider (EX1147) discussing a Yu study, and Yu 

itself (EX1148), as two separate studies, and repeatedly ignored contrary evi-

dence in his own cited articles.  EX1306, ¶77 (discussing Yu (EX1148)), ¶78 (in-

troducing Vollenweider (EX1147) as “Other studies”); EX2554, 50:7-58:13 (“per-

haps in paragraph 78, [‘]other studies[’] would be other experiments… [I]t was re-

ferring to…Yu”), 62:3-62:17, 77:11-79:22.  But even Coca acknowledged as 

“groundbreaking” a recent FLOW study confirming 1.0mg once-weekly semag-

lutide’s kidney-protective effects are different in kind.  EX2554, 10:17-12:22; 

EX2604, 11 (“1.0 mg [semaglutide] once weekly significantly reduced… major 

kidney disease events…by 24%”).  Coca identified no prior art expectation for 

such kidney-disease results, or for a mortality reduction—but FLOW established 

1.0mg once-weekly semaglutide reduced the risk of death in T2D patients with 

CKD from any cause by 20%.  EX2554, 10:17-12:22, 19:19-22, 38:13-39:14; 

EX2604, 1. 

Regarding cardiovascular benefits/injury, the opinions of Petitioner’s 

Schwartzbard about what was and wasn’t known before the priority date contradict 

Schwartzbard’s own articles pre-dating this IPR.  Compare EX1304, ¶113 (“GLP-

1 receptor agonists were [not] known or believed to cause cardiovascular injury 

in diabetic patients”), ¶113 (“the cardiovascular risk reduction associated with 
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semaglutide was not unexpected”) with EX2601, 13 (“HF [heart failure] was an 

initial concern”); EX2557, 39:7-12, 40:21-41:14.  Schwartzbard wrote in 2014 

that: there were “conflicting findings” and a “dearth of data” regarding GLP-1 ag-

onists and heart failure; “clinical trials [were] necessary to establish safety”; and 

“[n]ew pharmacological agents are urgently needed.”  EX1246, 4, 6-7.  In 2020 

he noted “[t]his [heart failure] signal… was not confirmed” in a particular lirag-

lutide trial (EX2601, 13 (“nonsignificant increases in…HF…with liraglutide com-

pared with placebo”)), but that data was not published until 2016—at least four 

years after ’462’s priority.  EX2601, 13, 19; EX2557, 41:16-42:18.  And far from 

all GLP-1s showing a class-wide effect (Rep.40), Schwartzbard wrote in 2018 that 

then-upcoming trials would “help clarify whether the CV benefit demonstrated by 

GLP-1 RA agents is a class effect… or a drug-specific effect only seen with lirag-

lutide and semaglutide.”  EX2602, 10; EX2557, 51:19-52:12, 56:6-57:9. 

4. Long-Felt Need  

Petitioner’s arguments do not meaningfully rebut PO’s evidence (e.g., 

POR.87-88), and, as explained (§IV.D.2), Petitioner’s blocking-patent analysis is 

fundamentally flawed.  Spiegel criticizing Goland’s reliance on her treating physi-

cian experience (EX1302, ¶212) simply underscores Spiegel hasn’t “had direct re-

sponsibility for treating patient[s]” since 1976.  EX2556, 30:8-11, 37:20-39:17. 
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5. Industry Praise 

1.0mg Ozempic® has been extensively praised in peer-reviewed scientific ar-

ticles for treating T2D.  PO’s employees being among their authors doesn’t render 

these the “bare journal citations and self-referential commendation” Bayer criti-

cized.  See Rep.43.  Their collected, peer-reviewed, and published data isn’t irrele-

vant just because PO was involved.  Compare, e.g., Rep.43, with EX2554, 10:17-

12:22, 128:8-130:5 (Coca admitting “groundbreaking clinical [FLOW] trial” 

(EX2604) by “respected scientist[s]” “pertinent to [his] clinical practice and… re-

search”). 

And Petitioner is wrong that there was no praise regarding cardiovascular 

risks.  Rep.43.  Petitioner’s Schwartzbard wrote in 2018 there had been a “para-

digm shift” that may be “a drug-specific effect only seen with liraglutide and 

semaglutide.”  EX2602, 1, 10; EX2557, 51:19-52:12, 52:16-53:11, 56:6-57:9. 

6. Skepticism 

 Petitioner’s arguments don’t meaningfully rebut PO’s record evidence.  

POR.90.   

IV. Petitioner’s Experts’ Opinions Should Be Given Little To No Weight 
And Uncited Paragraphs Ignored  

Petitioner’s experts’ opinions about what POSITA would have known or as-

sumed should be given little to no weight for lacking a scientific reasoned basis for 

their opinions, and for providing incomplete and contradictory analyses.  E.g., 
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supra pp.1-2 & n.2, 15 n.12, 17 n.13, 20 n.16, 25 & n.19, §III.D.2-3; EX2552, 

22:8-16 (can’t speak to Novo’s intent); 28:11-29:3, 33:19-34:14, 36:16-20; 

EX2553, 25:6-20, 35:16-36:9; see also POR.29, 41 n.22, 49-50 & n.27, 54-57 & 

n.29.  Bantle’s and Jusko’s opinions almost entirely duplicate one another (com-

pare, e.g., EX1300, §§VI.D, VII.A-G with EX1301, §§VII-VIII; see EX2552, 9:7-

12; see also EX1003, §§VIII.A-E, IX with EX1005, §§VIII.A-E, IX; POR.n.3), but 

tellingly they contradicted each other at deposition (e.g., compare EX2552, 15:20-

16:20 (treatment even if it “makes a condition worse”) with EX2553, 12:20-13:15, 

14:7-15:4, 41:3-15 (treating requires tolerability and clinically meaningful effi-

cacy))22F

23—confirming Petitioner’s improper attempt to bank “backup” experts 

failed, and their testimony should receive no weight.  Further, other than to show 

deficiencies and inconsistencies with deposition testimony (§III.D.2-3), again con-

firming Petitioner’s experts should be given little to no weight (n.2), the numerous 

uncited paragraphs of Petitioner’s Reply expert declarations shouldn’t be consid-

ered.  One World Techs., Inc. v. Chamberlain Grp., Inc., IPR2017-00214, Pap.31, 

29 n.10 (May 15, 2018) (uncited declaration paragraphs given “little weight”); see 

42.104(b)(5).   

 
23 Bantle’s testimony about efficacy expectations should be ignored given his mis-

understanding of “treating.”  Supra pp.1-2 & n.2. 
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V. Conclusion 

Petitioner failed its burden, and ’462’s patentability should be confirmed. 

 
/J. Steven Baughman/ 
J. Steven Baughman (Reg. No. 47,414) 
 

Dated: August 5, 2024 
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