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Presenter
Presentation Notes
XORTX Therapeutics or Xanthine Oxidase Reducing Technologies is a company whose focus is on providing unique proprietary therapies for each of the kidney diseases we are addressing. 
Over the course of this presentation,
it is my pleasure to tell you about how the Company will focus our treasury, staff and time 
to bring this class of drugs – Xanthine Oxidase Inhibitors - to individuals with kidney disease and in the process build a valuable pharmaceutical enterprise. 


Forward Looking Statements / i & {4: 75 BH

Certain information included in this Presentation constitutes forward-looking information or forward-looking statements under applicable securities legislation (“forward-looking statements™). These
statements relate to future events or future performance of the Company. Forward-looking statements are statements that are not historical facts and are often, but not always, identified using words or
phrases such as “can”, “continue”, “develop”, “expect”, “forecast”, “future”, “may”, “milestone”, “plan”, “potential”, “proposed”, “will” and other similar expressions. In particular, but without limiting the
foregoing, this Presentation contains forward-looking statements pertaining to, among other things: the industry in which Company operates, including the value thereof; strategic plans, including the
timing thereof; the Company’s operations, including with respect to accelerated approval processes, licencing deals, patent filings and clinical trials, including the timing and results thereof; the effects of
end-stage renal disease and onset delay of end-stage renal disease; timing and occurrence of certain milestones, including the success of preclinical studies and clinical trials; and the Company’s products,

services and assets, including the benefits thereof. In addition, this Presentation may contain forward-looking statements attributed to third party industry sources.

By their nature, forward-looking statements involve known and unknown risks, uncertainties, and other factors that may cause actual results or events to differ materially from those anticipated. Such
forward-looking statements are provided for the purpose of providing information about management’s current expectations and plans relating to the future. Readers are cautioned that reliance on such
statements may not be appropriate for other purposes, such as making investment decisions. These factors and risks include, without limitation: incorrect assessments of the value of acquisitions, licenses
and development programs; technical, manufacturing and processing problems; actions by governmental authorities, including increases in taxes; the availability of capital on acceptable terms; fluctuations
in foreign exchange, currency, or interest rates and stock market volatility; failure to realize the anticipated benefits from licenses or acquisitions; and potential labor unrest. This list is not exhaustive of the
factors that may affect any of the Company’s forward-looking statements. Some of the important risks and uncertainties that could affect forward-looking statements are described further under the heading
“Key Information - Risk Factors” in its annual report on Form 20-F filed with the Securities and Exchange Commission and under the heading “Risks Related to the Business” in its management’s
discussion and analysis filed as an Exhibit to its annual report on Form 20-F, which annual report is available on www.sec.gov.

With respect to forward-looking statements in this Presentation, the Company has made assumptions, regarding, among other things: the availability of capital to fund planned expenditures; prevailing
regulatory, tax and environmental laws and regulations; the ability to secure necessary personnel, equipment, supplies and services; the Company’s ability to manage the Company’s growth effectively; the
absence of material adverse changes in the Company’s industry or the global economy; trends in the Company’s industry and markets; the Company’s ability to maintain good business relationships with
the Company’s strategic partners; the Company’s ability to comply with current and future regulatory standards; the Company’s ability to protect the Company’s intellectual property rights; the Company’s
continued compliance with third-party license terms and the non-infringement of third-party intellectual property rights; the Company’s ability to manage and integrate acquisitions; the Company’s ability
to raise sufficient debt or equity financing to support the Company’s continued growth.,

Although the Company believes that the expectations reflected in such forward-looking statements are reasonable, such statements are not guarantees of future performance and actual results may differ
materially from those in forward-looking statements. Undue reliance should not be placed on forward-looking statements because the Company can give no assurance that such expectations will prove to be
correct and such statements are based on the beliefs, estimates and opinions of the Company’s management on the date such statements are made. Many factors could cause the Company’s actual results,
performance or achievements to vary from those described herein. Should one or more of these risks or uncertainties materialize, or should assumptions underlying forward-looking statements prove
incorrect, actual results may differ materially from those described in this Presentation as intended, planned, anticipated, believed, estimated or expected.

The forward-looking statements included in this Presentation are expressly qualified in their entirety by this cautionary statement. The Company cautions that the foregoing lists of assumptions, risks and
uncertainties are not exhaustive. The forward-looking statements contained in this Presentation are made as of the date hereof and the Company undertakes no obligation to update publicly or revise any
forward-looking statements, whether as a result of new information, future events or otherwise, unless required by applicable securities laws.
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Dr. Allen W. Davidoff, Ph.D., Chief Executive Officer / Allen W. Davidoff i+, {§+. BEEHITE

Dr. Davidoff has 20 years of drug development experience and is the founder and CEO of XORTX. Allen has a broad range of clinical and regulatory experience and senior management experience in pharmaceutical R&D. Previously, Allen
was co-founder, CSO at Stem Cell Therapeutics Corp. which merged with Trililium and thereafter was acquired by Pfizer. Prior to his role at Stem Cell, Allen was Senior Scientist/Head of Pharmacology at Cardiome Pharma Corp. Allen
earned his PhD in Cardiovascular Physiology and Biophysics at University of Calgary. / Davidofftli L2047 K45, R—XORTXIRIMA A E MHATH, EHIZIFIRSINAE £ & AR EE 2% R m BT LR, iy AEStem Cell
Therapeutics Corp.[{IE:A GG A IR T, %A F 5 Trililium& 3, 5B . 7ENAStem CellZ i, Allenj&Cardiome Pharma Corplf) iRl 5 52 /245 B8 2 1 4% . MAE R /RN B 253K 45 77 0o 0L 458 A5 B0 22 R AL A0 B0 2 1 22 4r

Dr. Stephen Haworth, MD, Chief Medical Officer / Stephen Haworth 4. E#iE+. BEEFE

Dr. Haworth has >25 years of successful global drug development and senior leadership in both “start-up” and Fortune 500 pharmaceutical firms in both the US and Europe. Stephen has a broad clinical and regulatory experience that
ranges from nephrology, cardiovascular, and infectious disease. He has extensive regulatory experience with FDA and EMA submissions, as well as licensing and M&A transactions. Stephen holds a MD from University College Hospital
Medical School, University of London, having graduated with Honors. / Haworth{# L4 8 25 [ RIhAEERGWIF R G, HAESEERRRME “HI80” 1254 TR & 500 5&i25 A "L MBS FINEG, A 2GR EESR, B RF .
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Dr. Taryn Boivin, Ph.D., Head Chemistry, Manufacturing and Controls (CMC) / Taryn Boivint§=, 4. {h%. #3&ERM#EEH (CMC) X%

Dr. Boivin is a pharmaceutical veteran with >30 years of experience leading all aspects of CMC and related disciplines. Her experience includes multiple worldwide drug submissions, post approval support activities, and commercial
supply chain operations. Early in her career, Taryn was among a key group of leaders who established the Glaxo Canada (later GSK) pharmaceutical development organization, and was a pivotal contributor to this world-class research,
development, and manufacturing facility. Dr. Boivin has held numerous Senior VP positions in large and small biopharma. / Boivinféi+ & —frii 25 %k A+, E4FOMCHIAR S = RBHI A7 TP BT 304 MRS . M A 50 B HE 2 I & BRZGH) B |
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James Fairbairn, CPA, Chief Financial Officer / James Fairbairn, {F#t&itif. BEMESE

James was the Company’s Chief Financial Officer from November 2018 through July 2021. He is a Chartered Professional Accountant having obtained his CPA designation in 1987, and an Institute-certified Director, he holds a B.A. from
Western Ontario. He has more than 30 years of experience with publicly traded companies. / James?£20184E11 A ZE20214E7 A Wl W AREA T E M 55, R 285 aitil, F198THEFMEMSTIMER, thd— LA UENESR, W
TRME K20, 1R LT A A A 302 AR

Dr. Stacy Evans, M.D., MBA Chief Business Officer (Consultant) / Stacy Evanst®. E%{E14. THEEML. THEHELE R

Dr. Evans has >20 years of commercial development and business development experience, including 12 years at Pfizer where he was last responsible for leading transactions across all TAs. Stacy has been consulting at an executive
level for small to mid-size private and public biopharma companies for the past 7 years including as part-time Chief Business Officer for Avillion, LLP, a Blackstone-backed late-stage financing and co-development company. Stacy holds a
MD from McGill University and an Executive MBA from Columbia University. / Evanst# L4 @204 R IF R RNL ST R G5, H AR A R LIE T 124, REATTHFIATAN S, (EidE 74 B — By NURVE I L A=l 25 2 R S it
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Board of Directors /| %54

Anthony Giovinazzo — Chairman / Anthony Giovinazzo - EE4& &

43 years of total work experience, is an internationally recognized expert in intellectual property, drug development and commercialization, including numerous licensing agreements, with more than 25 years’ experience in Central Nervous System
diseases. Co-inventor, Chief Executive Officer and Director of Cynapsus Therapeutics, led a NASDAQ listed specialty pharmaceutical company that developed the first successful sublingual apomorphine thin film strip for Parkinson’s disease and led a
highly successful exit of Cynapsus by way of a 120% premium to market of an $841 MM all cash M&A deal. Mr. Giovinazzo is currently Executive Chairman of Kalgene, and director of Titan Medical Inc. / #1434 TAEL5, & EERAWRAIRH. 20T
RAEAAEF, AFEZ TV UM, 7E A2 R GO U A 25 F 25 . {2 Cynapsus Therapeutics INEE S K BIA . BEHATEI#E S, G5 — Kkt EM L bsIZs A, %A s IR T B 3IBTT IS0 BT i MEE FIER], 455 T Cynapsus 152
B, BL120% izt e ik T 8.41 12K &I E AL 5, BT Kalgene$h AT £ FiTitan Medical Inc. & % .

Lo}

Dr. Allen W. Davidoff Ph.D. - President and CEO / Allen W. Davidofffi+-. i+ - B&FEEIITE

Over 20 years drug development experience) is the founder and CEO of XORTX. Allen has a broad range of clinical and regulatory experience and senior management experience in pharmaceutical R&D including four investigational new drug (“IND”)
applications or supplemental IND’s, two phase | studies (four of which were multi-country), eight phase Il studies, and one NDA. Prior to co-founding XORTX, Allen was the Chief Scientific Officer, VP Product Development and co-founder of Stem Cell

Therapeutics Corp. (seven years) Trillium TRIL:NASDAQ acquired by Pfizer and Senior Scientist and Head of Pharmacology at Cardiome Pharma Corp. / i it 204F MIZ5 T K25, RXORTXIIEIME NFEE TEHATE . Allente 24 S AT J7 T4 32 1l A
WEAR L SRERLY, AT ART 7 (IND") HHE SN RIND . BRI (P IUBUR 2 Ea s NI, LR —mRE T EILRIGISZIXORTXZ AT, Allen & LR U Trilium  (TRIL:NASDAQ)  (HiFxStem Cell Therapeutics Corp.) I & i F}2
B IR B S EMEBAS GEE A KIA-L4E. BL K Cardiome Pharma Corp. (s 20 R 52 53 M 24 P 2 32 45

Dr. Raymond Pratt /| Raymond Pratti#+
Raymond Pratt is an accomplished Physician Executive in clinical medicine, Nephrology, drug development, and the pharmaceutical industry. He has extensive experience troubleshooting issues concerning regulatory approval of drugs and devices
and providing development strategies for global pharmaceutical companies. / RaymondPratt/ZIfiREE%: . BIEW % 25805 RANHIZAT AL A it — A st A SOstnBe 2 o FERR DA SCZP RN BRI A H7 S 1D 00 R DA B oy 43R 1124 8 w1 SR AT M 7 TG £ = 4 50

Paul Van Damme
Held senior positions with a number of Canadian and US public companies. His experience focused on the biotech industry in Toronto when he joined GlycoDesign, a private biotech company. While at Allelix Pharmaceuticals Inc., he participated in the
sale of that company to NPS Pharmaceuticals, Inc. / 872 FZMERMEE L hi ARHAESHZIRG . Ui GlycoDesign (—FKRAEEVFHEATD I, MRERFEELETEZCZWEDFEAT . 7 Allelix Pharmaceuticals Inc. (EIR#E], fhZ5 Ti%AR HEL NPS
Pharmaceuticals, Inc..

William Farley

Over 35 years experience in the Business Development, Sales and leading efforts in drug discovery, development and partnering. Prior to joining the board of directors of XORTX, Mr. Farley held a senior leadership position at Sorrento Therapeutics.
Bill, began his career at Johnson and Johnson and has held sr. mgmt. positions at Pfizer and HitGen Ltd., V. P., WuXi Apptec, Inc., V.P., Business Development at ChemDiv. / M5k S5ELUR R TR AEMETE NG BT 354E MM F L% . 7N
AXORTX#HF £ 20, FarleystA:fESorrento Therapeutics#l fF s S Ss . MBAIIRNVAEIESA T 584 AR, I S FEMES AR S S 254 PR A Rl A s JUE BRERSS  FEZ WA AR R S8, 7EChemDiviBAF LS5 F R Flls

lan Klassen

Brings almost 30 years of business management, public relations and government affairs experience. He previously served as Chief of Staff to the Canadian Speaker of the House of Commons. lan is the recipient of the Commemorative Medal for the
125th Anniversary of the Confederation of Canada in recognition of his significant contribution to his community and country. / #f7iE30FE &, ALK AMBUFES S . HRTEHEMERXE S FIE R DPAEF T, RFMERIEI125F Fa &l E,
AR R At 4 DX R 2% 1) K TR



Investment Highlights / %51

Developing drug-based therapies for serious progressive kidney diseases with a high unmet medical need, including

Autosomal Dominant Polycystic Kidney Disease (ADPKD), Diabetes Type-2 Nephropathy (T2DN) and Acute Kidney Injury (AKD. / Fk
297 T SR ARAF B L i P BT B RBOR S IT Y, GiEE OB L E T (ADPKD) .« 2 B FR B0 (T2DN) A1t B 24 (AKD

= Three patent families derived from our proprietary pipeline-in-a-product technology with broad therapeutic claims. Multiple
third-party studies with well-understood Oxypurinol have characterized the mechanism of action (MoA) in over 700 patients treated,

including multiple Ph2 studies. Patent protection until 2034. / ZEAERARFNEERINTEFRFZRERBAR, BE ZHBITIh. 24 700 £
ZRTT B AT A B R S = B AL AR T AR L] (MoA), Hh iR 2wt it. LRIRY IR 2034 4F.

= Clear focus on XRx-008 program for ADPKD with a $1.0-1.8 Billion USD per year revenue potential for XRTX in the US
alone: strong unmet medical need; only one drug approved subject to a black box warning with market exclusivity expiring in 2025;
Orphan Drug Designated granted by FDA; path to accelerated approval confirmed; potential for early revenue in 2026/7 to replace

Tolvaptan by Otsuka / Bi#EETADPKD K XRx-008 HiH, NEXRE, XRTX F4ERAE 10/2-18 LR TR S : BE R EETHR, RE—Ffay
A RS, WM T 2025 EEIW]; FDAR TAULZINE: IE#HFAEEASE RN A AT RE7E2026/7 4R ATIRAFION, BUR K Z I 25 MFE RS

= Short-term catalyst for the share price: signing of a global licensing deal in 2023/2024 may provide non-dilutive funding before

start of a Ph3 pivotal registration clinical trial with approximately 200 patients / B#EIEBIARELF]: 2023/2024 425 B () 4 ERVF ] il A] BE S EZ
200 44 A1 3 JASCERVE I RSS2 AT S g AR B 55 4

= Strong cash position of $6 Million USD vs. market cap of $12 Million USD - runway for 16 months /B4R 33), 43600 FHETT, i
{65 $1200 ik t, nHFLkizE16 NH

= Senior team led by CEO Allen W. Davidoff, Ph.D was responsible for Oxypurinol development in prior ventures and knows
how to build shareholder value (Cynapsus Therapeutics was acquired for $624 Million USD and Trillium Therapeutics was bought for

$2.2 Billion USD by Pfizer). / s# 4T B Allen W. Davidoff 18455 i %25 1 BAZE 2 B B Aol b 47 3¢ BB R T 2R O LA 400 9 BB AR s 1
(Cynapsus Therapeutics ## PL6.24 123 50 ,  Trillium Therapeutics # ¥ PL22 1235 7008 D s
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Presenter
Presentation Notes
First, there are few therapeutics approved that slow or delay progression of kidney disease, and;
Second, global kidney disease is growing at a pace of about 12% per year due to increasing global diabetes and emerging chronic kidney disease following Coronavirus infection. 

This approach that has generated three programs, and two are late stage clinical candidates aiming at Redefining the Treatments of Progressive Kidney Disease and keeping patients away from Dialysis.

Our program XRx-008 will be seeking a Special Protocol Approval with the FDA and should soon be ready to start a Ph3 Pivotal clinical trials in Autosomal Dominant Polycystic Kidney Disease (ADPKD), a potential  Orphan Indication with an over 140 k patients in the US alone and where there are very limited treatment options

We have broad protection based upon worldwide patents across the Oxypurinol technology platform the company has been incubating and the management team has been the originator of this technology including Dr Richard J. Johnson Jr., MD - a leading Nephrologist himself and a and professor at the University of Colorado School of Medicine and we are in full compliance with the new diversity matrix requirements. 



First-in-class Product Candidate Ready for Ph3 Clinical Trials of Xanthine Oxidase Inhibitor for
ADPKD | B RIRHEIE ™ i, CHERITFHT RS EEHETT ADPKD 1) 3 $AilmpR%:
XORTX Therapeutics, Inc.

XORTX Therapeutics is a publicly traded company (NASDAQ: XRTX) with a proprietary Xanthine Oxidase
(XO) inhibitor pipeline targeting serious progressive kidney diseases via reduction of uric acid levels

XORTX’s pipeline targets areas of high unmet medical need, including Autosomal Dominant Polycystic Kidney
Disease (ADPKD), Acute Kidney Injury (AKI) due to COVID-19, and Type 2 Diabetic Nephropathy (T2DN).

End-stage Renal Disease (ESRD) market valued at $75B globally in 2020 with a CAGR of 13% from 2021-2028'

Therapeutic Disease Pre-clinical Phase Il Approval
Successful Type C FDA Meeting
XRx008 ADPKD 505(b)(2) H2 2023 Pivotal Start
AKI Due to
XR>x101 Resp Virus /
2 B

Management team was responsible for Oxypurinol development in prior ventures and company has
engaged leading renal key opinion leaders on Clinical Advisory Board (see Appendix)


Presenter
Presentation Notes
The Company’s two clinical stage programs XRx-008 and XRx-101 are focused on decreasing the rate of injury associated with disease drivers that injury the kidney. 
Both cases involve decrease of uric acid concentration in the system as a means of decreasing the rate and severity of injury incurred over time. 
XRx-008 is focused on slowing or reversing chronic progression of kidney filtration decline in ADPKD patients potentially offering the ability to stabilize disease and define a new therapeutic option for treating kidney disease.
XRx-101 has a unique focus on rapidly then sustainably decreasing uric acid in hospitalized patients with COVID infection to decrease the acute injury to kidney and to the cardiovascular system. In concept the approach is to decrease the severity of injury to organs and so improve quality of life at discharge and in the future.  



Common ADPKD Progression & Symptoms /
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Pain and Discomfort / B IE

Cysts put pressure on abdomen and imping of organs /

PP IR AR e

Liver cysts (40%); / FFE&EM (40%) ;
10X increase in Neurologic Anurisms; / 24T RAERE N 10 £
Increased Cardiovascular disease / /U» LB % 3 1

Hypertension — High Blood Pressure / & IILE - HIMLE

Kidney Stones / 44

Declining Renal Function “GFR” - End Stage Renal Disease (ESRD) /
BIhge “B/DEREER” TR> ZRKM'EIK (ESRD)



ADPKD’s Disease Progression Driven by Growth of Renal Cysts, Tissue Uric Acid and

Loss of Glomeruli / EZfit4K. HERBRAE/NRERFB ADPKD Bt &
Insoluble XO and UA effects - Mechanism of Injury 2 of 2 | 75y {4 35 =4 S AL BE R JR B8 I N - SR L] 2/2

NORMAL / TF & IMPARVENT/ #32 FALLRE > DALYSSor Transplant /2<% fr sk # 44

Healthy Kidney / {855 ik Impaired Kidney / 32335k Kidney Failure /| 'FIhEEIEME
Capillaries: Normal Capillaries: Constricting and Shortening Capillaries: Constricted and Shortened
Kidney Size/Volume: Normal - 100% Kidney Size/Volume: Enlarging - 150% Kidney Size/Volume: Engrossed - 200%
Cysts: Minimal to None Cysts: Increasing Cysts: Covering the Entire Kidney
BIHME: IEH e I G e BIHME : WG

. B AR IMEFR . IEH - 100% BT/ NARA: B8k - 150% B AIMET: 5 - 200%
@ XORTX ™ sen, sz T e B B 8



XORTX Technology: Xanthine Oxidase Inhibitor for Aberrant Purine Metabolism and
Increased Uric Acid / XORTXHR: RIEMEALEEMMIF], AT A H M RRT &

Oxypurinol / B EER

Platform

Technology
[ FEHAR

Clinical Clinical

Data / Trials /
I A A

New

Oral Rx /
B R AL T
o0 0

| >90% Inhibition of

(@ ) Xanthine Oxidase /
>90% B MERS S AL BRI :
Proprietary pipeline-in-a Proprietary and - Robust data supporting PI?]eady”’;opgtartl
product technology / highly scalable therapeutic potential hase lll Pivota
LA LA CMC approach / of approach / cff sk Trial in 2023/24 -
A L R TR OMC ik VAT SRR S BE Accelerated Approval

Confirmed by FDA
| #E7% T 2023/24 )5 ) = 8 i
I ——F DA I stk v



Presenter
Presentation Notes
During the past decade a considerable amount of research has shown that uric acid drives several elements of kidney disease progression. 

Those symptoms include, depriving blood vessels of nitric oxide, promoting intracellular oxygen radicals, activation of the renin – angiotensin system ( think BP) and inflammation. 

Together these effects set the stage for decreased blood flow and loss of fine blood vessels, decreased filtering capacity by the kidneys and increased inflammation. 

Chronic blood pressure increase, decreased filtering capacity and accumulating scarring in the kidney, accelerate loss of function and causes progressing kidney disease, ultimately this process results in end stage kidney disease. 

But there is substantial hope, because recent clinical studies are showing that lowering uric acid in patients has the potential to slow or reverse decline of kidney function and preserve quality of life.  

In the absence of treatment to slow progression….End stage kidney disease is a crisis for a patients leaving only two options – dialysis or transplantation. 




Designed to Slow the Decline in Renal Function

R TR A

Product Candidate Summary / &%= b E

= XORLO™ - Novel, proprietary, well tolerated oral formulation of Oxypurinol. / XORLO™ - 38, L4 . i 521 K 17 ) B v i
1l 751 o

=  Oxypurinol is a past recipient of New Drug Application (NDA) Approvable Letter — greater than 750 patients clinical
experience. / BLENEEE S GRAGH 2 G (NDA) fibifE e fait 750 44 B E IR A5 .

Differentiation | 5AAFEZ 4t

= Oxypurinol is minimally metabolized and excreted unchanged. Few Liver Toxicity = better compliance on drug. / B
FE e e (AR P HAR U, HEMYI AR R A A4k o 0 T 7545 55 /N> BT 47 (1) 29 0K A1

=  Combined extracellular and intracellular action of XRx-008 is fundamental. / XRx-008 fI4Hlu M FIZH s N EESVEFH & e B 2,

= Potential to avoid toxicity problems associated with tolvaptan, the only approved drug for ADPKD. / ] PLigk 4% % H
(ME—HLHE T TR 97 ADPKD FIZ5%) AHS )55 0]
= Potential to modify underlying disease pathology supported by third-party phase 1 and 2 clinical trials in over 750
patients with no reported serious adverse events unique to oxypurinol. / Z=75 1 $AF1 2 B PR R 6 57 F o8 v A6 s o 22
FHIE ), ZaIen I 750 &4 BFE AT, Rk RETEMRRR M EA R H A

= Next Milestone complete GMP manufacturing of DP and API, start Ph3 in 2023/24 — subject to FDA approval. / F—4~5
PR S8R FIATEPE 29 Y) B B9 GMP 4277, JF T 2023/24 8 8 = Hl—Zi 4 FDA ki,
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Presenter
Presentation Notes
XRx-008 development program is designed to show that XRx-008 can slow the decline in renal function that is typically observed in ADPKD patients while avoiding the liver safety issues associated with JYNARQUE®. We believe the potential of XRx-008 in ADPKD is supported by data to date, which includes extensive data from a quantitative-systems toxicology modeling tools, clinical development in a different indication as well as preclinical and clinical studies in ADPKD.

For patients with progressing kidney disease due to ADPKD, XORTX is developing XRx-008 to lower uric acid and so slow or reverse decline of kidney function.

To achieve this goal, XORTX has substantially increased oxypurinol bioavailability with a formulation that permits a wide range of chronic oral dosing to meet patient needs.

Oxypurinol has been shown to be effective and well tolerated in previous clinical studies and has been through a full development process in the past including receipt of an FDA NDA approvable letter.  

This means it is safe and effective at lowering uric acid and so has a high probability of gaining approval after a successful phase 3 registration study in polycystic kidney disease patients. 

It is worth noting that this trial is eligible for a special protocol assessment status, that we hope will further accelerate development and an increased probability of success. 





Designed to Slow the Decline in Renal Function

5 eI F TIHERE IR
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XRx-008 in progressive kidney disease designed to decrease uric acid &
attenuate loss of filtering capacity of kidneys. / XRx-008 F-Fi&77 34T
PR T, 5 R PR R R AR B I I DR BE T B3 2k

A potential therapeutic option to maintain and extend kidney health can
redefine kidney disease treatment in the future. / 4ERFA1ZEK B A8 RE
TEAEIRTT I HE, P LAEHTE R R B I HTR T -

JYNARQUE® effect focuses on minimizing cyst/kidney volume. The FDA
approvable endpoint is based upon slowing loss of filtering capacity of
kidneys. / JYNARQUE® R J Al 2 T 5 A FIR 5 sk 20> J Jih /5 J: A AR
FDA ki ) 28 i B TR0 B I ad I e V) i 2k .

End-Stage Renal Disease (ESRD)

A Life Altering Event / 2 R3S %
(ESRD) B3R A= v i B4

4 hour dialysis 3 times per week / & EENTSIR, R4/
Loss of ability to work full time / %k Z4-HR T/E R RE

Dependence on family / i 5 &

Pain and declining health are constant burden / J&J Al etk i,
M RAFE A AE

Shortened survival — only 50% of patients survive two years / “E

ﬁ’—ﬁﬂéﬁﬁ HA 50% ) B BeEAF I EF

n Society of Nephrology

@ THEHAPEUTICS INC

Cumulative Survival /| B fIEfF %

XRx008

XORTX

Onset Delay of ESRD May Improve Quality

of Life and Longevity
[FERERIER (ESRD) WKW I RE - A IH R B4

Source: Curr Opin Nephrol Hypertens — 22(2): 185-192, 2013 / #tkloki#:  Curr Opin Nephrol Hypertens — 22(2): 185-192, 2013

100
| == Dialysis (n=10) / &7
80 == (n=10)
Conservative (n=15) /
|
|
40 :
|
—— |
20 |
:
0 :

0 250 500 750 1000 1250

Days after eGFR fell below15 ml/min /
eGFR (B/NERJEIEZR) B& & 15 =T LR G IR
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Presenter
Presentation Notes
XRx-008 development program is designed to show that XRx-008 can slow the decline in renal function that is typically observed in ADPKD patients while avoiding the liver safety issues associated with JYNARQUE®. We believe the potential of XRx-008 in ADPKD is supported by data to date, which includes extensive data from a quantitative-systems toxicology modeling tools, clinical development in a different indication as well as preclinical and clinical studies in ADPKD.




US FDA Orphan Drug Status & Benefits /

K FDA 9L25 SR AR

Orphan Drug Grant: Key Criteria for Approval & Validation /
PILZG AN FEHERIIGUE KIS BRAR#E

|. Mechanism of Injury (MOI) exists in models of Autosomal Dominant
Polycystic kidney disease. / #fatll (MOD fE7E T Qe otk B £
PR
a) Xanthine Oxidase enzyme expression in Kidney / & i A i i

N e RV
b) Hyperuricemia accelerates disease progression / & R Ez [MLAE N

I. The identical drug formulation inhibits the MOI in a substantial and

statistically significant manner. / #HE #2595 % S L5 2 3
B, HAES% ErE L

Demonstrated / L iFsL

Benefits of Orphan Drug Designation / 9l )25 & #& K3 &k

« Seven years market exclusivity post-approval + premium pricing / it J5-BAE M 5B+ €
« Tax credits of 25% off the clinical drug testing cost awarded upon approval / £t n] 221k K 254

MR 7 H 25% IR S
« Waiver of FDA User Fees / %k FDA /7 2%
@ «Clinical development grants / G IF & 434
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ADPKD = ESTIMATED ADDRESSABLE MARKET IN
THE US / ADPKDZEXE KR EBET S

US Population - ~ 338,000,000 / 3[E A 1 £)°4338,000,000

p|

US ADPKD Population — Diagnosed /
2% [ ADPKD A\ Bf — 121
=~160,000

% of ADPKD Population —
Stage 2,3,4 /
ADPKD NITHIE 40 EE -2, 3. 4
=~96,000

% of ADPKD with Hyperuricemia /

Cost of Dialysis/yr / ADPKD: = FR B2 HILRE () B 49 b US ADPKD Orphan Revenue Range
ZEHT o/ =~36,500 (~38%) / =HE ADPKD 9K ) LA TEFE

~$90,000 USD / ~$3.2-5.7B USD / yr
#1$90,0003% 7C | 4132425712 75/

Cost of Tolvaptan/yr / Anticipated Pricing / year / TiitEM/4E

T’E&%ﬁiﬂfﬁﬁﬁzﬁ/i 36,500 X $90K=

~$156,000 USD / 36,500 X $156K=

% $156,00025 7C Minimum Est . WW Revenue @30% penetration /

BRIGHTHELERYN@30% 2FEF

- ~$1.0-1.8 B USD / yr / 2’951072-1872%73/435
@ XORTX
THERAPEUTICS INC.




ADPKD - Only One Therapy is Approved While
Suboptimal Treatment Options Remain /

ADPKD - R F—MfrZ3kEHLAE, BT R{NARFEE

= 160,000 patients diagnosed with ADPKD in the US / 3£E £k 160,000 4 ADPKD 3 (

lnn
_';|.
ZIm

=  ADPKD is the largest kidney disease market with a genetic origin / ADPKD & & K it £ 11 B BE7 9% 117 3%
= A majority of ADPKD patients require dialysis or kidney transplantation / K2 % ADPKD 34 75 BLiE Hr el 5 F5 1l

= Otsuka's JYNARQUE® (tolvaptan) was approved in 2018 for the treatment of ADPKD with black box warning — “for risk of
serious liver injury”. / K&EHIZ1 JYNARQUE® (FEA%%IH) F 2018 Eg it H T¥6)7 ADPKD, FFa4G BHEE 5 —A7-76 /™ FH AT 51455 1)
ﬂ AN 90 .

= Annual Treatment Cost of JYNARQUE® (tolvaptan) ~156,000 USD. Otsuka reported 2022 sales of tolvaptan of $962 m USD.
More than ~7,000 ADPKD patients have been treated with tolvaptan /JYNARQUE® (FLAKHH) HI4EEEIT FFHZ1N $156,000 3EC.
RFEMIZHRETR, 2022 SEICARGEHEBN 9.6212%7T. #7000 4 ADPKD 3 L2 FEREHIGTT@)

= 95% of ADPKD patients can’t take or tolerate JYNARQUE® (tolvaptan) / 95% i ADPKD i3 Joik Ik A 8 52 JYNARQUE® (FL1%,
W) ©)

@ Sources: /FEIKIE : (1) Vicente E. Torres March 2021 AJKD, (2) A.G.P/Alliance Global Partners Research, (3) Wim Van Biesen, Jan 2019, NDT 14
THEH/-\PEUTICS INC


Presenter
Presentation Notes
There is no cure for ADPKD. Only one drug, tolvaptan, has been approved for treatment of ADPKD. Tolvaptan, is a non-peptide vasopressin V2 receptor antagonist in the drug class of vaptans. Additional treatments for ADPKD patients are intended to manage conditions associated with the disease, such as hypertension, kidney infections, gout, kidney stones and pain.

Tolvaptan was first approved for the treatment of low sodium in the blood (hyponatremia) conditions. It has now also been approved for the treatment of ADPKD in Japan, Canada, Europe, the U.S. and other major markets. It is marketed by Otsuka Pharmaceutical Co., Ltd. (Otsuka) for ADPKD under the tradename of JINARC® in Canada, Europe and other countries. It was approved in the United States in April 2018 for slowing kidney function decline in adults at risk of rapidly progressing ADPKD and is marketed in the U.S. by Otsuka under the tradename of JYNARQUE®. In 2020, U.S. sales of JYNARQUE® totaled approximately $620 million. More than 5,000 patients have been treated with JYNARQUE® in the U.S. since its approval.

However, the use of tolvaptan for the treatment of ADPKD is associated with serious drug induced liver injury (DILI). Consequently, the labeling for tolvaptan for ADPKD carries a prominent DILI warning with requirements for extensive liver function monitoring while patients take the drug. The U.S. Food and Drug Administration (FDA) also mandated a Risk Evaluation and Mitigation Strategy (REMS) program as a condition of approval for tolvaptan for ADPKD. A REMS program is a drug safety program that the FDA can require for certain medications with serious safety concerns. JYNARQUE® prescribers must enroll and be certified in the REMS program. Patients must also enroll and are required to submit frequent blood tests to monitor for liver toxicity.


https://www.ajkd.org/article/S0272-6386(21)00439-X/fulltext
https://academic.oup.com/ndt/article/31/3/337/2460159

I Competitive Landscape / ZE$#& /)5

DRUG |/ Z5 5

XRx008

XORTX 1

STATUS | IR

Tolvaptan / (R H
(oral vasopressin V2 antagonist) / I ARINE 2 V25555

Otsuka Pharma /K& %4

FDA-APPROVED / FDA #it
Black Box Warning — leer toxicity /
BAEE L — ST

Extremely low usage du to tolerability /

T 2P, A SRR

Lixivaptan / F|&3H
(oral vasopressinV2 antagonist) /  CERINE 2 V2557

Centessa Pharma

ABANDONED / 3
Phase Il / =f

Bardoxolone
(oral Nrf2 activator) / Bardoxolone (K Nrf2 &)

ABANDONED / 3

Reata Pharmaceuticals Inc. Phase Ill /=]
GLPG2737
(a Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) inhibitor) / Phase Il / —11

(HEVEA A S I B S R R (CFTR) 457D
Galapagos

XRx008

XORTX 1
(xanthlne oxidase inhibitor) /  CH& PR S AL BRI 7))
XORTX Therapeutics Inc.

IN DEVELOPMENT / k&

Preparing to Enter Phase Ill /
AR FEAN =3
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XRx-008 - Clinical Development Plan / XRx-008 - IfiF&FF4&it%l

A single, 2-part pivotal trial strategy allows for staging of investment and early accelerated approval /

17,

[ 1 715 27 2H S 1 T8 105 S, 1] 37 F 7 5 P2 1 L

=i

XRX-OXY-201 Ph 2/3 - (N=120) GFR / TKV /
XRX-OXY-201 2/3%5 (N=120)B/NBRJEILZE / TKV

v

S .

Interim analysis from

P2/3 informs P3 design / H#iS4T

k2388388 igi{ffﬁiﬂz (o)
a

P2/3 topline

Accelerated Approval
/ 2/3HATREL ket

XRX-OXY-301 (N=202) — Full Approval - eGFR Endpoint (slope-based GFR) /

XRX-OXY-301 (N=202) — € H#f - eGFR i & (B THRZEM GFR)

<

Interim

Ui

NDAYER . FRAMEZ?

Accelerated
Approval topline
/ IGHI I FH

Full dataset topline

R RRER TN
Full NDA preparation,
filing and review / £ E
NDAEF . RN’

AA NDA preparation,
filing and review / AA

Full FDA Approval /
FDA £ T A&

Accelerated FDA Approval /
N FDA it
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Milestone Timeline (Miestones in Black Text are Anticipated / Panned) | iﬁﬁ?ﬂﬂ‘fﬁjﬁ LTI 1 )

2024
Ql

XRx008

XORTX THERAPEUTICS INC

[
»

@ XORTX

Clinical Trial Drug
CMC- Mmfg Supply mfg / i Commercial Drug
CMC - #illi& KRVt Supply & Mfg /
Drug Substance & il 7l 24 8 (A
Drug Product XRx-0XY-101 -
JR kL2 % 2 +ve topline
reported / >
.. XRx-0XY-101 - +
Clinical / s | cmsmes
U%ED%B . EMA- ODD XRX-OXY-201 XRX-OXY-301 XRX-OXY-301 —
S gran application / - FDA Special Protocol FDA submit /
FDA & EMA ;czfi D:ml RRMZG i 5-  submission -/ Assessment (SPA) / XRX-OXY-301—
Regulatory / | mroass WL AmeRZ01- BRI FDA 3%
s | AI0LZGIAE D FDA #2X-
XRX-OXY-201 XRX-OXY-301 XRX-OXY-201 Ph3 Site Initiation ~ USFDA & EMA XRX;tOXY,'a()l -
XRx-008 el |
inalization / XRX- inalization / OXY-201- %5 1 fir B W Rx-OXY-301-
ADPKD OXY-201 J7 R IR XRX-OXY-301 /7 % X205 4 R 24 5 R 1 2R 51 B
i€ AT E
XRx-225 XO expression
Studies in ADPKD el 2 Eich ~
T2DN / ADPKD g FHIRIEFE (R
BRI 5 #EAE)
. . Ongoing - - -
Licensi ng Global Licensing
Naws] Discussions
jaell | A ERVFTH i
ks
Conferences i) Singular AmSocNephrol /
2N li) Sidoti eSS
iii)Wainwright
iv) Rare&Gen Conf
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Consistent Clinical & Regulatory Progress - milestones for Value Creation /

— B IEARALE

—

RSB -oiem ez

2023/2024 - continued progress coming over the next 4 quarters /| 2023/2024 - £k 4 NEEFREREHBE

Dosing of PK Bridging Clinical Trial - Completed > Topline Results released; / PKIF IR RK KA LHE - SRREEL R LA

Type D meeting with FDA - Accelerated Approval confirmed (May 1, 2023); /5 FDA %47 D 84130 - InE#tAECHIA (20234E5 A1 H) ;
Orphan Drug Designation (ODD) - GRANTED (April 20, 2023); / 3{)LZ%# (ODD) k- Efit# (202344 A 20 H) ;

European Medicines Agency - Orphan Drug Designation H2 2023 / BRiZ5 & HR — 2023 £ T R4EMLEINE

Initiation of XRX-OXY-201 - near term readout Interim end of 2024 / topline 2025 / 55} XRX-OXY-201 — 2024 4 1 HHIIT HiE$ ) 2025 E 4G

Initiation of XRX-OXY-301 Registration Trial for XRx-008 in individuals with ADPKD (accelerated approval); / 7£ ADPKD &3+ j53) XRx-008
i) XRX-OXY-301 VEAHAK: ChgEittue) ;

Special Protocol Assessment (“SPA”) - TBD and, /4517 &Fh ( “SPA”) - &R
Potential significant global licensing deal with Big Pharma (non-dilutive financing); / 5 kE#IZ5A & TTREEREREREF T CERBRMERTE) ;

Novel Patent Filings in preparation —- ADPKD discoveries; Dose ranging; New NCE Drug Candidates / [FZ# 4% #+EH] HiE- ADPKD K3
FIBETEE; %k (NCE) REZY

@THERAPEUTIDSING 18



Capitalization Table /| &%

Capitalization as of March 31,2023 / £, £202343 A 31 HH® S

# of Shares WAEP C$_Va|ue 2/2 of Fully Diluted
BipEE MITHhE — EERENESL
Common Shares Outstanding (Insiders): 1541987 5 19%
EXTEBA (RPAL) o
Common Shares Outstanding (Other): 16.481.700 55.34%
ExTEEE (i) -
Warrants Outstanding:
s s . 10,579,796 C$3.38 C$35,787,353 35.59%
EZITIABEAULE
Options Outstanding: 1154319  C$2.42  C$2,793,452 3.88%
C R FTHI - ' - '
Fully Diluted Shares : 29,723,802 100.00%
SEEREER

CASH as of 30st June 2023: ~$6.2M USD
X 20236 H 30HNIE : 4620 FETT

@xomx

THERAPEUTICS INC.



I Clinical Advisory Board / l& R a1 2= i &

Dr. Charles Edelstein, M.D., Ph.D. / Charles Edelsteinfi+. EZ##H 1. FHEL

Professor of Medicine and Nephrologist at the University of Colorado. Dr. Edelstein is board certified in Nephrology and has a doctoral degree (PhD) in Internal Medicine.
He did his Internal Medicine residency and Nephrology fellowship at University of Stellenbosch and University Cape Town Medical School, respectively. His academic
research focuses on both therapeutic studies in animal models of polycystic kidney disease (PKD) as well as acute kidney injury (AKI) and biomarkers of AKI. Dr. Edelstein is
a world leader in PKD research and PKD care and has received an award for the WSCI Outstanding Investigator Award and is a former president of the Western Section of
the American Federation of Clinical Research and International Society of nephrology member and American Society of Nephrology Advisory Committee Member. / E-% $i
2R FEIR S E N T 2K, A E R AV, FFA ARIE = s Al i) e M 284G T KA AT R 2 e 2 e S il 7 AR B 12 0 S 3 AN B IR 20 9T - S R F 0 B i
% B 5 955 (PKD) I 2P B 45340 (AKIN S5 1 (196 7 1 55 DA AKIFTAKI T AE bR £ . A2 TH 5L L PKDHF 7L AIPKD BRIk 40 ZE N, W4 3RAFWSCIZS B F Fe 2, I H 8 $04T € [E I RAF 7Bk
GRVUER M B BRI o SO 56 [ B 7 2 0 17) 23 R e B 07

Dr. Petter Bjornstad, M.D. / Petter Bjornstadif+. EZ{E+

University of Colorado Denver School of Medicine Barbara Davis Center. / £1% i 2 k24 Pl 55 2 b B B - #8417 vhos

Dr. Richard Johnson, M.D / Richard Johnsonfi+:. EZ{#H 1
Professor of Medicine and the Chief of the Renal Division and Hypertension at the University of CO. / Rl B i % k27 B 2 23% 3 B NE R & 1 5 R 34

Dr. Anjay Rastogi, M.D., Ph.D. / Anjay Rastogil§+ . EXE+. HHiEL
Professor and Clinical Chief of Nephrology at the David Geffen School of Medicine at UCLA, Los Angeles, CA. / inAF4E J& WS A2 WL K 2218 AZ AL 0 Ak B 25 B 2 B B 05
SHEHIEIR EAE

Dr. Federico Maese, M.D. /| Federico Maesef#i+-. EZ#H 1.

Dr. Henk ter Keurs, M.D. / Henk ter Keursfiit:. EZ{#H 1
Professor of Cardiac Sciences, Medicine at the University of Calgary. / K/RinE A2 OITR: . B 2#ER .

@ XORTX 20



Investment Highlights / #%& = A

Developing drug-based therapies for serious progressive kidney diseases with a high unmet medical need, including
Autosomal Dominant Polycystic Kidney Disease (ADPKD), Diabetes Type-2 Nephropathy (T2DN) and Acute Kidney Injury (AKI). /F X
PRJT 7 SR AT 2 2 (1) P2 EREAT B IR BOW T, B ek B2 F B (ADPKD) 2 B SR % (T2DN) Azt B i sz45 (AKD

= Three patent families derived from our proprietary pipeline-in-a-product technology with broad therapeutic claims. Multiple
third-party studies with well-understood Oxypurinol have characterized the mechanism of action (MoA) in over 750 patients treated,

including multiple Ph2 studies. Patent protection until 2034. / ZWMER RFFEE BRI EFH=RELREAR, BA 20T 2 0% 750
2 IR TT B AT T A SR R AR =7 B 7T O IR T AR RN (MoA), Hh B iEZ T L. LRIRYIHZE 2034 4.

= Clear focus on XRx-008 program for ADPKD with a $1.0-1.8 Billion USD per year revenue potential for XRTX in the US
alone: strong unmet medical need; only one drug approved subject to a black box warning with market exclusivity expiring in 2025;
Orphan Drug Designated granted by FDA; path to accelerated approval confirmed; potential for early revenue in 2026 just in time to

replaoe Tolvaptan by Otsuka. / Bi#4<HE ADPKD #) XRx-008 i H, XFEXE, XRTX®ERMA 1012-18 12X TN ST 5REU A 2 29T % 3K
HAE— PR iR AR, T SRS T 2025 4EE1;  FDAR TAIULZ BikE: D s HERE AR BN A v BEAE2026 4R R SRTFURN ,  Je it
Elﬁj(%iﬁ?ﬂ?ﬁ’]ﬁ&jtiﬁ

= Short-term catalyst for the share price: sighing of a global licensing deal in H2/2023 may provide non-dilutive funding

before start of a Ph3 pivotal registration clinical trial with approximately 200 patients. /B4 #ERAEILT]: 2023 4/ FRLELEH
EIRFAT AT BEFEL) 200 4 B3 ) 3 HIRBEM KRR iR LR R E &

= Strong cash position of $7.9 Million USD vs. market cap of $12.7 Million USD - runway for 16 months. / Bi&RWIRSY, £$790 FiE T,
MmER $1270 J53E0, WHLkiEE16

= Senior team led by CEO Allen W. Davidoff, Ph.D was responsible for Oxypurinol development in prior ventures and knows
how to build shareholder value (Cynapsus Therapeutics was acquired for $624 Million USD and Trillium Therapeutics was bought for

$2.2 Billion USD by Pfizer). / 51 4T B Allen W. Davidoff 184715 1175 2% B BAZE 2 BT Al = 4 5t BE B R R X FF R 5 EL I8 W () A B AR Bl A
(Cynapsus Therapeutics #7/# 5fi L $6.24 1232 70U , Trillium Therapeutics #% % 3 UL $22 /230U )

@THEHAPEUTICSINC 21


Presenter
Presentation Notes
First, there are few therapeutics approved that slow or delay progression of kidney disease, and;
Second, global kidney disease is growing at a pace of about 12% per year due to increasing global diabetes and emerging chronic kidney disease following Coronavirus infection. 

This approach that has generated three programs, and two are late stage clinical candidates aiming at Redefining the Treatments of Progressive Kidney Disease and keeping patients away from Dialysis.

Our program XRx-008 will be seeking a Special Protocol Approval with the FDA and should soon be ready to start a Ph3 Pivotal clinical trials in Autosomal Dominant Polycystic Kidney Disease (ADPKD), a potential  Orphan Indication with an over 140 k patients in the US alone and where there are very limited treatment options

We have broad protection based upon worldwide patents across the Oxypurinol technology platform the company has been incubating and the management team has been the originator of this technology including Dr Richard J. Johnson Jr., MD - a leading Nephrologist himself and a and professor at the University of Colorado School of Medicine and we are in full compliance with the new diversity matrix requirements. 



Contact Us | BEERERA]
XORTX Therapeutics Inc.

Redefining Kidney Disease

BT SR BERR
XRx008 XRx101 XRx225

XORTX Therapeutics Inc.
3710, 33st NW

( ﬂ XORTX Calgary, Alberta T2L 2M1
THERAPEUTICS INC. Ph: +1 (403) 455-7727

info@xortx.com
WWW.XOrtx.com
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Presenter
Presentation Notes
Aberrant purine metabolism and increased serum uric acid in the circulation, results from overproduction of, or insufficient excretion of urate, or often a combination of the two. Humans lack urate oxidase, an enzyme that degrades uric acid in a wide range of other organisms, including animals, plants, bacteria and fungi. Hyperuricemia or elevated uric acid, is the major predisposing condition that can lead to kidney stone formation and kidney damage, also known as urate nephropathy. In addition, hyperuricemia has been linked to hypertension, AKI, glucose intolerance, dyslipidemia, insulin resistance, obesity and cardiovascular disease.

We engineered XRx-008 to block urate production systemically and, in turn, reduce the urate burden on the kidney and lower the risk of urate-related complications. XRx-008 is targeted to lower serum uric acid in patients with AKI, who have decreased kidney function and diminished capacity for urinary excretion of uric acid. Patients with AKI who have hyperuricemia are often not optimally managed due to limitations of available therapies, including decreased tolerability, dose restrictions, drug-drug interactions, contraindications and increased risk for long-term morbidity and mortality. An estimated 140,000 patients in the United States have ADPKD. 



Aberrant Purine Metabolism and Chronically Increased Uric
Acid is Associated with Kidney Injury and Failure

Uric Acid Crystals — Mechanism of Injury 1 of 2
NORMAL IMPARMENI FALLRE—> DALYSS or Transplant

% 1. Aberrant Purine Metabolism and 2. Uric Acid Crystals Form in Kidneys. .. 3. Acute Kidney Failure is caused by
& % Dietary Sources of Uric Acid Uric Acid Crystals 2’ “seed” Oxalate .s ‘ elevated uric acid in plasma and crystal
Such As Fructose, Foods crystal formation. formation in multiple organs including

Containing Yeast, Oily Fish,

heart, lungs, skin and eyes.
Shellfish and Organ meats.
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Presenter
Presentation Notes
Aberrant purine metabolism and increased serum uric acid in the circulation, results from overproduction of, or insufficient excretion of urate, or often a combination of the two. Humans lack urate oxidase, an enzyme that degrades uric acid in a wide range of other organisms, including animals, plants, bacteria and fungi. Hyperuricemia or elevated uric acid, is the major predisposing condition that can lead to kidney stone formation and kidney damage, also known as urate nephropathy. In addition, hyperuricemia has been linked to hypertension, AKI, glucose intolerance, dyslipidemia, insulin resistance, obesity and cardiovascular disease.

We engineered XRx-008 to block urate production systemically and, in turn, reduce the urate burden on the kidney and lower the risk of urate-related complications. XRx-008 is targeted to lower serum uric acid in patients with AKI, who have decreased kidney function and diminished capacity for urinary excretion of uric acid. Patients with AKI who have hyperuricemia are often not optimally managed due to limitations of available therapies, including decreased tolerability, dose restrictions, drug-drug interactions, contraindications and increased risk for long-term morbidity and mortality. An estimated 140,000 patients in the United States have ADPKD. 



Designed to Slow the Decline in Renal Function XRxoos

AS N Xanthine Oxidase Inhibition in ADPKD Patients is Associated
I Wil with a Reversal of Glomerular Filtration Rate Decline
— an FDA approvable endpoint -

=  Serum uric acid concentrations are higher in ADPKD patients

than in non-ADPKD patients with CKD. Serum Uric Acid (mgioD) Total eGFR (mi/min/1.73m"2/yr). (Stage 1-4)
(Mejias et. Al. Hyperuricemia, Gout, and Autosomal dominant polycystic kidney disease Am. J. Exceeds FDA Improvement
Med Sci 1989: 297 145-148) , . Necessary for Approval

= Higher SUA is associated with increased kidney volumes, . 2

increased End-Stage Renal Disease (ERSD) and ADPKD
disease progressions. (Helal, 2013, Han, 2014)

0 Gains ~ +0.2
(ml/min/year)

" Increased SUA is strongly associated with endothelial & | ' = oA ﬁ D rsese
dysfunction via decreased nitric oxide bioavailability. (knosla, /’ (mi/minyear)

Change in Serum Uric Acid (mgrdL)
e-GFR change (ml/min/1.73m~n2)

2005. Zoccali 2006, Kurowska 2002, Portaluppi 2004) 3 I E_OI/SIUE} ~ 5).8/53
) ml/min/year
= |n early stage ADPKD patients, uric acid levels and eGFR are 4 8
independent predictors of endothelial dysfunction. (kocygit et al.
Clinical Practice. Nephron Clin Pract 123: 157-164, 2013) 5 Time re) 10 Time (yrs)

PreTx (-1yr) mPost Tx (Lyr) PreTx[yr] W Post Tx (1yr)

(n=53)
(Han et al, 2014)

@ XQRTX 25



The Effect of Xanthine Oxidase Inhibition On Chronic KD Progression

Effect of 2 years XOlI treatment, 100 mg daily (n=113:56;57)

The Effect of Xanthine Oxidase Inhibition on The Effect of Xan.thim? Oxidase Inhibition _i"
g Serum Uric Acid in CKD Patients CKD Glomerular Filtration Rate(eGFR) Decline
. 3
p=0.000 s _
= 0.4 € 2 p=0.018
32 SN
Y, 9
£ 0 g & 1
) = o
§-0.4 e g
PreX0l " -1 re-
-5 '0.8 N Post-XOl Qh.) E o ___ e __________________________!Eost)_()(()(lm
< §—-2
2-1.2 O &
N o] o c '3
S Qg ‘
< -1.6 O _2
p £
S5 -2 I
Pre-XOlI 24 months Post-XOl Treatment Time = 24 months)

@ XORTX Goicoechea, et al, 2010 26
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