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Introduction Patient Demographics & Disease History Safety

Calciphylaxis is a dire complication of end-stage kidney disease (ESKD) with high mortality and no
Phy e P . age’ y . (. ) e Y Patients (N=11) Treatment Emergent Adverse Events (TEAEs) were Unrelated to INZ-701
approved therapies.' It is characterized by calcification, as well as intimal proliferation causing . _ , .
occlusion of arterioles in the skin, leading to painful lesions, ulceration, and infection Age * 3/11 patients (27%) experienced a TEAE, none of which were attributed to study drug
’ gtop ’ ’ ' Median (range), years 66 (28-70) « TEAE led to temporary drug interruption in one patient (one dose missed)
Growing evidence associates calciphylaxis with deficiency of inorganic pyrophosphate (PPi), Sex, n (%)
0) . .
_ Low PPi levels in ESKD with or Low PPi levels predicted __ Low PPi levels correlated with Male 7 (64%) Hypertension Not related 2 Recovered/resolved with SAE
without Calciphylaxis? 6-week mortality in calciphylaxis® higher numbers of skin lesions? Race, n (%) . _ sequalae
1200~ W— Black or African American 8 (73%) 01 Gastroenteritis viral Not related 1 Recovered/resolved
4000- B & peamants o 26 (ovalue - 063 White 3 (27%) Seizure Not related 2 Recovered/resolved AESI
— |(n=10) s 2004 . . Dla|ySIS. vintage: 02 Hyperkalemia Not related 3 Recovered/resolved SAE
T 3000 5 g8 . Median (range), months 58.5 (20.7- 117.0) .
= & oo § S . Cause of ESKD. n (%) 05 Hypotension Not related 2 Recovered/resolved
g 2000 : 2 © ! 0 Loss of consciousness Not related 2 Recovered/resolved
E (n=30) £ A c . Type 2 Diabetes Mellitus 7 (64%)
% 1000 (n=30) 300 : ; ‘ - . Hypertensive CKD 3 (27%) Thrombocytopenia Not related 2 Ongoing
0ol % el ] ! ! ¢ . : | . . 3 Kidney transplant rejection 1 (9%) SAE, serious adverse event; AESI, adverse event of special interest
Healthy -_+=alniphrlaxis e ” |2 | ToT;Inumberofles?ons. 8| " Comorbidities n (%) . . °
CKDIESRD s Diabetes Melltus 9 (81.8%) Serum potassium and calcium were unchanged during treatment
: : : : ' ' 0 : :
ENPP1, the ectonucleotide pyrophosphatase/phosphodiesterase type 1 enzyme is responsible for Arterial hypertension 7 (63.6%) 12- Calcium 6- Potassium
: ) . , 4 Hyperkalemia 11 (100%) ~
generating most of the body’s PPi via catalysis of extracellular ATP. ~ 107 . . .~ < 57
% I Normal range g l Normal range
Biochemical and genetic data support a link between the ENPP1 pathway and calciphylaxis.>® £ Z E
g °7 = 34
* Dialysis patients with the ENPP1 K121Q polymorphism had a significantly higher coronary calcium score and a higher 1 3 4- = o
aortic pulse-wave velocity when compared to matched controls. PharmaGOdynamlcs S - é -
* In non-diabetic ESKD patients, levels of serum ENPP1 are strongly negatively correlated to abdominal aortic 0 * .

calcification severity (AACS).® . . . . . . . - 0O 5 10 15 20 25 30
* Polymorphisms in CD73 are associated with an increased risk of calciphylaxis.’ INZ-701 increases PPiin dlalySIS patlents across the spectrum of PPi def|C|ency Days
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*jonized calcium was also unchanged Pays
The Pyrophosphate-Adenosine Pathway* Relationship of abdominal aortic calcification — PPimean 1 INZ-701 dosing — % Change in PPi — Baseline PPi vs % change PPi
severity to serum ENPP1 levelsinESKD® | Normalrange Low titers of anti-drug antibodies (ADA) detected after day 30
---- Mean norma range 250 - )
_/ g 2500~ ) l ol + No ADA by Day 26 (11/11 patients)
"meﬂﬁm AR TRRTA R Y o 2, 200- & . Low titer of <40 at Day 30 post-last dose (3/11 patients)
= o % 150 E_* * 60 days post last dose: 2 are now ADA negative, 1 has not yet reached Day 60 post-last dose?
D73 X =~ 1500 S 8 & * End of study safety follow-up
£ Q — O X
! £ pe Q" 100- L o
Under-mineralized Vascular . - & g 1000~ c O z
» @ - Pharmacokinetics
®
| 0 | "
+ ABCCS, ENPP1, and CD73 act in concert to generate extracellular ATP (ABCCS), process ATP to I L S S — e e o 1 0 30 | | | | INZ-701 exposure was predictable based on previous experience in
PPi and AMP (ENPP1), and ultimately process AMP to adenosine and phosphate AACS 200 00 00 200 000 700 500 . . .
« PPiand adenosine are potent inhibitors of calcification and intimal proliferation, respectively Days Baseline PPi (nM) no n'hemOd ia lyS|S patlents
. . . . . . . . Data presented as mean + SEM _ PKmean . | __ PK exposure _ ENPP1 activity mean
ENPP1 INZ-701 is an investigational soluble fusion protein comprised of functional i'ﬂﬁjg?allyi?j‘”g
+ i i i . . o . - O Post-dialysis
e raument ENPP1 enzyme fused to the Fc portion of human immunoglobulin 1. Key mediators of mineral metabolism (phosphate (Pi) & FGF-23) 15000 o 8000+ _ 3000- -
* Treatment of a CKD rat model with INZ-701 prevented or reduced vascular calcification.® decreased during INZ-701 Treatment ’_ET ~ £
- < E _ ~
g S 10000+ =2 o o 3 2000
[ | [ ] 8 g ; 4000 2
7 12% o 40007 >
Objective, Methods & Study Enrollment ) | - E :
] . . . . . 1:3| 6= ) - 2 E 20007 e Seaport 1 (1.8mg/kg/wk) E
Objective: To evaluate the safety, pharmacokinetics and pharmacodynamics of INZ-701 in adults S o 64 . - = INZ701-101 (L.2mglkgiwk) Z
=2 - -
with ESKD and low pyrophosphate levels receiving hemodialysis (HD) over a 30-day dosing period = 4- % i' _________________________________________________________ 0 5 10 15 20 25 30 T T 1 ! 2
(SEAPORT 1 Study: NCT06283589) £ o Days Days Days
_ _ PPilevelsin HD( patie)nts at g 2— g 37 PK was measured using an immunoassay. ENPP1 activity was assessed using an enzymatic assay. Data presented as mean + SEM
Design: Single arm, Open Label screening (N=21 n o 2
ﬂ Study Population: 30001 ; P * INZ-701 exposure was as expected for 1.8 mg/kg weekly based on treatment of non-hemodialysis
Adults n =:5p to LTi;ZOlt_ :.8fr;g{kg s:;bcu';anl%mis7we(«;.|'kzlzfl E 2500 - o® & q,b‘ 0 | 1 J J I 1 patients.
e start or alalysis daays >, 5 an : . . o .
Eligibility Criteria: Y S ood 2 ° & T * 1.2 mg/kg/week (1.5-fold lower than SEAPORT) tested in adults with ENPP1 Deficiency
| 2 P, 2o ay
© 18 to <70 years 30 days treatment, weekly dosing g . i A Upperlmitofnomal Upper limit of normal (INZ701-101 study) showed mean exposure of 3,715 ng/mL.
| Un 03 Us sites R T . — * Mean SEAPORT exposure was 6,732 ng/mL, a 1.8-fold difference, confirming dose
© ESKD ahd rgceiving S 1000 proportionality.
hemodialysis 3x/week Primary Goals Secondary Goals [ I PP 0% ........ * 15000- . .. .
= 500- ii'—. * Increase in mean ENPP1 activity mirrored INZ-701 exposure.
© Low plasma PPi (< 700 © Change from baseline in plasma PPi ® INz-701 plasma concentration-time o o%g 15000
nM) concentration profiles, PK parameters, and ENPP1 0 HIV FI - t g - ®
L © safety: AEs, TEAEs, AESIs, and SAESs, activity o TV T Tass £ 100007 ?Ej, . - COI'IGI“SIOI'IS
immunogenicity, biomarkers, ECG - - - PPi eligibility criteria = 700 nM 3 o 10000 _ - - . . . .
_ , _ , _ , , _ X X T * PPilevelsin screened ESKD patients (n=21) were lower than what has been reported in
* Of 21 ESKD patients screened, median PPi levels were 582 nM. Nine patients screen failed with PPi L 5000- N \/’\o\/ healthy volunteers
. : O
=700 nM and 1 passed screening but withdrew before Day 1 L I < 1 : : : .
, P 8 y , o = 0007 < 1 * Eleven patients with ESKD and PPi <700 nM were treated with four weekly doses of
* 11 patients completed the four weekly doses of INZ-701. One patient remains in follow-up for safety S - -
h i 0- 2 subcutaneous INZ-701. INZ-701:
observation . .
é\o‘?’ j‘ 0 . : . . ; , * Demonstrated a favorable safety profile, with no drug-related TEAEs observed
> . . . .
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