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Investing in our common stock involves a high degree of risk because our business is subject to numerous risks and
uncertainties, as fully described below. The principal factors and uncertainties that make investing in our common stock risky
include, among others: ® We are substantially dependent on the success of oral difelikefalin for the treatment of NP, which is
our only current product and-predueteandidates— candidate . [f we are unable to successfully complete clinical dev elopment
obtain regulatory approvals and successfully commercialize oral difelikefalin eurproduets-and-produet-eandidates-, o
experience significant delays in doing so, our business will be materially harmed. ® We recently engaged in a strateglc
prioritization of our pipeline. We may be unable to successfully execute our strategic prioritization plans, including
efforts to reduce our costs. ® We rcly, and expect to continue to rely, on third parties to conduct our preclinical and clinical
studies, and those third parties may not perform satisfactorily, including failing to meet deadlines for the completion of such
trials.  If the manufacturers upon whom we rely fail to produce our preduaets-er-product eandidates— candidate or any
potential future product in the volumes that we require on a timely basis, or to comply with stringent regulations applicable to
pharmaceutical drug manufacturers, we may face delays in the development and-eommeretatization-of -or-our be-unableto
meet-demand-for,-our-produets— product candidate and-maylose-potentialreventies-. ® Even if we obtain additional regulatory
approvals for our product eandidates—- candidate or any potential future product candidate , they may never be successfully
launched or become profitable, in which case our business, prospects, operating results and financial condition may be
materially harmed. e If we or our collaborators are unable to establish sufficient and effective marketing and sales capabilities,
or if we are unable to enter into or maintain agreements with third parties to market and sell our products and product eandidates
- candldate if t-hey—a-re—lt is dppIO\ ed, we mdy be unable to generate product revenues. ® Any collaboration arrangements that
6 b 0 ay-enter into in the future may not be successful, which could
adversely dttect our ab1l1ty to develop and commetcmhze our product eandidates-— candidate . @ We face significant
competition from other pharmaceutical and biotechnology companies, academic institutions, government agencies and other
research and development organizations. Our operating results will suffer if we fail to compete effectively. o If we experience

continuous delays M&eﬁﬁﬁmﬂé@%ﬁﬁeﬁﬁrﬁﬂé&pﬁm or dlfﬁcultles in produeteandidatesif
- the respeetivesates-wilt

enrollment of patlents in chnlcal trlals, our recelpt of necessary regulatory approvals could be delayed or prevented

processes of the U S. Food and Drug Administration, or FDA, and compar'lble foreign dutholmes are lengthy time consuming
and inherently unpredictable. If we are not able to obtain, or if there are delays in obtaining, required additional regulatory
approvals, we Wlll not be dble to commercialize our produet eandidates-— candidate as expected and our dblllty to s_enerate

dosmg durm;c development or delay or pre\ ent reéuldtory or marl{etme dppIO\’dl —O—I-Pwe—expeﬂeﬁee-eeﬁt-mttotts-delays—er

peffeﬂﬁ—t-heﬂ‘—obllgdtlon% ﬁnelerrelated to data prlvacy and security (1nclud1ng securlty 1nc1dents) could harm our business.
Compliance or the actual or perceived failure to comply w1th such obllgatlons ﬁgreemeﬁts—we-could increase -lese

revenues—e-1-the-government-or-our business costs o o~y
K&pﬁ:ﬁﬂ-&—llmlt adoptlon of or-our aﬁy'—e-ﬁew'—et-her—euﬁeﬁt—er

fetmbufsemeﬂt—aﬂd-paymefﬁ—rates—fer—léel%mjeeﬁen—
fature-produet-products eandidates-, if-any;-and otherwise negatively affect or-our operating results if-providers-ehoose-to
use-therapies-that-are-Jess-expenstverourrevenue-and business prospeets-forprofitability-will-be-dimited-. ® We may need to

license certain intellectual property from third pdmes and such llcenses mdy not be available or mdy not be available on
commercially reasonable terms. v




fﬂel-ttdtﬂg—t-hese—dtsetlssed—rrrP&H—I—Hem3Item -l—A—Rts-}eFaefefs—I-feﬂa— Business. OverviewWe are a eeﬂaﬂ&efena-}
development - stage biopharmaceutical company driving innovation in sizable, yet underserved diseases and conditions.
Spec1ﬁcally, we are focused on eadmg a new treatment pdmdwm to 1mpr0\ e the lives of pdtlents suﬁelmg trom chronlc

aﬂd—h&'v‘e-rmﬁa{ed—Phase%-pfegr&&m— a selectlve, predomlnantly perlpherally actmg, non- scheduled Kappa opioid receptor
agonist, for the treatment of chronic neuropathic pruritus associated -patients-with Notalgia Paresthetica NDB—€KDb-, a
common ﬁnd—a-tepte—deﬂﬁﬁt-r&s— orAD-underdiagnosed neuropathy affecting the upper back . We are conducting have-alse
nittated-a Phase 2 / 3 program with topline results of eral-difelilcefalin-the dose- finding portion expected in the third
quarter of 2024. We also developed an IV formulation of the same molecule, which is approved for the treatment of
moderate- to- severe pruritus associated ipatients-with NP-advanced chronic kidney disease in adults undergoing
hemodialysis in the United States, EU and multiple other countries. The IV formulation is out- licensed worldwide .
Chronic Pruritus — Overview efthe UametNeed-Pruritus, or itch, is defined as an unpleasant sensation that provokes the desire
to scratch, which can range from a mild annoyance to an intractable, disabling condition. Chronic pruritus is-, defined as an itch
lasting longer than 6 weeks, has a variety of etiologies including inflammatory, metabolic and neuropathic, the latter
being caused by direct damage to the nerve itself. Chronic pruritus represents a significant unmet need with few if any
robustly efficacious or pruritus- specific treatment options. Because chronic pruritus is often not amenable to currently
available treatments, it can result in a debilitating course, including the development of symptoms of depression, global
distress, and impairment of sleep. Multiple studies have demonstrated this significant impact of chronic pruritus on
health- related quality of life, some suggesting an impact similar to chronic pain. In contrast to pain, chronic pruritus is
often under- reported by patients and therefore under- treated by providers. Overall, it is estimated that about one in
every eight people globally suffer from chronic pruritus. Fhe-eenditton-Chronic Neuropathic Pruritus- OverviewChronic
neuropathic pruritus is a common subcategory of chronic pruritus representing approximately 8 % of all chronic
pruritus cases. Chronic neuropathic pruritus can be caused by local nerve fiber compression (e. g., notalgia paresthetica,
brachioradial pruritus) or localized or generalized nerve fiber degeneration (e. g., small fiber neuropathy) affecting
different neuronal structures in the peripheral or central nervous system. Chronic neuropathic pruritus can be divided
into localized and generalized forms with localized forms occurring on almost any area of the body (e. g., notalgia
paresthetica affecting the upper back). Chronic neuropathic pruritus is often snder-accompanied by sensory damage
experienced as pain, allodynia, paresthesia, allokmes1s, hyperesthesm, or hypothesm. There are no approved treatments
for chronic neuropathic pruritus and off - by d 0 d provid
therapies, frequently treatments indicated for neuropathlc paln, are mostly meffectlve or assoc1ated w1th 51gn1ﬁcant s1de
effects T—he—festﬂ-t—Hence, there is a SléﬂlflCdHt and disalk SRP 5 .

prurltus Role of
Difelikefalin in Chronic PuultusRecent advancements in the understanding of the biology of pruritus have led to the discovery
of novel targets in the central nervous system, or CNS, and a unique pathway central to chronic pruritus. Pruritus, commonly
referred to as itch, originates in the epidermis and dermal — epidermal junction and is transmitted by itch- selective sensory
neuron C 5fibers— fibers , or pruriceptors. Some of these fibers are sensitive to histamine while others are not, and there is
evidence for histamine- insensitive C fibers that are activated by numerous itch- inducing substances or pruritogens, many of
which initiate signals through interaction with specific G- protein- coupled receptors. In addition, there is increasing evidence
for the dlﬁelentml inv 01\ ement of these systems in \dnous forms of 1tch which mdy m\ olve dlsease specific pluntogens As-an

leferent peripheral Cell types express kappa opioid receptors, or KORs, which can regulate the release of these pruritogenic
substances, while the KORs on C fibers are thought to regulate their response to these pruritogens. Because KORs are expressed
in peripheral tissues, there is a potential to modulate itch signals peripherally without impacting the central KORs. The itch-
sensitive sensory nerve fibers transmit signals to the cell bodies in the dorsal root ganglia (that eise-4also have KORs), which



send fibers to enter the spinal cord. Itch signals then ascend via the spinothalamic tract to multiple brain areas for sensory
processing and interactions with cognitive and other systems. Additionally, the activation of kappa receptors via an agonist is
thought to reduce itching by functionally counteracting increased mu opioid receptor activity which is suggested to be associated
with some chronic forms of pruritus. Activation of the mu opioid receptor in the brain and in the peripheral nerve endings results
in itching while non- selective mu opioid antagonists can inhibit itching. KOR stimulation inhibits the effects of mu receptor
activation both centrally and peripherally. Our novel compound, difelikefalin, is a highly selective, predominantly peripherally
acting KOR agonist. Its design includes specific characteristics that limit entry into the CNS. As a KOR agonist, difelikefalin’ s
mechanism of action turns off the itch sensation by acting on the peripheral neurons responsible for sensing pruritus. In other
words, difelikefalin disrupts the itch sensation of chronic pruritus at the nerve level. In addition, difelikefalin acts on KORs
expressed on a range of activated immune cells to subsequently block the release of pruritogenic cytokines. A central hypothesis
driving our development work is that by acting on peripheral nerves that sense pruritus, difelikefalin may be able to address
pruritus regardless of the underlying disease. Our StrategyOur-StrategyCara Therapeutics is a development stage
biotechnology company with the mission #s-to drive innovation beeome-the-leader-in the-treatmentofsizable, yet
underserved dlseases and condltlons We are focused on chronic p1ur1tus a and-transform-the-way pruritus-istreated-to

ondition associated with many diseases across multiple

therapeutlc areas . eu%gea-l—Due to -rs—lts mechanlsm fe—ma*rﬂﬂze—t-he—pe’feﬁ&a-l—&ﬂd—tm-lﬁy—of action, our unique compound 5

dlfehkefdlm a seleem e KG-I% predomlnantly perlpherally actlng, non- scheduled Kappa 0p101d receptor agomst has

under- recogmzed and consequently undertreated neumpathlc dlsorder t-h&t—ts—clmracterlzed by s&g&rﬂeaﬂt—chromc pruritus
traffecting the upper back. We-NP is challenging to manage and there are currently no FDA- approved therapies or
therapies in development. NP represents a sizable patient population with an estimate-estimated thatapproximately
addressable market of 650, 000 patients with™NP-in the United States who arc under eurrentlytn-the care of a healthcare
provider —Eike-, not accounting for t-he—those who 0t-heﬁnd-tea&eﬁs—we~are undlagnosed We pﬂfstrmg—ﬂ%efe-ts—a—ﬁgfrrﬁe&nf
unmetneed-as-there-arc conducting ne-ap W ated
intent to develop the first treatment indicated f01 pllll‘ltu% dssocmted NP with-this
We believe our strategy to focus on NP , which is anchored in the favorable preclmlcal and chmcal plohle dnd benefit of
difelikefalin seenirourtrialsto-date-, will maximize-the-potential-of eur-difelikefatinand-lead to sustainable, long- term growth
for our company. F6ut-50ur Product PertfelioProgramPortfolioProduct Preduet-Candidate Primary-Indication Status Next
Milestone Commercialization RightsPruritas-RightsOral difelikefalin Pruritus NP Phase 2 / 3 KOURAGE 1 ongoingPhase
3 KOURAGE 2 planned Phase 2 KOURAGE 1Topline 3Q2024 Cara (Worldwide excl. South Korea) KORSUVA
(difelikefalin) injection / Kapruvia Pruritus CKD- Hemodialysis «FBA-appreved-Approved in August-the U. S. (08 /2021)
Approved ~TBAPA-designationgranted-in Deeember202+-by-EMS;-effeetive ApritEU incl. UK (04 / 2022 ) « EMA-MAA
approved-Approved in Japan Aprit2622-( Kapravia-09 / 2023 ) Other approvals: ~Kk-MAA-approved-inAprit2622
(—K&pfuﬂa)—‘—vatzer and(—K&pfuﬂa)— (dnddd (—K@RS—U%—aﬁd-Smgapme ,fK@RS—U%—Nb%*s—appfeved—mﬁugus{%G%Z—*

party to two collaboratlons for

Werldwide;-other--- the commercialization than-Se
Phase%jafegf&rﬁ—rmt—r&ted—rﬂ—ﬁfsi—qﬂ&ﬁer—of KORSUVA




v Care Reﬁa-l—P-h&ﬂﬂa
. and-WinheatthPh : atorg—term In thls Annual Report unless the context
otherwise requires, CSL -fer—Vlfor ”? refers to CSL VlfOl‘ and 1ts afﬁllated entities, including, where applicable, the eo-
joint venture Oral leellkefalln, Our éeve}epmeﬁt—Development Stage Product CandldateN otalgla Paresthetlca and

neitt heretr-progressivekidne g 6-common chronlc cutaneous neuropathy prlmarlly characterized by
localized prurltus in the upper back an—and associated dysesthesias, impairment-efkidney funetion-over-time—Primaryrisk
-faeters—etrl-mmaﬁﬂg—rﬂte—GKB-rnewl-ude-lncludlng diabetes-sensations of pain , hypertension-numbness , and tingling

. Barly—stage-disease-While the exact pathophysiology remains unknown,
the sensory neuropathy characterlstlc of NP is generally-thought to result from spinal nerve entrapment possibly caused

by degeneratlve changes in the splne or musculoskeletal compressmn The symptomatlc area may be assouaud with few




CKD- aP. The...... in Non Dldly%l% Dependent (hmnle chronlc scratchlnglétdﬂey—Btsease—éN-DB—GKB)ﬁsseet&ted
-P-FufimsGIéD-—aP—ts—a—ffeqﬁeﬁt—dnd rubbing to relieve w

fe}afed-thﬁyeﬂ%seefes—&t—t-he—eﬁd-e%weeleléras conventlonal




to 13 % of the U. S pOpuldthH NP falls Wlthm the subcategory of chronic neuropathlc pruritus which comprises dpplOledtely
8 % of all cases of chronic pruritus. We estimate that approximately 650, 000 adult patients with NP associated pruritus are in
the care of a healthcare pr0v1der —T—hefe—a-re—ne-not -F-BA—accountmg for mis - appfeved—tfeafmeﬁfs—fGﬁ or N-P—undlagnosed
patients . : ] e : prar steh-as-antth
s’fefetds—&fe—}&rge}y-rrreffeeﬁve—l-}% Oral leehkefdhn for Tledtment of Moderate to Severe Plurltus Associated Wlth
Notalgia Paresthetica (NP) In June 2022, we announced positive top- line results from the proof- of- concept Phase 2
KOMFORT trial of oral difelikefalin for the treatment of pruritus in patients with NP. KOMFORT was a Phase 2 randomized,
double- blind, placebo- controlled trial designed to evaluate the efficacy and safety of oral difelikefalin for moderate- to- severe
pruritus in 125 adult patients with NP and moderate- to- severe pruritus. Patients were randomized to receive oral difelikefalin 2
mg twice daily (BID) vs. matching placebo for eight weeks followed by a 4- week open- label active extension period and
follow- up visit approximately 14 days after the last dose of the study drug. KOMFORT-6KOMFORT ’ s primary efficacy
endpoint was the change from baseline in the weekly mean of the daily 24- hour worst itch NRS score at week 8 of the
treatment period. Patients treated with oral difelikefalin achieved the primary endpoint (- 4. 0 difelikefalin vs.- 2. 4 placebo, p =
0. 001) with statistically significant improvement observed as early as WeeleDay 1 and sustained through Week 8. Other
endpoints included a > 4- point improvement in worst itch NRS, complete response in worst itch NRS, and safety assessments.
A statistically significantly greater proportion of patients treated with oral difelikefalin achieved a > 4- point improvement in
worst itch NRS score at Week 8 vs. placebo (41 % difelikefalin vs. 18 % placebo, p = 0. 007). In addition, oral difelikefalin met
the complete response endpoint, defined as a worst itch NRS score of 0 or 1 for 70 % of the daily non- missing worst itch NRS
scores for the week. At Week 8, a significantly greater proportion of patients receiving oral difelikefalin vs. placebo achieved a
complete response (22 % difelikefalin vs. 5 % placebo, p < 0. 01). Oral difelikefalin was generally well tolerated, with all
adverse events, or AEs , in difelikefalin- treated patients reported as mild or moderate in severity. Nausea, headache, dizziness,
constipation, and increased urine output were more commonly reported in patients on difelikefalin. In November 2022, we had a
positive interaction with the FDA leading to the initiation of a Phase 2 / 3 program for the treatment of chronic pruritus
associated with NP. In February 2023, the results of our KOMFORT Phase 2 trial were published in the New England Journal of
Medicine. In the first quarter of 2023, we initiated a Phase 2 / 3 program for the treatment of moderate- to- severe pruritus in NP
pattents- The Phase 2 / 3 program for difelikefalin in NP will comprise two studies: KOURAGE 1 and KOURAGE 2. The
KOURAGE 1 study will be composed of two parts: Part A and Part B. Part A of KOURAGE 1, the dose finding portion of
the study, is a double- blind, placebo- controlled, 8- week study. In the first quarter of 2024, we completed enrollment
with 214 patients who were randomized equally to four arms (0. 25 mg BID, 1. 0 mg BID, 2. 0 mg BID, placebo BID).




Part A is not powered for statistical significance. We expect to have topline efficacy and safety results from KOURAGE 1
Part A in the third quarter of 2024. This readout will provide key information, specifically the dose and the sample size,
to initiate the pivotal Phase 3 portions of the program- Part B of KOURAGE 1 and the second study KOURAGE 2 . Part
B of KOURAGE 1 and KOURAGE 2, the pivotal studies, will be identical in design. They will likely be double- blind,
placebo- controlled, 8- w ul\ \lu(hu with mmms dllO\\ ed to 1011-—0\ er into open label 52- week extensions. Part-A-of

s Patlents whe—\\ ill be f&ﬂdeﬁ‘r'tied-equa-l-}y

randomized 1: 1 to either dif Lll]\L alm or mdldmw pldLLbO The ¢4

PartA-of KOURAGE+-—The-primary endpoint will likely be the plopmllon 0[ patients w 1111 a>4- poml improvement at \’\ eek
8 from baseline in the worst itch NRS. Fhe-studiess KOURAGE 1 and KOURAGE 2 will include adult patients with NP who
have had chronic pruritus of moderate- to- severe intensity for > 6 months (worst itch NRS of > 5). We expect to release final
topline top—tine-results for-both-from the first pivotal study KOURAGE 1 Part B anc-by the end of 2025 with the second

plvotal study K()URA(JE results in early fhe—f-“rrst—h&l—f—e-ﬁ’ )26. eﬂaefpfegﬂ&m—és)%efal—Brfe}ﬂeefa%ﬁrfer—fhe%e&&neﬂ{—ef

ense-solely-inthe United-States se;distribute; o sate;-promote;seltand-othe e-eomtneretalize- KORSUVA
(difelikef alm) mMmm - Our Commerclal Stage ProductOverv1ewWe have out- llcensed to CSL Vlfor the
commercialization of KORSUVA injection / Kapruvia in dialysis patients with advanced CKD- aP worldwide, excluding
Japan (licensed to Maruishi / sub- licensee Kissei), and South Korea (licensed to CKDP). On August 23, 2021,
KORSUVA injection was approved by the FDA for al-therapeutte-uses-relatingto-the inhibitionprevention-er-treatment of
itehrmoderate- to- severe pruritus associated with praritus-advanced CKD in adults undergoing hemodialysis . In
December 2021, CMS granted Transition Drug Add- on Payment Adjustment, or TDAPA, to KORSUVA injection in the
anti- pruritic functional category. TDAPA went into effect on April 1, 2022 for a minimum of two years. The commercial
launch of KORSUVA injection 7commenced in April 2022 and periteneal-we began recording the associated profit-
sharing revenues in the second quarter of 2022. On October 27, 2023, CMS published the final CY 2024 rule, which
finalized the post- TDAPA add- on payment as proposed in the draft CY 2024 rule. Under the final rule, TDAPA drugs
in existing functional categories will receive a post- TDAPA add- on payment set at 65 percent of the total trailing 12-
months expenditure levels for the given renal dialysis drug or biological product. The post- TDAPA add- on payment
will be applied to all ESRD PPS patients-payments and paid for 3 years, adjusted annually. The add- on payments for
KORSUVA injection will commence on April 1, 2024. The anticipated unfavorable CMS reimbursement codified in the
final CY2024 rule resulted in a lack of sequential revenues growth for KORSUVA injection since its launch. For the
years ended December 31, 2023 and 2022, CSL Vifor recorded net sales of KORSUVA injection in the United States of
approximately $ 26 . 5 million and $ 35. 0 million, respectively, and we recorded associated collaborative revenue of $ 12.
4 million and $ 16. 6 million, respectively, which represented our share of the profit from these sales. We expect no
meaningful revenue contribution from KORSUVA injection post its TDAPA expiration. In April 2022, the European
Commission granted a marketing authorization to difelikefalin injection Under-under the brand name Kapruvia for the
treatment of moderate- to- severe pruritus associated with advanced CKD in adult hemodialysis patients. The marketing
authorization approves Kapruvia for use in all member states of the European Union, or EU, as well as Iceland,
Liechtenstein, and Norway. Difelikefalin injection was also approved in the United Kingdom, or UK, (04 / 2022) and
Switzerland (08 / 2022) under the brand name Kapruvia as well as Singapore (08 / 2022), Canada (08 / 2022), Australia
(11/2022), UAE (01 / 2023), Kuwait (05 / 2023), Israel (06 / 2023) and Saudi Arabia (01 / 2024) under the brand name
KORSUVA injection. For the years ended December 31, 2023 and 2022, we recorded royalty revenue of approximately $
415, 000 and $ 72, 000 respectively, which represented our royalties on net sales of Kapruvia and KORSUVA injection.
During the fourth quarter of 2023, we entered into a Purchase and Sale Agreement with HCRX Investments Holdco, L
P. and Healthcare Royalty Partners IV, L. P., or collectively HCR, where we sold our future royalties and milestones for
Kapruvia and KORSUVA injection to HCR. For the period of October 1, 2023 through December 31, 2023, we recorded




other revenue of $ 699, 000, of which approximately $ 284, 000 related to royalties to be paid to HCR under this
agreement (see “ Royalty Purchase and Sale Agreement ” below). We have out- licensed to Maruishi and its sub- licensee
Kissei the commercialization of KORSUVA injection in Japan. In September 2023, Maruishi received manufacturing
and marketing approval from Japan’ s Ministry of Health, Labour and Welfare for KORSUVA 1V Injection Syringe for
the treatment of pruritus in hemodialysis patients. In conjunction with the approval, we earned a $ 1. 4 million milestone
payment per the terms of the licensing agreement during the year ended December 31, 2023. During the fourth quarter
0f 2023, we entered into the Purchase and Sale Agreement with HCR where we sold our future royalties and milestones
for KORSUVA in Japan to HCR. For the period of October 1, 2023 through December 31, 2023, we recorded other
revenue of $ 699, 000, of which approximately $ 415, 000 related to royalties and milestones to be paid to HCR under this
agreement (see “ Royalty Purchase and Sale Agreement ” below). KORSUVA Injection U. S. CommercializationIn April

2022, our partner CSL Vifor initiated AgreementNo—t-weretainall-rights-with-respeetto-thc commercialization elinteat
development-of ;and-aetivities-to-gainrregulatory-approvalsof - K ORSUV A {difettkefaliny-injection in the United States. HYader

The launch was initially driven by independent and mid- size dialysis organizations coupled with product stocking at the
wholesaler level terms-of-Vifor AgreementNo-. +In the third quarter of 2022 , we-reeetved-large dialysis organizations, or
LDOs, came on- line driving a significant quarter- to- quarter increase in order volume from ViferInternational-the
wholesaler. This stocking at the clinic level, particularly from Fresenius Medical Care (FMC), resulted in significant
subsequent quarterly revenue fluctuations. In the third quarter of 2023, FMC decided to reallocate all remaining clinic
level inventory within its network of clinics resulting in limited revenues in the fourth quarter of 2023. During the years
ended December 31, 2023 an-and upfrontpayment2022, KORSUVA injection generated net sales of approximately $ 166
26 5 mllhon and $ 35 0 million and— respectlvely, an—and aéd-rt—rena-l—payment—we recorded collaboratlve revenue of § 59

represented our share of the proﬁt from sales th

adeptienof KORSUVA 1nJectlon K@RSU%%—SKORSUVA ﬁxjeetmfraeress—ﬁs—erﬁwe—netweﬂee%e%mies—}n—the—ﬂawd-qu&rteref

Kaplu\ ia Revenue and Other Mellles\\’ generate revenue llom our lead pmduu\ KORSUVA injection and Kapruvia primarily
through our collaboration agreements with CSL Vifor:e Collaborative revenue from our share of the profit generated by
KORSUVA injection sales in the United States.For the year-years ended December 31, 2023 and 2022,we recorded
collaborative revenue of appreximatety-$ 12.4 million and $ 16.6 million ,respectively related-to-ourshare-of the-profit. +6-o
Commercial supply revenue from our sales of commercial product to CSL Vifor,which is subsequently sold to wholesalers.For
the ye&ﬁyears ended December 31, 2023 and 2022, we recorded commercial supply revenue of appreximately-$ 5.8 million
and $ 10.2 million ,respectively . O—Romlty revenue in conjunction with the launch of Kapruvia #n-Earepe-.For the year-years
ended December 31, 2023 and 2022, we recorded approximately $ 415,000 and $ 72,000,respectively,which represented
royalty revente-payments earned by us.During the fourth quarter of 2023,we entered into the Purchase and Sale
Agreement with HCR where we sold our royalties for Kapruvia and KORSUVA injection to HCR.For the period of
October 1,2023 through December 31,2023,we recorded other revenue of $ 699,000,0f which approximately $ 72-284 ,000
related to CSL Vifor royalties and approximately $ 415,000 related to Maruishi royalties to be paid to HCR under this
agreement (see “ Royalty Purchase and Sale Agreement ” below) .e Sales- based or regulatory milestone payments,which
could be earned in the future in accordance with certain licensing agreements.For the year ended December 31, 2022-2023 , we
earned regulatory milestone revenue of $ 1.4 million related to the manufacturing and marketing approval in Japan
under the Maruishi Agreement,but we did not record any sales- based milestone revenue. Additional Fhere-are-metrics that
we have reported in the past and-intend-to-eontinue-to-report-in-the-futare;ineluding—® Net sales of KORSUVA injection in the
United States.This amount is the net sales amount recorded by CSL Vifor to reflect shipments of KORSUVA injection vials
from CSL Vifor to wholesalers.For the year-years ended December 31, 2023 and 2022,CSL Vifor recorded net sales of

KORSUVA mjeellon in the United States of dpploxlmale y$ 26 5 mllllon and $ ﬁ -Q—mﬁ-lieﬂ—o—etﬂkshare-eﬂereﬁ-t—frem

feveﬁﬂe—ef—&ppro*rmate}y%—l-é—é— 0 million respectlvely o Shlpments of KORSUVA 1nJectlon Vlals from wholesalers in
the United States to the dialysis clinics. 314 100 and 207, 096 KORSUVA injection vials were shipped from wholesalers
to the dialysis clinics for the years ended December 31, 2023 and 2022, respectively. Of the vials shipped to the FMC
dialysis centers for the year ended December 31, 2023, a significant portion was reallocated product by FMC within its
network of clinics. Royalty purehase-Purchase and Sale AgreementDuring the fourth quarter of 2023, we, through our
wholly- owned subsidiary Cara Royalty Sub LLC, or Cara Royalty Sub, entered into the Purchase and Sale Agreement
with HCR, or the HCR Agreement, pursuant to which Cara Royalty Sub sold to HCR certain of its rights to receive
future royalties and milestone payments, or the Royalties, due and payable to Cara Royalty Sub (as our assignee) under
our agreements with Maruishi and CSL Vifor, collectively the Covered License Agreements, in exchange for up to $ 40. 0
million. We have retained all of our right, title and interest in, to and under the Covered License Agreements that relate
to any non- intravenous formulatlon of difelikefalin. Under the terms of the HCR Agreement Cara recelved an initial

ﬁgu%&t@ﬁh&pprmf&l-ﬁﬂé@R—S-U%%’rﬂjeeﬁeﬂ—m Attgust—November %92—1—2023 In December 2023 we receiv Ld an dddmondl
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Germany bemg approved above a certam threshold amount per dose The terms of the HCR Agreement also provide for
an additional $ 2. 5 million milestone payment to Cara Royalty Sub upon achievement of a 2024 sales milestone of
KORSUVA in Japan. 9The HCR Agreement will automatically expire, and the payment of Royalties to HCR will cease,
when HCR has received payments of Royalties equal to two times the aggregate amount of payments made by HCR
under the HCR Agreement if achieved on or prior to December 31, 2029, or 2. 8 times the aggregate amount of payments
made by HCR under the HCR Agreement, if not achieved on or prior to December 31, 2029. In the event of a change of
control, Cara Royalty Sub will pay to HCR an amount equal to 2. 8 times the aggregate amount of payments made by
HCR less the total net amounts paid by Cara Royalty Sub to HCR as of the effective date of control. In certain situations,
Cara Royalty Sub would not be obligated to pay the change of control payment to HCR. After the HCR Agreement
expires, all rights therapeutie-uses-to preventreceive the Royalties return to Cara Royalty Sub. Difelikafilin Development
in Pruritus Difelkefalin , inhibit-or-our treat-selective, predominantly peripherally acting, non- scheduled Kappa opioid
receptor agonist, acts on the peripheral neurons responsible for sensing pruritus. Given this unique mechanism of action,
difelikfelin is thought to work broadly independent of the origin of itch . To date, we have studied difelikefalin for

pruritus associated with praritus-inhemedialysis-systemic, inflammatory, and peritoneal—dialysis-patients-worldwide
texeluding-neuropathic dlseases The IV formulatlon is approved in the Unmd Slales :Iapan—EU and other countries

around the world hts-for KORSUVA-injeetion-for-the

treatment of moderate- to- severe prurltus assoc1ated w1th chromc kldney dlsease ( CKD- dP ) in adults undergomg
df&l-yﬁs—hemodlalys1s (HD) pa e-dialy 3 .




kidney disease (5 trials / over 430 patients on DFK) undergoin 6 3 ra—varutsh e

atopic dermatitis (2 trials / over 590 patients on DFK) , and notalgla paresthetlca (2 trlals / over 270 patlents on DF K, 1
trial ongoing) with positive efficacy signals across all completed mono therapy studies. In these studies, oral difelikefalin
was generally well tolerated with all AEs in difelikefalin- treated patients reported as mild or MaruishilnApritmoderate
in severity. In December 2643-2023 , we entered-into-announced the outcome from the dose- finding Part A of the KIND 1
study evaluating the efficacy and safety of oral difelikefalin in moderate- to- severe pruritus associated with atopic
dermatitis as an adjunct to topical corticosteroids. In the study, oral difelikefalin did not demonstrate a }ieense-agreement
wﬁh—M&mrshl—meanmgful cllnlcal beneﬁt eﬁhe—M&ftrtshl—Agfeemeﬂt—tmder—\\ lm h resulted we-granted-Maraishi-an

productseon ahn m our declsmn to

dlscontmue apat
clinical program inedi

. In lanualv %922—2024 followmg M&P&tsh-l—&ﬂd—&s

y W vec-ira Japanese-review of our strategic priorities, we
announced a strategic prlorltlzatlon to focus our resources on our late- stage clinical program evaluating oral
difelikefalin in chronic pruritus associated with NP, which we believe is the therapeutic indication with the greatest
commercial potential for oral difelikefalin. As part of this strateglc focus, we made the decision to terminate our Phase 3

clinical program evaluating oral lifelikefalin in injeetionfor-the-treatment
efpruritus tn—hemed-ra-l-y‘sts-pa&eﬁts—l-n—assomated w1th advanced chronlc kldney dlsease, mcludmg the ongomg KICK 1 and







Marketingln executlno our strategy, our goal is to contmue to commercmhze KORSUVA mJeetlon and Kapruvia in the dlaly§l§
setting by partrering-with-out- licensing agreements-, and to maintain significant control over the development process and
commercial execution for the oral formulation of difelikefalin, if approved. We have executed out- licensing agreements on
KORSUVA injection and Kapruvia in the dialysis setting in the United States and the rest of the world. Per the terms of the
associated licensing agreements, CSL Vifor will commercialize KORSUVA injection and Kapruvia in the United States and
worldwide (excluding Japan and South Korea), Maruishi will commercialize KORSUVA in Japan , and we will not be
incurring costs for commercializing in the United States or outside of the United States as we will be relying on sales and
marketing infrastructure support from our partaer-partners . For oral difelikefalin, we plan to develop and commercialize our
drug candidate in chronic pruritus associated with indieations;sueh-as NDBD—CKD;-ADand-NP --on our own in the United
States, while exploring partnerships for development and commercialization in geographical territories outside the United
States. 20inteHeetual—- Intellectual PropertyWe strive to protect the proprietary technologies that we believe are important to
our business, including seeking and maintaining patent protection intended to cover the composition of matter of our product
eandidates- candidate , thetr-its methods of #se-10use , related technology and other inventions that are important to our
business. As more fully described below, patent applications have been filed covering compositions and novel formulations of
these compositions, as well as methods of using difelikefalin and related compounds . We own the patent portfolio of eighteen
issued U. S. patents covering KOR agonists, sixteen of which cover composition of matter of difelikefalin and its uses; six of
these include composition of matter claims directed to difelikefalin, and ten patents include claims to its uses. All of these U. S.
patents covering difelikefalin and its uses are expected to expire no earlier than November 12, 2027. Additionally, three U. S.
patents have been granted with claims to difelikefalin- like dimer compounds and their uses. We have filed patent applications in
the United States and internationally claiming novel oral formulations of difelikefalin. ©ne-Two U. S. patent-patents with
claims to oral formulations of difelikefalin has-that are not currently under development have been granted and is-are
expected to expire no earlier than September 13, 2039. Related U. S. and foreign appheatlom if granted Would also be
expected to explre no ear11e1 than September 13,2039 —We-have-s : : t

trade secrets and careful momtonng of our propnetary information to protect aspects of our buqlneqq that are not amenable to, or
that we do not consider appropriate for, patent protection. Our success will depend significantly on our ability to obtain and
maintain patent and other proprietary protection for commercially important technology, inventions and know- how related to
our business, defend and enforce our patents, maintain our licenses to use intellectual property owned by third parties, preserve
the confidentiality of our trade secrets and operate without infringing valid and enforceable patents and other proprietary rights
of third parties. We also rely on know- how, and continuing technological innovation to develop, strengthen, and maintain our
proprietary position in the field of chronic peripherat-analgesta-and-treatmentofpruritus. A third party may hold intellectual
property, including patent rights, which are important or necessary to the development of our products. It may be necessary for
us to use the patented or proprietary technology of third parties to commercialize our products, in which case we would be
required to obtain a license from these third parties on commercially reasonable terms, or our business could be harmed,
possibly materially. If we were not able to obtain a license or were not able to obtain a license on commercially reasonable
terms, our business could be harmed, possibly materially. We plan to continue to expand our intellectual property estate by filing
patent applications directed to novel formulations and novel uses of our proprietary compounds. We anticipate seeking patent
protection in the United States and internationally for the chemistries and processes for manufacturing these novel formulations
and uses of these compounds in a variety of therapies. The patent positions of biopharmaceutical companies like us are generally
uncertain and involve complex legal, scientific and factual questions. In addition, the coverage claimed in a patent application



can be significantly reduced before the patent is issued, and the patent’ s scope can be modified after issuance by later judicial
decisions. Consequently, we do not know whether any-efour product candidates will be adequately protectable or remain
protected by enforceable patents. We cannot predict whether the patent applications we are currently pursuing will issue as
patents in any particular jurisdiction or whether the claims of any issued patents will provide sufficient proprietary protection
from competitors. Any patents that we hold may be challenged, circumvented or invalidated by third parties. Because patent
applications in the United States and certain other jurisdictions are maintained in secrecy for up to 18 months, and since
publication of discoveries in the scientific or patent literature often lags behind actual discoveries, we cannot be certain of our
entitlement to the inventions covered by pending patent applications. Moreover, although unlikely, we may have to participate
in interference proceedings declared by the United States Patent and Trademark Office, or USPTO, to determine priority of
invention, or in post- grant challenge proceedings in the USPTO, or a foreign patent office such as oppositions, inter- partes
review, post grant review, or a derivation proceeding, that challenge our entitlement to an invention or the patentability of one or
more claims in our patent applications or issued patents. Such proceedings could result in substantial cost, even if the eventual
outcome is favorable to us. 2+Fhe—- The patent portfolios for our most advanced programs are summarized below.
BifelikefalinOur-11DifelikefalinOur synthetic peptide amide kappa opioid agonist patent portfolio is wholly owned by us. The
portfolio includes eighteen issued U. S. patents (U. S. Patent Nos. 7, 402, 564; 7, 713, 937; 7, 727, 963; 7, 842, 662; 8, 217, 007;
8,236, 766; 8, 486, 894; 8, 536, 131; 8, 906, 859; 8, 951, 970; 9, 321, 810; 9, 334, 305; 9, 359, 399; 10, 017, 536; 10, 138, 270;
10, 793, 596; 10, 913, 769 and 11, 033, 629) with claims to compositions of a wide range of synthetic peptide amide kappa
opioid agonists, including difelikefalin and related molecules, as well as formulations containing and methods of using these
compounds. These patents claiming difelikefalin compositions are due to expire November 12, 2027. U. S. Patent No. 11, 033,
629 with claims to oral formulations of difelikefalin that are not currently under development is due to expire September 13,
2039. We have listed twelve of the patents claiming difelikefalin acetate and / or its uses in the Orange Book, a listing of patents
relating to approved drug products maintained by the FDA. Difelikefalin acetate has been awarded a five- year data exclusivity
from the approval date, i. e. until August 23, 2026, prohibiting the FDA from accepting an application for approval of a
difelikefalin product from a generic manufacturer until after the exclusivity period expires. In addition, we have also submitted
an application for a patent term extension of one of our difelikefalin U. S. patents, which if granted for the additional full five-
year extension requested, would extend the patent term to November 12, 2032. Foreign applications relating to difelikefalin and
related molecules, as well as formulations containing and methods of using these compounds, were filed in more than 40 foreign
countries. National patents have been granted in 27 European countries, as well as in Australia, Brazil, Canada, China, Hong
Kong, India, Israel, Japan, Malaysia, Mexico, New Zealand, Russian Federation, Singapore, South Africa and South Korea.
These granted foreign patents with claims to difelikefalin are due expire no earlier than November 12, 2027. We have applied
for supplementary patent certificates (“ SPCs ) for the basic product patent in Europe, including the five major
European markets (France, Spain, Italy, Germany, and the UK). In the five major European markets, the SPC has been
granted in France and Italy, (extending the patent term to November 12, 2032) and is pending in Germany, Spain, and
the UK. We have also applied for a patent term extension in Japan, which is pending. We also own pending U. S.
continuation and foreign patent applications with claims to oral formulations containing difelikefalin and medium chain fatty
acid glycerides as absorption enhancers that are not currently under development in Australia, Brazil, Canada, China,
Europe, Japan, Hong Kong, Israel, India, South Korea, Malaysia, Mexico, New Zealand, Philippines, Russian Federation, Saudi
Arabi, UAE, and South Africa. If granted, these patents would expire no earlier than September 13, 2629-2039 . In addition, we
own pending U. S. and foreign patent applications with claims to oral formulations containing difelikefalin and oligosaccharides
not currently under development in Australia, Brazil, Canada, China, Europe, Japan, Hong Kong, Israel, India, South Korea,
Malaysia, Mexico, New Zealand, Philippines, Russian Federation, Saudi Arabi, UAE, and South Africa. If granted, these patents
would expire no earlier than March 18, 2041. Other Cara Patents and Patent AppleationsWe-ApplicationsThe
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Fhe-term of individual patents depends upon the legal term of the patents in the countries in which they are obtained. In most
countries in which we file, the patent term is 20 years from the earliest date of filing a PCT application or a non- provisional
patent application. The term of a patent in the United States can be adjusted and extended due to the failure of the USPTO
following certain statutory and regulation deadlines for progressing prosecution and issuing a patent. In the United States, the
patent term of a patent that covers an FDA- approved drug may also be eligible for patent term extension, which permits patent
term restoration as compensation for a portion of the patent term lost during the FDA regulatory review process. The Hatch-
Waxman Act permits a patent term extension of up to five years beyond the expiration of the patent. The length of the patent
term extension is related to the length of time the drug is under regulatory review. Patent extension cannot extend the remaining
term of a patent beyond a total of 14 years from the date of product approval and only one patent applicable to an approved drug
may be extended. Similar provisions are 22avaitabte—- available in Europe and other non- United States jurisdictions to extend
the term of a patent that covers an approved drug. #-12In the future, if and when our pharmaceutical products receive FDA
approval, we expect to apply for patent term extensions on patents covering those products. Although we intend to seek patent
term extensions to any of our issued patents in any jurisdiction where these are available there is no guarantee that the applicable
authorities, including the FDA in the United States, will agree with our assessment of whether such extensions should be
granted, and even if granted, the length of such extensions. Cara Trademark Applications and registrationsWe-RegistrationsWe
rely on our U. S. and foreign trademarks for authentication of our current and future products and for protection against
counterfeits. In the United States, trademarks may be reserved under an “ Intent to Use ” designation but may only be registered
upon a showing of actual use in the stream of commerce. Many countries permit registration without such a showing of actual
use. However, such registrations become vulnerable to cancellation after a designated period of non- use. For example, a



trademark registered in EU States may be cancelled for non- use after five years from the date of registration. Trademark
registrations can in principle last for as long as the owner uses the trademark and pays the maintenance fees due at regular
intervals (every ten years in most jurisdictions after complying with filing requirements for confirmations of use and paying the
designated fees during the first ten years from the registration date). We own the registered trademark “ KORSUVA ” in the
United States and in twebve-fourteen foreign countries (Australia, Brazil, Canada, China, India, Isracl, Japan, Kuwait, Mexico,
New Zealand, Norway, South Korea, Switzerland, and the UK). In addition, we own three registered Japanese trademarle
trademarks applieations-for Katakana versions of “ KORSUVA ” as may be pronounced in the Japanese language:
KORSUVA ” Katakana version 1: “ ko- ru- su- ba” I ) Z/3; Katakana version 2: “ ko- ru- su- o-ba” = }I/ A—/ \; and
Katakana version 3 ““ ko- o- su- ba” 21— A/, applies q i
Additionally, we own the U. S. trademark application for “ KAPRUVIA ” Currently pendrng under an lntent to Use ”
designation, as well as the “ KAPRUVIA ” trademark registered in all twenty- seven EU States (Austria, Belgium, Bulgaria,
Croatia, Republic of Cyprus, Czech Republic, Denmark, Estonia, Finland, France, Germany, Greece, Hungary, Ireland, Italy,
Latvia, Lithuania, Luxembourg, Malta, Netherlands, Poland, Portugal, Romania, Singapere;-Slovakia, Slovenia, Spain and
Sweden) and fourteen additional countries: Albania, Australia, China, Iceland, Israel, Monaco, New Zealand, North Macedonia,

Norway, Ru%%ran F ederatron Serbra Swrtzerland Turl(ey and the UK—\Ve—have—a-pphed—fePfegis&&ﬁoﬁ—e-Hh&&aéeﬂﬁaﬂ&

yet—to—be—deve}oped- We rely on trade secret protectron for our conﬁdentral and proprretary mformatron Although we take steps
to protect our proprietary information and trade secrets, including through contractual means with our employees and
consultants, third parties may independently develop substantially equivalent proprietary information and techniques or
otherwise gain access to our trade secrets or disclose our technology. Thus, we may not be able to adequately protect our trade
secrets to prevent harm to our business. It is our policy to require our employees, consultants, outside scientific collaborators,
sponsored researchers and other advisors to execute confidentiality agreements upon the commencement of employment or
consulting relationships with us. These agreements provide that all confidential information concerning our business or financial
affairs developed or made known to the individual during the course of the individual’ s relationship with us is to be kept
confidential and not disclosed to third parties except in specific circumstances. In the case of employees, the agreements provide
that all inventions conceived by the individual, and which are related to our current or planned business or research and
development, or R & D, or made during normal working hours, on our premises or using our equipment or proprietary
information, are our exclusive property. 23CempetitienThe--- CompetitionThe biotechnology and pharmaceutical industries
are characterized by rapidly advancing technologies, intense competition and a strong emphasis on proprietary products. While
we believe that our technology, knowledge, experience and scientific resources provide us with competitive advantages, we face
potential competition from many different sources, including large pharmaceutical and biotechnology companies, specialty
pharmaceutical and generic drug companies, and medical technology companies. Any product candidates that we successfully
develop and commercialize will compete with existing therapies and new therapies that may become available in the future.
Fhere-13There are no FDA- approved treatments for chronic pruritus associated with NP. The management of NP is
challenging and conventional treatments for pruritus, such as antihistamines and topical steroids, are largely ineffective.
However, there arc a -}afge—number of companre% developrng or marketrng therapre% for dlfferent prurltlc seme—ef—t-he
mdrcatrom We belleve that we-a

dlfellkefalm chmcal program, along with our substantlal safety database developed over years of testing difelikefalin in
different clinical settings, would give us an advantage over any competitor seeking to develop a competitive product
candidate for neuropathlc prurltus assoclated Wlth NP. Accordlngly, it 1s p0551ble that one or more companies could elect
may-alse-prove-to : develop a product candidate for
chronic pruritus associated Wrth -}afge—a-nd-esf&bhshed-eenﬁaaﬂ-res—NP that could compete with oral difelikefalin . We also
compete with these companies in recruiting and retaining qualified scientific personnel and establishing clinical trial sites and
patient registrattenrrecruitment for clinical trials. We believe the key competitive factors that will affect the development and
commercial success of our product eandidates— candidate , if approved for marketing, are likely to be thetrits safety, efficacy
and tolerability profile, reliability, convenience of dosing, price and reimbursement from government and third- party payers.
Our commercial opportunity could be reduced or eliminated if our competitors develop and commercialize products that are
safer, more effective, have fewer or less severe side effects, are more convenient or are less expensive than any products that we
may develop. Our competitors also may obtain FDA or other regulatory approval for their products more rapidly than we may
obtain approval for ours, which could result in our competitors establishing a strong market position before we are able to enter
the market. In addition, our ability to compete may be affected in many cases by insurers or other third- party payers seeking to
encourage the use of generic products. Generic products currently on the market are often tried off- label for the Hdieattons—
indication that we are pursuing, and additional products are expected to become available on a generic basis over the coming
years. If our product eandidates-— candidate aeh-teve—achleves marketrng approval we expect that t-hey—lt erl be prrced ata
qrgnrﬁcant premrum over generrc productq v




not have any manufactunng fac1ht1e§ We Cu1rently rely, and expect to continue to rely, on third parties for the manufacture of
our product eandidates- candidate for preclinical and clinical testing, as well as for commercial manufacture for KORSUVA
injection and if our product eandidates— candidate reeetvereceives marketing approval. We have negotiated long- term
commitments with at least one primary supplier for our primary manufacturing and distribution functions. We have entered into
a commercial manufacturing agreement with Patheon for KORSUVA injection, a commercial supply agreement with PPL to
produce API, and a commercial packaging agreement with PCI Pharma Services. AH-efDuring 2023, we negotiated to reduce
our commitment based on much lower- than- expected demand going forward for KORSUVA injection in the United
States. Our product eandidates— candidate are-ettheris a small peptides— peptide or-organie-smatt-meteenles-and are-is
manufactured in reliable and reproducible synthetic processes from readiy-available starting materials. The chemistry is
amenable to scale up and does not require any special equipment or technology in the manufacturing process. We expect to
continue to develop our product eandidates— candidate that can be produced cost- effectively at contract manufacturing
facilities. Government Regulation and Product ApprovalGovernment authorities in the United States, at the federal, state and
local level, and in other countries extensively regulate, among other things, the research, development, testing, manufacture,
packaging, storage, recordkeeping, labeling, advertising, promotion, distribution, marketing, import and export of
pharmaceutical products sueh-asIKORSHVA-njeetion-. The processes for obtaining regulatory approvals in the United States
and in foreign countries, along with subsequent compliance with applicable statutes and regulations, require the expenditure of
substantial time and financial resources. FDA RegulationIn the United States, the FDA regulates drugs under the Federal Food,
Drug, and Cosmetic Act, or FDCA, and its implementing regulations. The process of obtaining regulatory approvals and the
subsequent compliance with appropriate federal, state, local and foreign statutes and regulations requires the expenditure of
substantial time and financial resources. Failure to comply with the applicable United States requirements at any time during the
product development process, approval process or after approval, may subject an applicant to a variety of administrative or
fadtetat-14judicial sanctions, such as the FDA’ s refusal to approve pending NDAs, withdrawal of an approval, imposition of a
clinical hold, issuance of warning or untitled letters, product recalls, product seizures, total or partial suspension of production or
distribution, injunctions, fines, refusals of government contracts, restitution, disgorgement or civil or criminal penalties. The
process required by the FDA before a drug may be marketed in the United States generally involves the following: ® completion
of preclinical laboratory tests, animal studies and formulation studies in compliance with the FDA” s good laboratory practice, or
GLP, regulations; ® submission to the FDA of an IND which must become effective before human clinical trials may begin; 25
e approval by an independent institutional review board, or IRB, at each clinical site before each trial may be initiated; ®
performance of human clinical trials, including adequate and well- controlled clinical trials, in accordance with good clinical
practices, or cGCP, to establish the safety and efficacy of the proposed drug product for each indication; @ submission to the
FDA of an NDA; e satisfactory completion of an FDA advisory committee review, if applicable; e satisfactory completion of
an FDA inspection of the manufacturing facility or facilities at which the product is produced to assess compliance with current
good manufacturing practices, or cGMP, and to assure that the facilities, methods and controls are adequate to preserve the
drug’ s identity, strength, quality and purity, as well as satisfactory completion of an FDA inspection of selected clinical sites to
determine ¢cGCP compliance; and @ FDA review and approval of the NDA. Preclinical Studies. Preclinical studies include
laboratory evaluation of drug substance chemistry, toxicity and drug product formulation, as well as animal studies to assess
potential safety and efficacy. An IND sponsor must submit the results of the preclinical tests, together with manufacturing
information, analytical data and any available clinical data or literature, among other things, to the FDA as part of an IND.
Manufacture of drug substance, drug product and the labeling and distribution of clinical supplies must all comply with cGMP
standards. Some preclinical testing may continue even after the IND is submitted. An IND automatically becomes effective 30



days after receipt by the FDA, unless before that time the FDA raises concerns or questions related to one or more proposed
clinical trials and places the trial on a clinical hold. In such a case, the IND sponsor and the FDA must resolve any outstanding
concerns before the clinical trial can begin. As a result, submission of an IND may not result in the FDA allowing clinical trials
to commence. Clinical Trials. Clinical trials involve the administration of the investigational new drug to human subjects under
the supervision of qualified investigators in accordance with cGCP requirements, which include the requirement that all research
subjects provide their informed consent in writing for their participation in any clinical trial. Clinical trials are conducted under
protocols detailing, among other things, the objectives of the trial, the parameters to be used in monitoring safety and the
effectiveness criteria to be evaluated. A protocol for each clinical trial and any subsequent protocol amendments must be
submitted to the FDA as part of the IND. In addition, an IRB at each institution participating in the clinical trial must review and
approve the plan for any clinical trial before it commences at that institution, and the IRB must continue to oversee the clinical
trial while it is being conducted. Information about certain clinical trials must be submitted within specific timeframes to the
National Institutes of Health, or NIH, for public dissemination on their ClinicalTrials. gov website. Human-15Human clinical
trials are typically conducted in three sequential phases, which may overlap or be combined. In Phase 1, the drug is initially
introduced into healthy human subjects or patients with the target disease or condition and tested for safety, dosage tolerance,
absorption, metabolism, distribution, excretion and, if possible, to gain an initial indication of its effectiveness. In Phase 2, the
drug typically is administered to a limited patient population to identify possible adverse effects and safety risks, to preliminarily
evaluate the efficacy of the product for specific targeted diseases and to determine dosage tolerance and optimal dosage. In
Phase 3, the drug is administered to an expanded patient population, generally at geographically dispersed clinical trial sites, in
well- controlled clinical trials to generate enough data to statistically evaluate the efficacy and safety of the product for approval,
to establish the overall risk- benefit profile of the product and to provide adequate information for the labeling of the product.
Progress reports detailing the results of the clinical trials must be submitted at least annually to the FDA and more frequently if
serious adverse events occur. Phase 1, Phase 2 and Phase 3 clinical trials may not be completed successfully 26within-—-- within
any specified period, or at all. Furthermore, the FDA or the sponsor may suspend or terminate a clinical trial at any time on
various grounds, including a finding that the research subjects are being exposed to an unacceptable health risk. Similarly, an
IRB can suspend or terminate approval of a clinical trial at its institution if the clinical trial is not being conducted in accordance
with the IRB’ s requirements or if the drug has been associated with unexpected serious harm to patients. Marketing Approval.
Assuming successful completion of the required clinical testing, the results of the preclinical and clinical studies, together with
detailed information relating to the product’ s chemistry, manufacture, controls and proposed labeling, among other things, are
submitted to the FDA as part of an NDA requesting approval to market the product for one or more indications. In most cases,

the subnnsswn of an NDA is subject toa substantlal apphcatlon user fee Under the Pfeseftpﬁen—Bﬂ&g—User—Fee—Aet—eﬁP—BU—FA—

appheat-teﬁ—l-n—addﬁ-ten—tm&eﬂ-he—Pedlatnc Research Equlty Act, or PREA an NDA or supplement to an NDA must contaln
data that are adequate to assess the safety and effectiveness of the drug for the claimed indications in all relevant pediatric
subpopulations, and to support dosing and administration for each pediatric subpopulation for which the product is safe and
effective. The FDA may, on its own initiative or at the request of the applicant, grant deferrals for submission of some or all
pediatric data until after approval of the product for use in adults, or full or partial waivers from the pediatric data requirements =

fegismes—efefher—ﬂs{emﬁﬁmtz&&eﬁ—tee}s— The FDA conducts a prehmlnary review of all NDAS w1th1n the ﬁrst 60 days after

submission, before accepting them for filing, to determine whether they are sufficiently complete to permit substantive review.
The FDA may request additional information rather than accept an NDA for filing. In this event, the application must be
resubmitted with the additional information. The resubmitted application is also subject to review before the FDA accepts it for
filing. Once the submission is accepted for filing, the FDA begins an in- depth substantive review. The FDA reviews an NDA
to determine, among other things, whether the drug is safe and effective and whether the facility in which it is manufactured,
processed, packaged or held meets standards designed to assure the product’ s continued safety, quality and purity. The FDA
may refer an application for a novel drug to an external advisory committee. An advisory committee is a panel of independent
experts, including clinicians and other scientific experts, that reviews, evaluates and provides a recommendation as to whether
the application should be approved and under what conditions. The FDA is not bound by the recommendations of an advisory
committee, but it considers such recommendations carefully when making decisions . The FDA also may require submission
of a risk evaluation and mitigation strategy, or REMS, to mitigate any identified or suspected serious risks and ensure
safe use of the drug. The REMS plan could include medication guides, physician communication plans, assessment plans,
and elements to assure safe use, such as restricted distribution methods, patient registries or other risk minimization
tools . Before approving an NDA, the FDA typically will inspect the facility or facilities where the product is manufactured,
referred to as a Pre- Approval Inspection. The FDA will not approve an application unless it determines that the manufacturing
processes and facilities are in compliance with cGMP requirements and adequate to assure eensistent-16consistent production of
the product within required specifications. Additionally, before approving an NDA, the FDA will typically inspect one or more
clinical trial sites to assure compliance with cGCP. The testing and approval process for an NDA requires substantial time,
effort and financial resources, and each may take several years to complete. Data obtained from preclinical and clinical testing
are not always conclusive and may be susceptible to varying interpretations, which could delay, limit or prevent regulatory
approval. The FDA may not grant approval of an NDA on a timely basis, or at all. After evaluating the NDA and all related
information, including the advisory committee recommendation, if any, and inspection reports regarding the manufacturing
facilities and clinical trial sites, the FDA may issue an approval letter, or, in some cases, a complete response letter. A complete




response letter generally contains a statement of specific 27eenditions—- conditions that must be met in order to secure final
approval of the NDA and may require additional clinical or preclinical testing in order for FDA to reconsider the application.
Even with submission of this additional information, the FDA ultimately may decide that the application does not satisfy the
regulatory criteria for approval. If and when those conditions have been met to the FDA” s satisfaction, the FDA may issue an
approval letter. An approval letter authorizes commercial marketing of the drug with specific prescribing information for
specific indications. Even if the FDA approves a product, it may limit the approved indications for use of the product, require
that contraindications, warnings or precautions be included in the product labeling, including a boxed warning, require that post-
approval studies, including Phase 4 clinical trials, be conducted to further assess a drug’ s safety after approval, require testing
and surveillance programs to monitor the product after commercialization, or impose other conditions, including distribution
restrictions or other risk management mechanisms under a REMS which can materially affect the potential market and
profitability of the product. The FDA may prevent or limit further marketing of a product based on the results of post- marketing
studies or surveillance programs. After approval, some types of changes to the approved product, such as adding new
indications, manufacturlng Changes and addltlonal labeling clalms are %ubj ect to further testlng requlrements and FDA review
and approval - : : % y 0 snated-as-a

dlqtrlbuted pur%uant to FDA approval% are subject to pervasive and contlnulng regulation by the F DA 1nclud1ng, among other
things, requirements relating to recordkeeping, periodic reporting, product sampling and distribution, advertising and promotion,
reporting of adverse experiences with the product, and compliance with any post- approval requirements imposed as a condition
of approval, such as Phase 4 clinical trials and surveillance to assess safety and effectiveness after commercialization. After
approval, most changes to the approved product, such as adding new indications or other labeling claims are subject to prior
FDA review and approval. There also are continuing, annual program user fee requirements for any marketed products, as well
as new application fees for supplemental applications with clinical data. In addition, drug manufacturers and other entities
involved in the manufacture and distribution of approved drugs are required to register their establishments with the FDA and
state agencies and are subject to periodic announced and unannounced inspections by the FDA and these state agencies for
compliance with cGMP requirements. Changes to the manufacturing process are strictly regulated and often require prior FDA
approval before being implemented. FDA regulations also require investigation and correction of any deviations from cGMP
and impose reporting and documentation requirements upon the sponsor and any third- party manufacturers that the sponsor
may decide to use. Accordingly, manufacturers must continue to expend time, money and effort in the area of production and
quality control to maintain cGMP compliance. Once an approval is granted, the FDA may withdraw the approval if compliance
with regulatory requirements and standards is not maintained or if problems occur after the product reaches the market. 28Eater
-- Later discovery of previously unknown problems with a product, including adverse events of unanticipated severity or
frequency, or with manufacturing processes, or failure to comply with regulatory requirements, may result in mandatory
revisions to the approved labeling to add new safety information; imposition of post- market studies or clinical trials to assess
new safety risks; or imposition of distribution or other restrictions under a REMS program. Other potential consequences
include, among other things: e restrictions on the marketing or manufacturing of the product, complete withdrawal of the
product from the market or product recalls; 17 e fines, warning letters or holds on post- approval clinical trials; e refusal of the
FDA to approve pending NDAs or supplements to approved NDAs, or suspension or revocation of product license approvals; @
product seizure or detention, or refusal to permit the import or export of products; or @ injunctions or the imposition of civil or
criminal penalties. The FDA strictly regulates marketing, labeling, advertising and promotion of products that are placed on the
market. Although physicians, in the practice of medicine, may prescribe approved drugs for unapproved indications,
pharmaceutical companies are required to promote their drug products only for the approved indications and in accordance with
the provisions of the approved label. The FDA and other agencies actively enforce the laws and regulations prohibiting the
promotion of off- label uses, and a company that is found to have improperly promoted off- label uses may be subject to
significant liability. However, physicians may, in their independent medical judgment, prescribe legally available products for
off- label uses. The FDA does not regulate the behavior of physicians in their choice of treatments but the FDA does restrict
manufacturer’ s communications on the subject of off- label use of their products. In addition, the distribution of prescription
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drug-distributors-by-the-states—Both-the PDMA-and state laws that limit the distribution of prescription pharmaceutical product

samples and impose requirements to ensure accountability in distribution. Fraud and Abuse, Data Privacy and Security and
Transparency Laws and RegulationsIn addition to FDA restrictions on marketing of pharmaceutical products, federal and state
health care regulatory laws restrict business practices in the biopharmaceutical industry. These laws include, among other things,
anti- kickback and false claims laws and regulations, physician payment transparency laws and regulations, as well as data
privacy and security laws and regulations. The federal Anti- Kickback Statute prohibits, among other things, any person or
entity, from knowingly and willfully offering, paying, soliciting or receiving any remuneration, directly or indirectly, overtly or
covertly, in cash or in kind, to induce or in return for purchasing, leasing, ordering, or arranging for or recommending the
purchase, lease, or order of any item or service reimbursable under Medicare, Medicaid or other federal healthcare programs.
The term “ remuneration ” has been interpreted broadly to include anything of value. The Anti- Kickback Statute has been
interpreted to apply to arrangements between pharmaceutical manufacturers on one hand and prescribers, purchasers, and
formulary managers on the other. There are a number of statutory exceptions and regulatory safe harbors protecting some
common activities from prosecution. Practices that involve remuneration that may be alleged to be intended to induce
prescribing, purchases, or recommendations may be subject to scrutiny if they do not qualify for an exception or safe harbor.
Failure to meet all of the requirements of a particular applicable statutory exception or regulatory safe harbor does not make the
conduct per se illegal under the Anti- Kickback Statute. Instead, the legality of the arrangement will be evaluated on a case- by-
case basis based on a cumulative review of all of'its facts and circumstances. 29Additionatty—- Additionally , the intent
standard under the federal Anti- Kickback Statute was amended by the Patient Protection and Affordable Care Act, as amended
by the Health Care Education Reconciliation Act (collectively, the “ Health Care Reform Law ), to a stricter standard such that
a person or entity no longer needs to have actual knowledge of the statute or specific intent to violate it in order to have
committed a violation. In addition, the Health Care Reform Law provided that the government may assert that a claim including
items or services resulting from a violation of the federal Anti- Kickback Statute constitutes a false or fraudulent claim for
purposes of the federal civil False Claims Act. Federal false claims laws, including the federal civil False Claims Act prohibit,
among other things, any person or entity from knowingly presenting, or causing to be presented, a false or fraudulent claim for
payment to, or approval by, the federal government or knowingly making, using, or causing to be made or used a false record or
statement material to-18to a false or fraudulent claim to the federal government. A claim includes *“ any request or demand ” for
money or property presented to the U. S. government. The federal civil False Claims Act has been used to assert liability on the
basis of kickbacks and other improper referrals, improperly reported government pricing metrics such as Best Price or Average
Manufacturer Price, improper use of Medicare provider or supplier numbers when detailing a provider of services, improper
promotion of off- label uses not expressly approved by FDA in a drug’ s label, and allegations as to misrepresentations with
respect to the services rendered. Additionally, the civil monetary penalties statute, which, among other things, imposes fines
against any person or entity who is determined to have presented, or caused to be presented, claims to a federal healthcare
program that the person knows, or should know, is for an item or service that was not provided as claimed or is false or
fraudulent. The federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, created additional federal
criminal statutes that prohibit knowingly and willfully executing, or attempting to execute, a scheme to defraud or to obtain, by
means of false or fraudulent pretenses, representations, or promises, any of the money or property owned by, or under the
custody or control of, any healthcare benefit program, including private third- party payers and knowingly and willfully
falsifying, concealing or covering up by trick, scheme or device a material fact or making any materially false, fictitious or
fraudulent statement in connection with the delivery of or payment for healthcare benefits, items or services relating to
healthcare matters. Also, many states have similar fraud and abuse statutes or regulations that apply to items and services
reimbursed under Medicaid and other state programs, or, in several states, apply regardless of the payer. In addition, we may be
subject to data privacy and security regulation by both the U. S. federal government and the states in which we conduct our
business. HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act, or HITECH, and
their respective implementing regulations, including the Final HIPAA Omnibus Rule published on January 25, 2013, imposes
specified requirements on certain types of individuals and entities subject to the law, known as covered entities, such as certain
healthcare providers, health plans, and healthcare clearinghouses, as well as their business associates that process individually
identifiable health information on their behalf, relating to the privacy, security and transmission of individually identifiable
health information as well as their covered subcontractors. Among other things, HITECH makes security standards and certain
privacy standards directly applicable to the business associates of covered entities that perform services for them that involve
the creation, use, maintenance or disclosure of, individually identifiable health information. HITECH also created four new tiers
of civil monetary penalties, amended HIPAA to make civil and criminal penalties directly applicable to business associates, and
gave state attorneys general new authority to file civil actions for damages or injunctions in federal courts to enforce the federal
HIPAA laws and seek attorney’ s fees and costs associated with pursuing federal civil actions. In addition, we are or may
become subject to U. S. state laws may-(such as the California Consumer Privacy Act of 2018 (“ CCPA ”) and foreign
laws (such as the EU’ s General Data Protection Regulation 2016 / 679 (“ EU GDPR ”), the EU GDPR as it forms part of
UK law by virtue of section 3 of the European Union (Withdrawal) Act 2018 (“ UK GDPR ”) that govern the-data privacy
aﬁd- securlty and protectlon These and other similar laws govern the privacy and security of personal data. health
Many of whieh-these laws differ from each other in significant ways and may not
have the same effect, thus-both of whlch eomplieating-complicate compliance efforts to the extent we are or may become
subject to these laws . Additionally, federal transparency laws, including the federal Physician Payments Sunshine Act created
under Section 6002 of the Health Care Reform Law and its implementing regulations, require that manufacturers of drugs,
devices, biologics and medical supplies for which payment is available under Medicare, Medicaid or the Children’ s Health
Insurance Program (with certain exceptions) report annually to the Centers for Medicare & Medicaid Services, or CMS,



information related to payments or other transfers of value made or distributed to physicians (defined to include doctors of
medicine, dentists, optometrists, podiatrists and chiropractors), other healthcare professionals (such as physician assistants and
nurse practitioners), and teaching hospitals, or to entities or individuals at their request or designation. Additionally, applicable
manufacturers and applicable group purchasing organizations are required to report annually to CMS certain ownership and
investment interests held by physicians (as defined above) and their immediate family members. 36Fhere—- There are also an
increasing number of analogous state laws that require manufacturers to file reports with states on pricing and marketing
information, such as tracking and reporting of gifts, compensations, other remuneration and items of value provided to
healthcare professionals and healthcare entities. For example, several states have enacted legislation requiring pharmaceutical
companies to, among other things, establish and implement commercial compliance programs, file periodic reports with the
state, make periodic public disclosures on sales, marketing, pricing, clinical trials are-19and other activities and / or register
their sales representatives. Certain state laws also regulate manufacturers’ use of prescriber- identifiable data. These laws may
affect our sales, marketing and other promotional activities by imposing administrative and compliance burdens. In addition,
given the lack of clarity with respect to these laws and their implementation, our reporting actions could be subject to the penalty
provisions of the pertinent state and federal authorities. If our operations are found to be in violation of any of the health
regulatory laws described above or any other laws that apply to us, we may be subject to penalties, including significant
criminal, civil and administrative penalties, damages, fines, imprisonment, exclusion from participation in government
healthcare programs, contractual damages, reputational harm, diminished profits and future earnings, additional reporting
requirements and / or oversight if we become subject to a corporate integrity agreement or similar agreement to resolve
allegations of non- compliance with these laws, and the curtailment or restructuring of our operations, any of which could
adversely affect our ability to operate our business and our results of operations. To the extent that any of our products are sold
in a foreign country, we may be subject to similar foreign laws and regulations, which may include, for instance, applicable
post- marketing requirements, including safety surveillance, anti- fraud and abuse laws, and implementation of corporate
compliance programs and reporting of payments or transfers of value to healthcare professionals. Coverage and Reimbursement
GenerallyThe commercial success of KORSUVA injection and our ability to commercialize any approved product eandidates—
candidate successfully will depend in part on the extent to which governmental payer programs at the federal and state levels,
including Medicare and Medicaid, private health insurers and other third- party payers provide coverage for and establish
adequate reimbursement levels. In the United States, private health insurers and other third- party payers often provide
reimbursement for products and services based on the level at which the government provides reimbursement through the
Medicare or Medicaid programs for such products and services. Patients who are prescribed treatments for their conditions and
providers performing the prescribed services generally rely on third- party payers to reimburse all or part of the associated
healthcare costs. Sales of KORSUVA injection and our product eandidates— candidate to the extent approved will therefore
depend substantially, both domestically and abroad, on the extent to which the costs of our products will be paid by health
maintenance, managed care, pharmacy benefit and similar healthcare management organizations, or reimbursed by government
health administration authorities, such as Medicare and Medicaid, private health insurers and other third- party payers. Further,
assuming coverage is approved, the resulting reimbursement payment rates might not be adequate. KORSUVA injection is
expected to be designated as a component of the government’ s bundled reimbursement for ESRD treatment. Our U. S.
commercial partner, CSL Vifor, submitted the payment reimbursement application for TDAPA and HCPCS to CMS in
September 2021. In December 2021, CMS granted TDAPA to KORSUVA injection in the anti- pruritic functional category.
TDAPA will apply to KORSUVA injection beginning April 1, 2022 for two years . On October 27, 2023, CMS published the
final CY 2024 rule, which finalized the post- TDAPA add- on payment as proposed in the draft CY 2024 rule. Under the
final rule, TDAPA drugs in existing functional categories will receive a post- TDAPA add- on payment set at 65 percent
of the total trailing 12- months expenditure levels for the given renal dialysis drug or biological product. The post-
TDAPA add- on payment will be applied to all ESRD PPS payments and paid for 3 years, adjusted annually. The add-
on payments for KORSUVA injection will commence on April 1, 2024 . Third- party payers are increasingly imposing
additional requirements and restrictions on coverage and limiting reimbursement levels for medical products, including
pharmaceuticals. For example, federal and state governments reimburse covered prescription drugs at varying rates generally
below average wholesale price. These restrictions and limitations influence the purchase of healthcare services and products.
Third- party payers may limit coverage to specific drug products on an approved list, or formulary, which might not include all
of the FDA- approved drug products for a particular indication. Additionally, third- party payers are increasingly challenging
the price and examining the medical necessity and cost- effectiveness of medical products and services, in addition to their
safety and efficacy. Therefore, we may need to conduct expensive pharmacoeconomic studies in order to demonstrate the
medical necessity and cost- effectiveness of our products, in addition to the costs required to obtain the FDA approvals.
KORSUVA injection and 34any-efeur200ur product eandidates— candidate , to the extent they-it reeetve-receives approval,
may not be considered medically necessary or cost- effective. Moreover, a payer’ s decision to provide coverage for a drug
product does not imply that an adequate reimbursement rate will be approved, and one payer’ s determination to provide
coverage for a product does not assure that other payers will also provide coverage. Adequate third- party reimbursement may
not be available to enable us to maintain price levels sufficient to realize an appropriate return on our investment in drug
development. Legislative proposals to reform healthcare or reduce costs under government insurance programs may result in
lower reimbursement for our products and product candidates or exclusion of our products and product candidates from
coverage. The cost containment measures that healthcare payers and providers are instituting and any healthcare reform could
significantly reduce our revenues from the sale of KORSUVA injection and any approved product eandidates— candidate .
Healthcare Regulatory Developmentsin the United States and some foreign jurisdictions, the legislative landscape with respect
to healthcare continues to evolve. There have been a number of legislative and regulatory changes to the healthcare system that



could affect our ability to sell our products profitably. Among policy makers and payers in the United States and elsewhere,
there is significant interest in promoting changes in healthcare systems with the stated goals of containing healthcare costs,
improving quality and expanding access. In the United States, the pharmaceutical industry has been a particular focus of these
efforts and has been significantly affected by major legislative initiatives. For example, the Health Care Reform Law was passed
in March 2010 and includes provisions that have substantially changed healthcare financing by both governmental and private
insurers. Among other provisions that could have an impact on our business, the Health Care Reform Law revised the
methodology by which rebates owed by manufacturers to the state and federal government for covered outpatient drugs under
the Medicaid Drug Rebate Program are calculated, increased the minimum Medicaid rebates owed by most manufacturers under
the Medicaid Drug Rebate Program, extended the Medicaid Drug Rebate program to utilization of prescriptions of individuals
enrolled in Medicaid managed care organizations, subjected manufacturers to new annual fees and taxes for certain branded
prescription drugs, and provided incentives to programs that increase the federal government’ s comparative effectiveness
research. Additionally, the Health Care Reform Law implemented a new Medicare Part D coverage gap discount program in
which manufacturers must now agree to offer 70 % point- of- sale discounts off negotiated prices of applicable brand drugs to
eligible beneficiaries during their coverage gap period as a condition for the outpatient drugs being covered under Medicare Part
D. There have been executive, judicial and Congressional challenges to certain aspects of the Health Care Reform Law. For
example, the Tax Cuts and Jobs Act 0of 2017, or TCJA, included a provision that repealed, effective January 1, 2019, the tax-
based shared responsibility payment imposed by the Health Care Reform Law on certain individuals who fail to maintain
qualifying health coverage for all or part of a year that is commonly referred to as the “ individual mandate ”. On June 17, 2021,
the U. S. Supreme Court dismissed a challenge on procedural grounds that argued the Health Care Reform Law is
unconstitutional in its entirety because the * individual mandate ” was repealed by Congress. Thus, the Health Care Reform Law
will remain in effect in its current form. Prior to the U. S. Supreme Court ruling, on January 28, 2021, President Biden issued an
executive order to initiate a special enrollment period from February 15, 2021 through August 15, 2021 for purposes of
obtaining health insurance coverage through the Health Care Reform Law marketplace. The executive order also instructed
certain governmental agencies to review and reconsider their existing policies and rules that limit access to healthcare, including
among others, reexamining Medicaid demonstration projects and waiver programs that include work requirements, and policies
that create unnecessary barriers to obtaining access to health insurance coverage through Medicaid or the Health Care Reform
Law. In addition, on August 16, 2022, President Biden signed the Inflation Reduction Act of 2022, or IRA, into law, which
among other things, extends enhanced subsidies for individuals purchasing health insurance coverage in Health Care Reform
Law marketplaces through plan year 2025. The IRA also eliminates the *“ donut hole ” under the Medicare Part D program
beginning in 2025 by significantly lowering the beneficiary maximum out- of- pocket cost and creating a new manufacturer
discount program. It is possible that the Health Care Reform Law will be subject to judicial or Congressional challenges in the
future. It is unclear how such challenges and the healthcare reform measures of the Biden administration will impact the Health
Care Reform Law and our business. 32f— 21In addition, other legislative changes have been proposed and adopted since the
Health Care Reform Law was enacted. In August 2011, President Obama signed into law the Budget Control Act of 2011, as
amended, which, among other things, created the Joint Select Committee on Deficit Reduction to recommend proposals in
spending reductions to Congress. The Joint Select Committee on Deficit Reduction did not achieve its targeted deficit reduction
of at least $ 1. 2 trillion for the years 2013 through 2021, triggering the legislation’ s automatic reductions to several
government programs. These reductions include aggregate reductions to Medicare payments to providers of up to 2 % per fiscal
year startlng in 2013 and due to subsequent leglslatlve amendments w111 remain in effect until 293—1—2032 rexeeptfora
t 6 D-—9-pandem e unless additional
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0 viders-fron ars Addltlonally, on March
l 1, 2021 Pres1dent Blden s1gned the American Reseue Plan Act of 2021 1nt0 law, whlch ehmlnates the statutory Medicaid drug
rebate cap, currently set at 100 % of a drug’ s average manufacturer price, for single source and innovator multiple source drugs,
beginning January 1, 2024. Congress is considering additional health reform measures. In the United States, the EU, and other
potentially significant markets for our product candidates, government authorities and third- party payers are increasingly
attempting to limit or regulate the price of medical products and services, particularly for new and innovative products and
therapies, which often has resulted in average selling prices lower than they would otherwise be. Further, the increased
emphasis on managed healthcare in the United States and on country and regional pricing and reimbursement controls in the EU
will put additional pressure on product pricing, reimbursement and utilization, which may adversely affect our future product
sales and results of operations. For example, there have been several recent U. S. Presidential executive orders, Congressional
inquiries and proposed and enacted federal and state legislation designed to, among other things, bring more transparency to
drug pricing, review the relationship between pricing and manufacturer patient programs, reduce the cost of drugs under
Medicare, and reform government program reimbursement methodologies for drugs. At the federal level, in July 2021, the
Biden administration released an executive order, “ Promoting Competition in the American Economy, ” with multiple
provisions aimed at prescription drugs. In response to Biden’ s executive order, on September 9, 2021, the U. S. Department of
Health and Human Services, or HHS, released a Comprehensive Plan for Addressing High Drug Prices that outlines principles
for drug pricing reform and sets out a variety of potential legislative policies that Congress could pursue as well as potential
administrative actions HHS can take to advance these principles. No legislation or administrative actions have been finalized to
implement these principles. It is unclear whether these or similar policy initiatives will be implemented in the future. In addition,
the IRA, among other things, (1) directs HHS to negotiate the price of certain single- source drugs and biologics covered under



Medicare and (2) imposes rebates under Medicare Part B and Medicare Part D to penalize price increases that outpace inflation.
These provisions wH-take effect progressively starting in fiscal year 2023 . On August 29 . although-2023, HHS announced
they—- the may-list of the first ten drugs that will be subject to price negotiations, although the Medicare drug price
negotiation program is currently subject to lcgal challenges. It is earrenthy-unclear how the IRA will be implemented but is
likely to have a significant impact on the pharmaceutical industry. Farther;-In response to the Biden administration released-an
additional’ s October 2022 cxecutive order on ee’febePFebruary 14 %922—2023 dtfeet-mg—HHS released te-submit-a report
outlining en-hew-the-three Cente are-and-M h estnew models for
testing by the CMS Innovation Center whlch w1ll be evaluated on thelr ablllty to -}ewefmg—=—— lower drig-the eosts— cost
for-Medteare-of drugs, promote accessibility, and Medieatd-beneftetaries-improve quality of care . It is unclear whether these
-- the models this-exeeutive-order-orsimilarpoliey-initiatives-will be implemented-utilized in any health reform measures in
the future . Further, on December 7, 2023, the Biden administration announced an initiative to control the price of
prescription drugs through the use of march- in rights under the Bayh- Dole Act. On December 8, 2023, the National
Institute of Standards and Technology published for comment a Draft Interagency Guidance Framework for
Considering the Exercise of March- In Rights which for the first time includes the price of a product as one factor an
agency can use when deciding to exercise march- in rights. While march- in rights have not previously been exercised, it
is uncertain if that will continue under the new framework . At the state level, legislatures have increasingly passed
legislation and implemented regulations designed to control pharmaceutical and biological product pricing, including price or
patient reimbursement constraints, discounts, restrictions on certain product access and marketing cost disclosure and
transparency measures, and, in some cases, to encourage importation from other countries and bulk purchasing . For example,
on January 5, 2024, the FDA approved Florida’ s Section 804 Importation Program (SIP) proposal to import certain
drugs from Canada for specific state healthcare programs. It is unclear how this program will be implemented,
including which drugs will be chosen, and whether it will be subject to legal challenges in the United States or Canada.
Other states have also submitted SIP proposals that are pending review by the FDA. Any such approved importation
plans, when implemented, may result in lower drug prices for products covered by those programs . These pressures can
arise from rules and practices of managed care groups, judicial decisions and laws and regulations related to Medicare, Medicaid
and healthcare reform, pharmaceutical coverage and reimbursement policies and pricing in general. Hrese-22These and other
healthcare reform initiatives may result in additional reductions in Medicare payments and other healthcare funding, which
could have a material adverse effect on our financial operations. We expect that additional state and federal healthcare reform
measures will be adopted in the future, any of which could limit the amounts that federal and state governments will pay for
healthcare products and services, which could further limit the prices we are able to charge, or the amounts of reimbursement
avallable for KORSUVA injection and our product ea-nd-tdates» candldate once -3-3-t-hey—~ they are appr oved —Furtheritis

h v etton v e-. Foreign RegulationIn order to
market any product outqlde of the Unlted States, we would need to comply with numerous and varying regulatory requirements
of other countries regarding safety and efficacy and-. Individual countries governing—-- govern , among other things, clinical
trials, marketing authorization, commercial sales and distribution of our products. For example, in the EU, we must obtain
authorization of a clinical trial application, or CTA, through the Clinical Trials Registration process in cach member state in
which we intend to conduct a clinical trial. Whether or not we obtain FDA marketing approval for a product, we would need to
obtain the necessary approvals by the comparable regulatory authorities of foreign countries before we can commence elinteat
#riafs-er-marketing of the product in those countries. The approval process varies from country to country and can involve
additional product testing and addittenal-varying administrative review periods. The time required to obtain approval in other
countries might differ from and be longer than that required to obtain FDA approval. Regulatory approval in one country does
not ensure regulatory approval in another, but a failure or delay in obtaining regulatory approval in one country may negatively
impact the regulatory preeess-outcome in others. Employees and Human €apitatAs-CapitalOn January 22, 2024, we
announced a planned workforce reduction of up to 50 % of our employees in order to reduce our operating expenses and
focus our efforts on development of oral difelikefalin in chronic pruritus associated with NP. As of March 2-1 , 2623-2024
, we had +86-55 employees, of whom 32-15 hold PharmD, PhD or MD degrees or the foreign equivalent. All of these employees
are located in the United States. None of our employees are represented by a labor union or covered by a collective bargaining
agreement. We consider our relationship with our employees to be good. Our human capital resources objectives include, as
applicable, identifying, recruiting, retaining, incentivizing, and integrating our existing and new employees, advisors, and
consultants. The principal purposes of our equity and cash incentive plans are to attract, retain and reward personnel through the
granting of stock- based and cash- based compensation awards, in order to increase stockholder value and the success of our
company by motivating such individuals to perform to the best of their abilities and achieve our objectives. Website Access to
ReportsOur website is www. caratherapeutics. com. We are subject to the informational requirements of the Exchange Act and
file or furnish reports, including our Annual Report on Form 10- K, Quarterly Reports on Form 10- Q, Current Reports on Form
8- K, and amendments to reports filed pursuant to Sections 13 (a) and 15 (d) of the Exchange Act, proxy statements and other
information with the SEC. We make copies of these reports and other information available free of charge through our website
(under the heading “ SEC Filings ™) as soon as reasonably practicable after we file or furnish them with the SEC. The SEC
maintains a website that contains reports, proxy and information statements and other information regarding issuers that file
electronically with the SEC at www. sec. gov. The information contained on the websites referenced in this Annual Report on
Form 10- K is not incorporated by reference into this filing, and the website addresses are provided only as inactive textual
references. Item 1A. Risk FactorsIn addition to other information contained in this Annual Report on Form 10- K, the following
risks should be considered in evaluating our business and future prospects and an investment in our common stock. The risks
and uncertainties described below are not the only ones we face. If any of the following risks and uncertainties develops into




actual events, our business, financial condition, results of operations and cash flows could be materially adversely affected. In
that case, the price of our common stock could decline and you may lose all or part of your investment. 34Risles—- 23Risks
Related to Our Business and the Development and Commercialization of Our Product and Product €andidatesWe—
CandidateWe are substantially dependent on the success of oral difelikefalin for the treatment of NP, which is our only
current product and-produet-eandidates— candidate . [f we are unable to successfully complete clinical development, obtain
additionat-regulatory approvals and commercialize oral difelikefalin eurproduet-and-produeteandidates-, or experience
significant delays in doing so, our business will be materially harmed. Our business depends on the successful development,
regulatory approval , and commercialization of our preduets; KORSHVA-injeetiorrand-Kapruvia;and-other-product eandidates—

candidate . [n AugustJanuary 26242024 , we announced a prioritization the FPA-approved KORSUVA-injectionfor-the
t-reatﬂaeﬁt—of meder&te—our plpelme to focus our resources on our late te-—severe—GKB-—a-P—stage chmcal program

wth GS-L—Vrfe%advanced chronlc kldney dlsease
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smgle product candidate in clini evelopment
oral difelikefalin for the treatment of chronic pruritus assoc1ated with NP, which we are currently evaluating in a Phase
2 /3 clinical trial. We cannot be certain that oral difelikefalin or any future product candidates will be successful in clinical
trials or receive regulatory approval. Regulatory authorities may interpret our data differently than we have. We are not
permitted to market or promote any of our product candidates before we receive regulatory approval from the FDA or
comparable foreign regulatory authorities, and we may never receive such regulatory approval for oral difelikefalin or any
future efeur-product candidates. The success of our preduets-and-product eandidates— candidate will depends— depend on
many factors, including but not limited to: @ successful enrollment in, and completion of, clinical trials, as well as completion of
preclinical studies ; ® safety-and-favorable efficacy and acceptable safety data from our clinical trials and other studies ; ® receipt
of additional regulatory approvals ; ® managing our reliance on sole- source third parties such as our third- party vendors,
suppliers , and manufacturers ; 35-e the performance by CROs or other third parties and consultants we may retain of their
duties to us in a manner that complies with our protocols and applicable laws and that protects the integrity of the resulting data ;
e obtaining and maintaining patent, trade secret and other intellectual property protection and regulatory exclusivity ; ® ensuring
we do not infringe, misappropriate or otherwise violate the valid patent, trade secret or other intellectual property rights of third
partles ° suceessfully ldunchms_ elther aloneeuﬁ or w1th a commerclal partner, any product stehas KORSUVA

ot 3 oHr-6 pro da candidate for which
regulatory —rﬁaﬂd—w-heﬂ—appreved-approval is recelved ° obtdmm and malntamln;: favorable reimbursement from third-
party payers and governments for products and product eandidates— candldate ; ® competition with other products ; ® post-
marketing commitments, if any, to regulatory agencies following regulatory approval of our product eandidates— candidate ; o
continued acceptable safety profile following regulatory approval ; and-and24 e manufacturing or obtaining sufficient supplies
of our products and product eandidates— candidate that may be necessary for use in clinical trials for evaluation of our product
eandidates-— candidate and commercialization of ewr-any approved produets— product . [f we do not achieve and maintain one
or more of these factors in a timely manner or at all, we could experience significant delays in our ability to, or be unable to
obtain additienal-regulatory approvals for, and / or to successfully commercialize our products and product eandidates—
candidate , which would materially harm our business and we may not be able to generate sufficient revenues and cash flows to
continue our operations and-may-oeeutfor-Any of these occurrences many— may reasons-harm our business,financial
condition and prospects significantly.Additionally,our products ,including KORSUVA injection and Kapruvia , but-are
subject to continuing regulatory oversight.Drugs are more widely used by patients once approval has been obtained and




therefore side effects and other problems may be observed after approval that were not imited-to-seen or anticipated,or
were not as prevalent or severe,during pre- approval clinical trials or nonclinical studies.The subsequent delivery of
previously unknown problems with a product,or public speculation about adverse safety events,could face a number of
potentially significant negatlve consequences could result 1nclud1ng o regulatory authorltles ehinteal-sttes-and
trvestigators-may suspend devia atning-or otherwise;and-withdraw
approvals of such product;e regulatory authorltles may requlre additional warnlngs on the label;® we may faitbe

requlred to deteet—a-ny—create a medlcatlon gulde outhnlng the risks of such s1de effects deﬁat-teﬁs—m—a—&me}y

patients s
promotlonal tﬂa-}s—materlals dt

: ay requlre us to eenéuet—addit—ienal—preel-i-niea-l—s&td-tes—prOVIde
correctlve 1nformat10n to healthcare practltlonerS°o require us or or-our ehinteal-trials-collaborators to enter into a
consent decree ,which can include imposition of various fines,reimbursements for inspection costs,required due dates for
specific actions and penalties for noncompliance;e impose other civil or criminal penalties;® impose restrictions on
operations,including costly new manufacturing requirements;e® seize or detain products or require a product recall;® we
woutld-could be sued and held liable for harm eatse-caused to patients;e the sales of the product may decrease
s1gn1ﬁcantly;and ® our reputatlon may suffer.Any of these events could prevent us from ach1ev1ng %e—rneu%&dd-rﬁeﬂa-}

ope PPN eRses 4 o be—s a1an A PP I A ag
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1njectlon and the part1cular product candldate,lf approved and could 51gn1ficantly harm himit-the-prospeets-forregulatory
v . v our business sfinanetat
eonditton- results of operatlons and prospects.If we experlence contlnuous delays or dlfflcultles in the enrollment of patients in
clinical trials,our receipt of necessary regulatory approvals could be delayed or prevented. We may not be able to initiate or
continue conducting clinical trials for our product eandidate-candidates if we are unable to locate and enroll a sufficient number
of eligible patients to participate in these trials as required by the FDA or similar regetatery-50regulatory authorities outside the
United States.Some of our competitors have ongoing clinical trials for product candidates that treat the same indications as our
product eandidate-candidates ,and patients who would otherwise be eligible for our clinical trials may instead enroll in clinical
trials of our competitors’ product candidates.Patient enrollment is affected by other factors including: —e the size and nature of
the patient population; —e the severity of the disease under investigation; —e the eligibility criteria for,and design of,the trial in
question; —e the perceived risks and benefits of the product candidate under study; —e competition in recruiting and enrolling
patients in clinical trials; —e the efforts to facilitate timely enrollment in clinical trials; —e® the patient referral practices of
physicians; —e the ability to monitor patients adequately during and after treatment; —e the proximity and availability of clinical
trial sites for prospective patients;and ~e delays or difficulties due to the COVID- 19 publie-health-erises;sueh-as-pandemies—-
pandemic or-other-simtlar-eutbreaks- For example,we experienced a delay in patient enrollment for our Phase 2 clinical trial of
oral difelikefalin for the treatment of pruritus in patients with hepatic impairment due to PBC that led to our decision to
ultimately discontinue and unblind %6%1&13» th1s trial. We could i in the future experlence similar delays in our ongoing oral
difelikefalin pregrantrprograms + ; A : dates- Our inability to
enroll a sufficient number of patients for our chnlcal trials Would result in significant delays and could require us to abandon one
or more clinical trials altogether. We may encounter difficulties and / or delays in completing our planned
enrollments.Enrollment delays in our clinical trials may result in increased development costs for our product eandidate
candidates .or the inability to complete development of our product eandidate-candidates ,which would cause the value of our
company to decline,limit our ability to obtain additional financing,and materially impair our ability to generate revenues.Risks

. We rely, and expect to continue to rely, on third parties to conduct our preclinical studies and clinical trials, and those third
parties may not perform satisfactorily, including failing to meet deadlines for the completion of such trials. We rely on third-
party CROs to conduct our preelinteat-and-clinical trials for oral difelikefalin al-ofeurprodueteandidates- and do not plan to
independently conduct preclinical studies or clinical trials of any other potential product candidates. We expect to continue to
rely on third parties, such as CROs, clinical data management organizations, medical institutions and clinical investigators, to
conduct our preclinical studies and clinical trials. These agreements might terminate for a variety of reasons, including a failure
to perform by the third parties. If we need to enter into alternative arrangements, that would delay our product development
activities and adversely affect our business. Our reliance on these third parties for development activities will reduce our control
over these activities. Nevertheless, we are responsible for ensuring that each of our studies is conducted in accordance with the
applicable protocol, legal, regulatory and scientific standards and our reliance on the CROs does not relieve us of our regulatory
responsibilities. For example, we will remain responsible for ensuring that each of our clinical trials is conducted in accordance
with the general investigational plan and protocols for the trial and for ensuring that our preclinical trials are conducted in
accordance with FDA’ s good laboratory practice, or GLP, as appropriate. Moreover, the FDA and comparable foreign
regulatory authorities require us to comply with standards, commonly referred to as good clinical practices, or GCPs, for
conducting, recording and reporting the results of clinical trials to assure that data and reported results are credible and accurate
and that the rights, integrity and confidentiality of trial participants are protected. Regulatory authorities enforce these




requirements through periodic inspections of trial sponsors, clinical investigators and trial sites. If we or any of our CROs fail to
comply with applicable GCPs, the clinical data generated in our clinical trials may be deemed unreliable and the FDA or
comparable foreign regulatory authorities may require us to perform additional clinical trials before approving our marketing
applications. We cannot assure you that upon inspection by a 36given—- given regulatory authority, such regulatory authority
will determine that any of our clinical trials complies with GCP regulations. In addition, our clinical trials must be conducted
with product produced, under current good manufacturing practices, or cGMP, regulations. Our failure to comply with these
regulations may require us to repeat clinical trials, which would delay the regulatory approval process. We also are required to
register certain clinical trials and post the results of certain completed clinical trials on a government- sponsored database,
ClinicalTrials. gov, within specified timeframes. Failure to do so can result in fines, adverse publicity and civil and criminal
sanctions. Our CROs may also have relationships with other entities, some of which may be our competitors. In addition, our
CROs are not our employees, and except for remedies available to us under our agreements with such CROs, we cannot control
Whether or not they devote sufficient time and resources to our on- gorng Cllmcal non- clinical and precllnrcal programs —¥

: ; ; : it ; : . If these third
parties do not successfully carry out therr contractual duties, meet expected deadlrnes or Conduct our precllnrcal studies or
clinical trials in accordance with regulatory requirements or our stated protocols, if they need to be replaced or if the quality or
accuracy of the clinical data they obtain is compromised due to the failure to adhere to our clinical protocols, regulatory
requirements or for other reasons, our clinical trials may be extended, delayed or terminated and we may not be able to obtain,
or may be delayed in obtaining, marketing approvals for our product eandidates— candidate and will not be able to, or may be
delayed in our efforts to, successfully commercialize our products and product eandidates— candidate . As a result, our results
of operations and the commercial prospects for our products and product candidates would be harmed, our costs could increase
and our ability to generate revenues could be delayed. If any of our relationships with these third- party CROs terminate, we
may not be able to enter into arrangements with alternative CROs or to do so on commercially reasonable terms. Switching or
adding additional CROs involves additierrat-27additional cost and requires management time and focus. In addition, there is a
natural transition period when a new CRO commences work. As a result, delays could occur, which could compromise our
ability to meet our desired development timelines. Though we carefully manage our relationships with our CROs, there can be
no assurance that we will not encounter similar challenges or delays in the future or that these delays or challenges will not have
a material adverse impact on our business, financial condition and prospects. If the manufacturers upon whom we rely fail to
produce our preduets-er-product eandidates— candidate or any potential future product candidate in the volumes that we
require on a timely basis, or to comply with stringent regulations applicable to pharmaceutical drug manufacturers, we may face

delays in the development and-eommeretalization-of -or-our be-unable-to-meet-demand-for;-our-produets— product candidate
and-may-lose-potentialreventes-. We do not manufacture oral difelikefalin KORSEVA-injeetion-or-any-of ourproduet

eattdidates-, and we do not currently plan to develop any capacity to do so. We currently rely, and expect to continue to rely, on
third parties for the manufacture of eur-oral difelikefalin and any potential future produets— product candidate for
eommeretalization-preclinical and clinical testing. If we were to experience and-- an unexpected loss of supply of our
product candidate or any of our future product candidates for preetinieal-and-any reason, whether as a result of
manufacturing, supply or storage issues or otherwise, we could experience delays, disruptions, suspensmns or
terminations of, or be required to restart or repeat, any pending or ongoing clinical testing-studies . It is our intention that,
by the time of additional-any regulatory approvals for commercialization of oral difelikefalin , we will have negotiated long-
term Cornm1trnents with at least one prlmary supplrer for each manufacturrng and drstrrbutron functron l-ﬁ%u-l-y—Z-G—lQ,—we—eﬂfefed

W : oft- Any problems or
delays we experience in preparing for Commerc1al scale manufacturrng ofa product or product candidate may result in a delay
in FDA approval of the product or product candidate or may impair our ability to manufacture commercial quantities, which
would adversely affect our business. For example, our manufacturers will need to produce specific batches of our preduets-and
product or product eandidates— candidate to demonstrate acceptable stability under various conditions and for commercially
viable lengths of time. We and our contract manufacturers will need to demonstrate to the FDA and other regulatory authorities
this acceptable stability data for our pfed-uets—a-nd—product or product eandidates— candidate , as well as validate methods and
manufacturing processes, in order to receive and maintain regulatory approval to commercralrze KORSUVA-injeettomrorany
other-approved product candidates. Furthermore, if our commercial manufacturers fail to deliver the required commercial
quantities of bulk drug substance or finished product on a timely basis and at commercially reasonable prices, we would likely
be unable to meet demand for our preduets— product and we would lose potential revenues. The manufacture of pharmaceutical
products requires significant expertise and capital investment, including the development of advanced manufacturing techniques
and process controls. Manufacturers of pharmaceutical products often encounter difficulties in production, particularly in scaling
up initial production. These problems include 37difftentttes—- difficulties with production costs and yields, quality control,
including stability of the products and product candidate and quality assurance testing, shortages of qualified personnel, as well
as compliance with strictly enforced federal, state and foreign regulations. Our manufacturers may not perform as agreed. If our
manufacturers were to encounter any of these difficulties, our ability to provide products for commercialization and product
candidates to patients in our clinical trials would be jeopardized. This could, among other things, lead to increased costs, lost
revenue, damage to customer relationships, time and expense spent investigating the cause and, depending on the cause, similar
losses with respect to other batches or products. If problems are not discovered before the product is released to the market,
recall and product liability costs may also be incurred. Further, we may rely on proprietary technology developed by our
contract manufacturers for purposes of manufacturing certain of our products and product eandidates— candidate and our failure
to negotiate or maintain the long- term use of any such proprietary technology or the inability for our contract manufacturers to



produce our products and product eandidates- candidate or components of our products and product eandidates— candidate in
the volumes that we require on a timely basis, may lead to delays or interruptions in the regulatory approval or
commercialization process, as well as increased costs. For example, in August 2019, we entered into the Enteris License
Agreement and intend to use Enteris’ s Peptelligence ® technology to develop, manufacture and commercialize oral
difelikefalin. If we experience any interruptions in the manufacture, delivery or scale- up of the Enteris formulation technology,
we may experience delays in the development and commercialization of oral difelikefalin. Further, if we are unable to maintain
our relationship with Enteris, we may be forced to reformulate oral difelikefalin which could result in significantly delaying
commercializing oral difelikefalin and require us to incur additional costs in connection with such reformulation and potentially
needed to seek additional approvals from the FDA. The operations of our third- party manufacturers have been and may in the
future be eenstrained-28constrained or disrupted and their operating capacity may be reduced by the-€OVIB-—19-public health
crises, such as pandemte-pandemics or other similar outbreaks . which could negatively impact our clinical development and
commercialization timelines. In addition, all manufacturers of our products and product eandidates—- candidate must comply
with cGMP requirements enforced by the FDA through its facilities inspection program. These requirements include quality
control, quality assurance and the maintenance of records and documentation. Manufacturers of our products and product
eandidates— candidate may be unable to comply with these cGMP requirements and with other FDA, state and foreign
regulatory requirements. If our contract manufacturers cannot successfully manufacture material that conforms to our
specifications and the strict regulatory requirements of the FDA or other regulatory authorities, they will not be able to secure
and / or maintain regulatory approval for their manufacturing facilities. In addition, regulatory agencies subject an approved
product, its manufacturer and the manufacturer’ s facilities to continual review and inspections, including periodic unannounced
inspections. The subsequent discovery of previously unknown problems with our current or any future approved products,
including adverse events of unanticipated severity or frequency, or problems with the facilities where our current or any future
approved products are manufactured, may result in restrictions on the marketing of our current or any such future approved
products, up to and including withdrawal of the affected product from the market. We have little control over our manufacturers’
compliance with these regulations and standards. If the FDA or a comparable foreign regulatory authority does not approve
these facilities for the manufacture of our products and product eandidates— candidate or if it withdraws any such approval in
the future, we may need to find alternative manufacturing facilities, which would significantly impact our ability to develop,
obtain regulatory approval for or market our products and product eandidates— candidate , if approved. A failure to comply
with these requirements may result in fines and civil penalties, suspension of production, suspension, delay or denial of product
approval, product seizure or recall, or withdrawal of product approval. If the safety of any quantities supplied is compromised
due to our manufacturers’ failure to adhere to applicable laws or for other reasons, we may not be able to obtain regulatory
approval for or successfully commercialize our products and product eandidates— candidate . 38Even—- Even if we obtain
addittenal-regulatory approvals for our product eandidates— candidate or any potential future product candidate , they may
never be successfully launched or become profitable, in which case our business, prospects, operating results and financial
condition may be materially harmed. In order to successfully launch a eurpreduets-and-product eandidates-and have themit
become profitable, we anticipate that we will have to dedicate substantial time and resources. Our ability to generate revenues
from our commercialized products will depend on a number of factors, including, but not limited to: @ achievement of broad
market acceptance and coverage by government and third- party payers for our preduets— product ; ® our or our partners’
effectiveness in marketing and selling our preduets— product ; e our ability to have manufactured commercial quantities of our
produets— product at acceptable cost levels and in compliance with regulatory requirements; ® our ability to maintain a cost-
efficient organization and, to the extent we seek to do so, to collaborate successfully with additional third parties; @ our ability to
expand and maintain intellectual property protection for our preduets— product successfully; e the efficacy and safety of our
produets— product ; and / or e our ability to comply with regulatory requirements, which are subject to change. Because of the
numerous risks and uncertainties associated with our commercialization efforts, we may not be able to achieve profitability. For
example, we previously successfully developed KORSUVA injection through regulatory approval, for the treatment of
moderate- to- severe pruritus associated with chronic kidney disease in adults undergoing hemodialysis. However, this
product failed to achieve meaningful commercial success. Even-29Even if we do achieve profitability, we may not be able to
sustain or increase profitability on a quarterly or annual basis. A failure to become and remain profitable would depress the
value of our company and could impair our ability to raise capital, expand our business, diversify our product offerings or
continue our operations. A decline in the value of our company could also cause you to lose all or part of your investment. If we
or our collaborators are unable to establish effective marketing and sales capabilities, or if we are unable to enter into or
maintain agreements with third parties to market and sell our preduets-and-product and product eandidates— candidate , if they
are approved, we may be unable to generate product revenues. We currently do not have an internal commercial infrastructure
for the marketing, sale , and distribution of pharmaceutical products , but we intend to develop this infrastructure if oral
difelikefalin or any future product candidate is approved for marketing in the United States . [n order to commercialize
oral difelikefalin etr— or any potential future product and-produeteandidates— candidate (if approved) in the United States ,
we mast-will need to build our marketing, sales and distribution capabilities . We have no prior experience in the marketing,
sale and distribution of pharmaceutical products, and there are significant risks involved in the building and managing
of a commercial infrastructure to the extent we choose to do so in the future. The establishment and development of o
our own sales force and related plans to market any products in the United States we may develop will be expensive and
time- consuming and could delay any product launch, and we may not be able to successfully develop this capability. If
oral difelikefalin or any future product candidate is approved for marketlng outside of the United States, we intend to

make and malntaln arrangements with thlrd partlei to perform the%e qervweq We have-no-priorexpetienee-in-the-marketing,sale




pharmaceutlcal and blotechnology compameq to recrult hire, train, manage and retam marketmg and sales personnel. In the
event that we or our partners or our collaborators are unable to develop a marketing and sales infrastructure, we may not be able
to commercialize KORSHVA-njeetionroral difelikefalin or any potential efeur-othereurrentor-future product eandidates—
candidate , which would limit our ability to generate product revenues. Factors that may inhibit our or our partners’ or
collaboratorq efforts to commercialize KORSHVA-injeetion-or-oral difelikefalin, if approved, et or any potential other
enrrentor-future product eandidates— candidate include: e inability to recruit, train, manage and retain adequate numbers of
effective sales and marketing personnel; ® inability of sales personnel to obtain access to physicians and other providers or
educate adequate numbers of physicians and other providers on the benefits of prescribing KORSHVA-injeetion-or-our-other—-
the eurrentor-fature-product eandidates-; @ inability to effectively oversee a geographically dispersed sales and marketing team;
e the lack of complementary products to be offered by sales personnel, which may put us at a competitive disadvantage relative
to companies with more extensive product lines; and @ unforeseen costs and expenses associated with creating an independent
sales and marketing organization. Our or our partners’ or our collaborators’ sales force and marketing teams may not be
successful in commercializing any approved product candidate that may receive regulatory approval. For example, we
previously partnered with CSL Vifor for the commercialization of KORSUVA injection , but that erany-efeureother
enrrentor-fature-product eandidates-has not achieved meaningful commercial success . In the event that we are unable to
successfully collaborate with a third- party marketing and sales organization to commercialize any approved product eandidates
- candidate outside the United States, our ability to generate product revenues may be limited. To the extent that we rely on
third parties to commercialize products for which we obtain regulatory approval, we may receive less revenues than if we
commercialized these products ourselves. In addition, we would have less control over the sales efforts of any other third parties
involved in our commercialization efforts. ¥e-30We face significant competition from other pharmaceutical and biotechnology
companies, academic institutions, government agencies and other research organizations. Our operating results will suffer if we
fail to compete effectively. The development and commercialization of new drug products is highly competitive. We face
competition with respect to our current preduets-and-product , KORSUVA injection, and our product eandidates— candidate,
and will face competition with respect to any product candidates that we may seek to develop or commercialize in the future,
from major pharmaceutical companies, specialty pharmaceutical companies and biotechnology companies worldwide. There are
a number of large pharmaceutical and biotechnology companies that currently market and sell products or are pursuing the
development of products for the treatment of patand-pruritus. Potential competitors also include academic institutions,
government agencies and other public and private research organizations that conduct research, seek patent protection and
establish collaborative arrangements for research, development, manufacturing and commercialization. Among the companies
that currently market or are developing therapies in the pruritus space that, if approved, our oral difelikefalin produets-and
produet-eandidates-may potentially compete with include: Pfizer, AbbVie, Eli Lilly, Amgen, Regeneron, Leo Pharma,

Galderma, Chugai ;Fre¥t, Incyte and others. Our commercial opportunity could be reduced or eliminated if our competitors
develop and commercialize products that are safer, more effective, have fewer or less severe side effects, are more convenient or
are less expensive than our products or our current or future product candidates. Our competitors also may obtain FDA or other
regulatory approval for their products more rapidly than we may obtain approval for ours, which could result in our competitors
establishing a strong market position before we are able to enter the market. In addition, our ability to compete may be affected
in many cases by insurers or other third- party payers seeking to encourage the use of generic products. Generic products are

eurrently-on-the-approved or used in clinical practice in some marketmarkets for seme-ofihe indieattons— indication that

our we-are-pursting;-and-additional-produets— product are-40expeeted-candidate is intended to treat beeome-avaable-ona
generte-basis-over-the-eoming-years-. We expect that oral difelikefalin KORSUVA-injeetion;-and eur-any potential future

product candidates €, if approved ¥, swH-would be priced at a significant premium over competitive generic products , if any .
Many of the companies against which we are competing or against which we may compete in the future have significantly
greater financial resources and expertise in R & D, manufacturing, preclinical testing, conducting clinical trials, obtaining
regulatory approvals and marketing approved products than we do. Mergers and acquisitions in the pharmaceutical and
biotechnology industries may result in even more resources being concentrated among a smaller number of our competitors.
Early- stage companies may also prove to be significant competitors, particularly through collaborative arrangements with large
and established companies. These third parties compete with us in recruiting and retaining qualified scientific and management
personnel, establishing clinical trial sites and patient registrattenrecruitment for clinical trials, as well as in acquiring

technologle% Complementary to, or nece%sary for our programs —Fe-the-extent-that KORSHUVA-injeetion-or-our-produet




product llabllltv exposure, and if successful claims are brought agz unst us, we may incur substantml llabllltv fer—KGRSU%%
-rnjeeﬁeﬁ—and may have to limit commerclallzatlon of or-our ettret-her—euffe&t—&nd—f&tufe—ploduct e&nd-t&a-tes— candldate that

the sale of our ploduuts to, use of our products by, and testing of our ploduute&nd-td&te& candidate in, serlously 1ll patlents For
example, product liability claims might be brought against us by consumers, healthcare providers or others using, administering
or selling our products. We may be sued if any product we develop allegedly causes injury or is found to be otherwise
unsuitable during clinical testing, manufacturing, marketing or sale. Any such product liability claims may include allegations
of defects in manufacturing, 42defeets—- defects in design, a failure to warn of dangers inherent in the product, negligence, strict
liability or a breach of warranties. If we cannot successfully defend ourselves against these claims, we will incur substantial



liabilities. Regardless of merit or eventual outcome, liability claims may result in: ® loss of revenue from decreased demand for
our products and / or product eandidates—- candidate ; ® impairment of our business reputation or financial stability; e costs of
related litigation; 31 e substantial monetary awards to patients or other claimants; @ diversion of management attention and
scientific resources from our business operations; ® withdrawal of clinical trial participants and potential termination of clinical
trial sites or entire clinical programs; e the inability to successfully commercialize our products and / or product eandidates—
candidate ; e significant negative media attention; e initiation of investigations by regulators or increased regulatory scrutiny; ®
product recalls withdrawals or labeling, marketing or promotional restrictions; and e the inability to commercialize our product
eandidates-— candidate . For Withrespeetto KORSUVA-njeetion-and-any of eurotherproduct eandidates— candidate that are
is approved for commercial sale, we are;ane-will be ;-highly dependent upon phystetanrhealtheare provider and patient
perceptions of us and the safety and quality of our products. We could be adversely affected if we are subject to negative
publicity. We could also be adversely affected if any of our products or any similar products distributed by other companies
prove to be, or are asserted to be, harmful to patients. Because of our dependence upon consumer perceptions, any adverse
publicity associated with illness or other adverse effects resulting from patients’ use or misuse of our products or any similar
products distributed by other companies could have a material adverse impact on our financial condition or results of operations.
We have obtained limited product liability insurance coverage for our products and our clinical trials with a $ 15. 0 million
annual aggregate coverage limit in the United States and various other coverage limits outside of the United States. However,
our insurance coverage may not reimburse us or may not be sufficient to reimburse us for any expenses or losses we may suffer.
Moreover, insurance coverage is becoming increasingly expensive, and, in the future, we may not be able to maintain insurance
coverage at a reasonable cost or in sufficient amounts to protect us against losses due to liability. We intend to expand our
insurance coverage to include the sale of commercial products for our product eandidates— candidate in development, but we
may be unable to obtain commercially reasonable product liability insurance for any products approved for marketing, or at all.
On occasion, large judgments have been awarded in class action lawsuits based on drugs that had unanticipated side effects. A
successful product liability claim or series of claims brought against us could cause our stock price to fall and, if judgments
exceed our insurance coverage, could decrease our cash and adversely affect our business. We may expend our limited resources
to pursue a particular product candidate or indication and fail to capitalize on our product eandidates— candidate or indications
that may be more profitable or for which there is a greater likelihood of success. Because we have limited financial and
managerial resources, we focus on developing product candidates for specific indications that we identify as most likely to
succeed, in terms of both its regulatory approval and commercialization. As such, we are currently primariy-focused on the
development of oral difelikefalin for ABD—aP;43NBD—EKDand-NP. As a result, we may have foregone or delayed, or may in
the future forgo or delay, pursuit of opportunities with other product candidates or for other indications that may prove to have
greater commercial potential. For example, in 2622-2023 , we terminated de-priotitized-the PBC-atopic dermatitis program as
part of our strategy to focus on our nephretegy-advanced chronic kidney disease and dermatetogy-franchises-NP programs.
Further, in January 2024, we announced a prioritization of our pipeline to focus our resources on our late- stage clinical
program evaluating oral difelikefalin in chronic pruritus associated with NP and terminate our Phase 3 clinical program
evaluating oral difelikefalin in pruritus associated with advanced chronic kidney disease . Our resource allocation
decisions may cause us to fail to capitalize on viable commercial products or profitable market opportunities. Our spending on
current and future R & D programs and product candidates for specific indications may not yield any commercially viable
products. If we do not accurately evaluate the commercial potential or target market for a particular product candidate, we may
relinquish valuable rights to that product candidate through collaboration, licensing , or other royalty-32royalty arrangements in
cases in which it would have been more advantageous for us to retain sole development and commercialization rights to such
product candidate. Our future growth may depend on our ability to identify and develop products and if we do not successfully
identify and develop product candidates or integrate them into our operations, we may have limited growth opportunities. A
One component of our business strategy is to continue to develop a pipetne-ofproduct eandidates-by-developingproduets-that
we believe are-is a strategic fit with our focus on pairand-pruritus therapeutics. However, these business activities may entail
numerous operational and financial risks, including: e difficulty or inability to secure financing to fund development activities
for such development; e disruption of our business and diversion of our management’ s time and attention; ® higher than
expected development costs; ® exposure to unknown liabilities; e difficulty in managing multiple clinical trials produet
development-programs-; and e inability to successfully develop new products or clinical failure. We have limited resources to
identify and execute the development of products. Moreover, we may devote resources to potential development-developments
that are never completed, or we may fail to realize the anticipated benefits of such efforts. If we do not successfully develop and
commercialize product candidates, we may not be able to obtain product revenues in future periods. The regulatory approval
processes of the FDA and comparable foreign authorities are lengthy, time consuming and inherently unpredictable. If we are
not able to obtain, or if there are delays in obtaining, required additional regulatory approvals, we will not be able to
commercialize our product candidates as expected, and our ability to generate revenue will be materially impaired. The time
required to obtain approval by the FDA and comparable foreign authorities is unpredictable but typically takes many years
following the commencement of clinical trials and depends upon numerous factors, including the substantial discretion of the
regulatory authorities. In addition, approval policies, regulations, or the type and amount of clinical data necessary to gain
approval may change durrng the course of a product candidate’ s clinical developrnent and may vary among Jurrsdrctrons It i




oral dlfehkefahn Of-Nor any potentlal product candidates we may seek to develop in the future, will ever obtain regulatory
approval. Our product candidates and the activities associated with their development and commercialization, including their
design, testing, manufacture, safety, efficacy, recordkeeping, labeling, storage, approval, advertising, promotion, sale and
distribution, are subject to comprehensive regulation by the FDA and other regulatory agencies in the United States and by the
EMA, and similar regulatory authorities eutstde-in the-other countries Baited-States-. Failure to obtain marketing approval for a
product candidate will prevent us from commercializing that product candidate. We expect to continue to rely on third- party
CROs , other vendors, and consultants to assist us in filing and supporting the applications necessary to gain marketing
approvals. Securing marketing approval requires the submission of extensive preclinical and clinical data and supporting
information to regulatory authorities for each therapeutic indication to establish the product candidate’ s safety and efficacy for
that indication. Securing marketing approval also requires the submission of information about the product manufacturing
process to, and inspection of manufacturing facilities by, the regulatory authorities. Clinical testing is expensive and can take
many years to complete, and its outcome is inherently uncertain. Failure can occur at any time during the clinical trial process.
The results of preclinical studies and early clinical trials of our product candidates may not be predictive of the results of later-
stage clinical trials. Product candidates in later stages of elinteat-33clinical trials may fail to show the desired safety and efficacy
traits despite having progressed through preclinical studies and initial clinical trials. A number of companies in the
biopharmaceutical industry have suffered significant setbacks in advanced clinical trials due to lack of efficacy or adverse safety
profiles, notwithstanding promising results in earlier trials. Our future clinical trial results may not be successful. We may also
experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our ability to receive
marketing approval or commercialize our product candidates, including: e regulators or institutional review boards may not
authorize us or our investigators to commence a clinical trial or conduct a clinical trial at a prospective trial site; ® we may
experience delays in reaching, or fail to reach, agreement on acceptable clinical trial contracts or clinical trial protocols with
prospective trial sites; ® clinical trials of our product candidates may produce negative or inconclusive results, and we may
decide, or regulators may require us, to conduct additional clinical trials or abandon product development programs; e the
number of patients required for clinical trials of our product candidates may be larger than we anticipate, enrollment in these
clinical trials may be slower than we anticipate or participants may drop out of these clinical trials at a higher rate than we
ant1c1pate e our third- party contractors may fail to comply with regulatory requirements or meet their contractual obligations to

us in a tlrnely manner, or at all o we may have to suspend chmcal trials, a&mﬁm

%9-1-6—0r terrmnate cllmcal trlals of our product ea-nd-léates» candidate for various reasons, 1nc1ud1ng a ﬁndlng that the
participants are being exposed to unacceptable health risks; ® regulators or institutional review boards may require that we or
our investigators suspend or terminate clinical research for various reasons, including noncompliance with regulatory
requirements or a finding that the participants are being exposed to unacceptable health risks; ® changes in marketing approval
policies during the development period; @ changes in or the enactment of additional statutes or regulations; 45-e changes in
regulatory review for each submitted product application; @ the cost of clinical trials of our product eandidates— candidate may
be greater than we anticipate; ® the supply or quality of our product eandidates— candidate or other materials necessary to
conduct clinical trials of our product eanedidates— candidate may be insufficient or 1nadequate and e our product eandidates—
candidate may have undesirable side effects or other unexpected characteristics, causing us or our investigators, regulators or
institutional review boards to suspend or terminate the trials. In addition, unfavorable changes in our industry or the global
economy, including as a result of macroeconomic factors related to inflation, rising interest rates, political turmoil, or pandemies
public health crises such as €COVID-—19-pandemics or other similar outbreaks , could contribute to some of the events listed
above and further impact our ability to progress our clinical trials, submit for marketing approval or commercialize our product
candidates, if approved, as planned. Further, if and to the extent, global health concerns prevent the FDA or other regulatory
authorities from conducting their regular inspections, reviews, or other regulatory activities, it could significantly impact the
ability of the FDA or other regulatory authorities to timely review and process our additional regulatory submissions, which
could affect our ability to obtain marketing approval for any-efour product eandidates— candidate -inelading-ourMAA-to-the
EMA-submitted-inMareh 262+ Moreover-34Moreover , if we are required to conduct additional clinical trials or other testing
of our product eandidates— candidate beyond those that we currently contemplate, if we are unable to successfully complete
clinical trials of our product eandidates— candidate or other testing, if the results of these trials or tests are not positive or are
only modestly positive or if there are safety concerns, we may: ® be delayed in obtaining marketing approval for our product
eandidates-— candidate ; e not obtain marketing approval at all; @ obtain approval for indications or patient populations that are
not as broad as intended or desired; ® obtain approval with labeling that includes significant use or distribution restrictions or
safety warnings; e be subject to additional post- marketing testing requirements; or ® have the product removed from the market
after obtaining marketing approval. Furthermore, regulatory authorities have substantial discretion in the approval process and
may refuse to accept any application or may decide that our data is insufficient for approval and require additional preclinical,
clinical or other studies, including with respect to third- party technology used in any of our product candidates such as the
excipient we intend to use for oral difelikefalin. In addition, varying interpretations of the data obtained from preclinical and
clinical testing could delay, limit or prevent marketing approval of a product candidate. Any marketing approval we ultimately
obtain may be limited or subject to restrictions or post- approval commitments that render the approved product not
commercially viable. Finally, even if we were to obtain approval, regulatory authorities may approve aay-efour product




eandidates— candidate for fewer or more limited indications than we request, may grant approval contingent on the
performance of costly post- marketing clinical trials, or may approve a product candidate with a label that does not include the
labeling claims necessary or desirable for the successful commercialization of that product candidate. Any of these scenarios
could compromise the commercial prospects for our product eandidates-- candidate to assure safe use of the product eandidates
- candidate , either as a condition of product candidate approval or on the basis of new safety information. If we experience
delays in obtaining approval, if we fail to obtain approval of a product candidate or if the label for a product candidate does not
include the labeling claims necessary or desirable for the successful commercialization 46efef that product candidate, the
commercial prospects for such product candidate may be harmed and our abrhty to generate revenues will be materrally
unparred Our 0 Ve ; ;

candldate or any future product candldate if approved could be subJ ect to labehng and other restrictions and market
withdrawal and we may be subject to penaltres if we fail to comply with regulatory requirements or experience unanticipated

problems Wrth our pfeéuetsteR—Sk%mjeeﬂeﬂrKapﬂma—aﬁd-any—product e&ndiéate—fer—whteh—we—eb’fa-tﬂ-marketmg

any-ehn ; ; ; sk Even if marketing approval ofa product candrdate is granted, the
approval may be subject to hrrutatlons on the indicated uses for which the product may be marketed or to the conditions of
approval, including any requirement to implement a Risk Evaluation and Mitigation Strategies, or REMS. If asy-efour product
eandidates— candidate receives marketing approval, the accompanying label may limit the approved use of our drug, which
could limit sales of the product. The FDA or other regulatory authorities may also impose requirements for costly post-
marketing studies or clinical trials and surveillance to monitor the safety or efficacy of the product. The FDA and other
regulatory authorities closcly regutates— regulate the post- approval marketing and promotion of drugs to ensure drugs are
marketed only for the approved indications and in accordance with the provisions of the approved labeling. The FDA and other
regulatory authorities tmposes—- impose stringent restrictions on manufacturers’ communications regarding off- label use and
if we do not market our products for their approved indications, we may be subject to enforcement action for off- label
marketing. Violations of the Federal Food, Drug, and Cosmetic Act or equivalent regulations outside the United States
relating to the promotion ef35ef prescription drugs may lead to investigations alleging violations of federal and state health care
fraud and abuse laws, as well as state consumer protection laws. In addition, later discovery of previously unknown AEs adverse
events-or other problems with our products, manufacturers or manufacturing processes, or failure to comply with regulatory
requirements, may yield various results, including: e restrictions on the products, manufacturers, manufacturing facilities or
manufacturing process; ® imposition of restrictions on operations, including costly new manufacturing requirements; @
restrictions on the labeling or marketing of a product; e restrictions on product distribution or use; ® requirements to conduct
post- marketing studies or clinical trials; ® warning letters; ® withdrawal of the products from the market; ® refusal to approve
pending applications or supplements to approved applications that we submit; e recall of products and publicity requirements;
47-e fines, restitution or disgorgement of profits or revenues; ® suspension or withdrawal of marketing or regulatory approvals;
e refusal to permit the import or export of our products; ® product seizure, detentions or import bans ; or ® injunctions or the
imposition of civil or criminal penalties. The FDA” s or other regulatory authorities’ policies may change and additional
government regulations may be enacted that could prevent, limit or delay regulatory approval of our product candidates. If we
are slow or unable to adapt to changes in existing requirements or the adoption of new requirements or policies, or if we are not
able to maintain regulatory compliance, we may lose any marketing approval that we may have obtained. Regulatory approval
is limited by the FDA and other regulatory authorities to those specific indications and conditions for which clinical safety
and efficacy have been demonstrated, and we may be subject to fines, penalties or injunctions if we are determined to be
promoting the use of our products for unapproved or “ off- label ™ uses, resulting in damage to our reputation and business.
When the FDA or comparable foreign regulatory authorities issue regulatory approval for a product candidate, the regulatory
approval is hmrted to those specrﬁc 1nd1catrons for whrch a product is approved Fer—ex&mp-le—t-he—F—BA—&ppfeved—K@R—S-U%%

v petteation—{ we are not able to
obtain F DA approval for any desrred future 1nd1catrons for our products and product candrdates our abrhty to effectively market
and sell our products may be reduced and our business may be adversely affected. While physicians may choose to prescribe
drugs for uses that are not described in the product’ s labeling and for uses that differ from those tested in clinical studies and
approved by the regulatory authorities, we are prohibited from marketing and promoting the products for indications that are not
specifically approved by the FDA or other regulatory 36authorities . These “ off- label ” uses are common across medical
specialties and may constitute an appropriate treatment for some patients in varied circumstances. Regulatory authorities in the
United States and other countries generally do not restrict or regulate the behavior of physicians in their choice of treatment
within the practice of medicine. Regulatory authorities do, however, restrict communications by pharmaceutical companies on
oft- label use. If the FDA or other regulatory authorities determines— determine that our or our commercial partners’
promotional activities constitute promotion of an off- label use, it could request that we modify our promotional materials.
Further, oft- label promotion could subject us to regulatory or enforcement actions by the FDA and other ageneies-authorities ,
including issuance of warning letters or untitled letters, suspension or withdraw an approved product from the market,
mandatory or voluntary recalls, civil fines, disgorgement of money, operating restrictions, additional reporting requirements and




or oversight if we become subject to a corporate integrity agreement or similar agreement, injunctions or criminal prosecution,
any of which could significantly harm our business. Failure to obtain marketing approval in international jurisdictions would
prevent our product eandidates— candidate from being marketed abroad. In order to market and sell our products in the EU and
many othu |L111sdlulon\ we or our wllabomlolx or partners must obtain separate mdlkLlan d])])lO\dlS dnd u)mplv w 111

Aus%fa—ha—&nder—t-he—bf&ndﬂame—lé@l%s%ﬁ—ﬂ\ en 11 we obldm FDA approval of aeﬁe—e-f—ettﬁnoduu e&nd-rd&tes— candldate
the regulatory approval procedure varies among countries and can involve additional testing. The time required to obtain
approval may differ substantially from that required to obtain FDA approval. The regulatory approval process outside the
United States generally includes all of the risks associated with obtaining FDA approval. In addition, in many countries outside
the United States, it is required that the product be approved for reimbursement before the product can be approved for sale in
that country. We or these third parties may not obtain approvals from regulatory authorities outside the United States on a timely
basis, if at all. Approval by the FDA does not ensure approval by regulatory authorities in other countries or jurisdictions, and
approval by one regulatory authority outside the United States does not ensure approval by regulatory authorities in other
countries or jurisdictions or by the FDA. However, the failure to obtain approval in one jurisdiction may compromise our or our
collaborators’ or partners’ ability to obtain approval elsewhere. We or our collaborators or partners may not be able to file for
marketing approvals and may not receive necessary approvals to commercialize our products in any market. Our agreements
with HCR contain various covenants and other provisions, which, if violated, could materially adversely affect our
financial condition. During the fourth quarter of 2023, we, through Cara Royalty Sub, entered into the HCR Agreement
with HCR, pursuant to which Cara Royalty Sub sold, or agreed to sell, to HCR the Royalties under the Covered License
Agreements, in exchange for up to $ 40. 0 million. We have retained all of our right, title and interest in, to and under the
Covered License Agreements that relate to any non- intravenous formulation of difelikefalin. Under the terms of the
HCR Agreement, Cara received an initial payment of $ 17. 5 million in November 2023. In December 2023, we received
an additional $ 20. 0 million less certain advisory fees, upon satisfying the milestone event for pricing for Kapruvia ®
(difelikefalin) in Germany being approved above a certain threshold amount per dose. The terms of the HCR Agreement
also provide for an additional $ 2. 5 million milestone payment to Cara Royalty Sub upon achievement of a 2024 sales
milestone of KORSUVA in Japan. The HCR Agreement will automatically expire, and the payment of Royalties to HCR
will cease, when HCR has received payments of Royalties equal to two times the aggregate amount of payments made by
HCR under the HCR Agreement if achieved on or prior to December 31, 2029, or 2. 8 times the aggregate amount of
payments made by HCR under the HCR Agreement, if the 2029 Threshold is not achieved on or prior to December 31,
2029. In the event of a change of control, Cara Royalty Sub will pay to HCR an amount equal to 2. 8 times the aggregate
amount of payments made by HCR less the total net amounts paid by Cara Royalty Sub to HCR as of the effective date
of control. In certain situations, Cara Royalty Sub would not be obligated to pay the change of control payment to HCR.
After the HCR Agreement expires, all rights to receive the Royalties return to Cara Royalty Sub. In connection with the
HCR Agreement, we entered into a Contribution and Servicing Agreement which contains various representations and
warranties, covenants, indemnification obligations and other provisions related to the 37contribution of the Covered
License Agreement to Cara Royalty Sub and our maintenance and servicing obligations with respect to the Royalties and
the Covered License Agreements. In the event we violate these covenants or provisions, we may lose the right to act as
the servicer of Cara Royalty Sub and a third- party servicer may be appointed at Cara Royalty Sub’ s expense. Our
replacement as servicer, if it were to occur, could have a material adverse effect on our financial condition as HCR, by
virtue of owning Cara Royalty Sub, would own the Royalties. In connection with the HCR Agreement we also entered
into a Pledge and Security Agreement containing various representations, warranties and covenants, and a limited
recourse guaranty of Cara Royalty Sub’ s obligations under the Purchase and Sale Agreement which is secured by the
pledge in favor of HCR all of the capital stock of Cara Royalty Sub. HCR is entitled to foreclose on the capital stock of
Cara Royalty Sub following the occurrence of certain remedies events, including, without limitation, a bankruptcy of us
or the failure of us to perform our obligations under the Contribution and Servicing Agreement. Such foreclosure, if it
were to occur, could have a material adverse effect on our financial condition as HCR, by virtue of owning Cara Royalty
Sub, would own the Royalties. Our information systems, or those of others upon whom we rely (such as our CROs,
contract manufacturers, contractors, consultants, service providers, collaborators and others) may fail or suffer
cybersecurity breaches, loss or leakage of data or other disruptions, which could result in a material disruption of our
development programs, compromise sensitive information related to our business, or prevent us from accessing critical
information, potentially exposing us to liability that could adversely affect our business. We are increasingly dependent
upon information systems, infrastructure and data to operate our business. In the ordinary course of business, we collect,
store, transmit and otherwise process confidential information (including but not limited to intellectual property,
proprietary business information and personal data). We also have outsourced elements of our operations to third
parties, and as a result we manage a number of service providers who have access to our data and information systems
and infrastructure. Our reliance on service providers could introduce new cybersecurity risks and vulnerabilities,
including supply- chain attacks, and other threats to our business operations. We rely on service providers and



technologies to operate critical business systems to process sensitive data in a variety of contexts, including, without
limitation, cloud- based infrastructure, data center facilities, encryption and authentication technology, personnel email,
and other functions. We also rely on third- party service providers to provide other products, services netuding
KORSUVA-injeetionrand-Kapravia-, parts, or otherwise to operate our business. Our ability to monitor these third
parties’ information security practices is limited, and these third parties may not have undesirable-side-effeets-adequate
information security measures in place. If our third- party service providers experience a security incident or other
interruption, we could experience adverse consequences. While we may be entitled to damages if our third- party service
providers fail to satisfy their privacy or security- related obligations to us, any award may be insufficient to cover our
damages, or we may be unable to recover such award In addltlon, supply- cham attacks have mcreased in frequency
and severity, and we cannot guarantee that may A ; h
warnings-or-otherwisetimit-their— third sa}es—Furt-her—partles mfrastructure in our supply chaln ot or pfed-uet—e&ﬂd-tdates
may-our third- party partners’ supply chains have sertous-adverse-events-orundesirableside-effeetsnot been compromised.
Cybersecurity risks have significantly increased in recent years in part because of the proliferation of new technologies,
the use of the internet and telecommunication technologies to conduct financial transactions, especially as personnel are
working remotely, and the increased sophistication and activities of organized crime, hackers, terrorists, nation- states
and other external parties. To the extent that maytimit-desing-any disruption or cybersecurity breach were to result in a
loss of, or damage to, our data or information systems, or inappropriate disclosure of confidential or proprietary
mformatlon, we could incur hablllty and reputatlonal damage and the further development of ;-delay-erpreventregulatory

by-our product candidates could be eatse-as-orregulatory-atthoritiesto
Mdes&ge—rrrdeve}epmeut—efuﬁerﬁrpt—deﬁydelayed Some actors now engage and are expected to continue to engage in

cyberattacks, including without limitation nation- state actors orfor geopolitical reasons and in conjunction with
military conflicts and defense activities. During times of war and other major conflicts, we, and the third parties upon
which we rely, may be vulnerable to a heightened risk of these attacks, including retaliatory cyberattacks, halt- that
ehinteat-trials-and-could result-materially disrupt our systems and operations, supply chain, and ability to produce, sell and
distribute our goods and services. In particular, severe ransomware attacks are becoming increasingly prevalent and can
lead to significant interruptions in our operations, ability to provide our products or services, loss of sensitive data and
income, reputational harm, and diversion of funds. Extortion payments may alleviate the negative impact of a
ransomware attack, but we may be unwilling or unable to make such payments due to, for example, applicable laws or
regulations prohibiting such payments. 38We and the third parties upon which we rely are subject to a variety of
evolvmg threats, mcludmg but not llmlted to soclal- engmeermg attacks (1nclud1ng through deep fakes, whlch may be

malnclous code (such ba

sa-fety—reﬁew—was— as v1ruses and worms), malware (1nclud1ng

uﬁdesrr&b-}e—stde—advanced pers1stent threat mtrusmns), denlal- of- serv1ce attacks, credentlal stufﬁng, credentlal
harvesting, personnel misconduct or error, ransomware attacks, supply- chain attacks, software bugs, server
malfunctions, software or hardware failures, loss of data or other information technology assets, adware, attacks
enhanced or facilitated by Al, telecommunications failures, earthquakes, fires, floods, and other similar threats.
Additionally, future or past business transactions (such as acquisitions or integrations) could expose us to additional
cybersecurity risks and vulnerabilities, as our systems could be negatively affected by vulnerabilities present in acquired
or integrated entities’ systems and technologies. Furthermore, we may discover security issues that were not found
during due diligence of such acquired or integrated entities, and it may be difficult to integrate companies into our
information technology environment and security program. While we have implemented security measures designed to
protect against security incidents, there can be no assurance that these measures will be effeets-effective . We take steps
designed to detect, mitigate, and remediate vulnerabilities in our information systems (such as our hardware and / or
software, including that of third parties upon which we rely). We may not, however, detect and remediate all such
vulnerabilities including on a timely basis. Further, we may experience delays in developing and deploying remedial
measures and patches designed to address identificd during-elinteal-testing-vulnerabilities. Vulnerabilities could be
exploited and result in a security incident. Any of the previously identified or similar threats could cause a security
incident or the-other FBA-interruption that could result in unauthorized, unlawful, or accidental acquisition,
modification, destruction, loss, alteration, encryption, disclosure of, or access to our sensitive data or our information
technology systems, or those of the third parties upon whom we rely. A security incident or other interruption could
disrupt our ability (and that of third parties upon whom we rely) to provide our services. We may order-expend
significant resources or modify our business activities to try to protect against security incidents. Additionally, certain
data privacy and security obligations may require us to eease-further-implement and maintain specific security measures
or industry- standard or reasonable security measures to protect our information technology systems and sensitive data.
Applicable data privacy and security obligations may require us to notify relevant stakeholders, including affected
individuals, customers, regulators, and investors, of security incidents. Such disclosures are costly, and the disclosure or
the failure to comply with such requirements could lead to adverse consequences. If we (or a third party upon whom we
rely) experience a security incident or are perceived to have experienced a security incident, we may experience adverse
consequences, such as government enforcement actions (for example, investigations, fines, penalties, audits, and



inspections); additional reporting requirements and / or oversight; restrictions on processing sensitive data (including
personal data); litigation (including class claims); indemnification obligations; negative publicity; reputational harm;
monetary fund diversions; diversion of management attention; interruptions in our operations (including development
and commercialization of oral difelikefalin , if deeline-te-approve-approved , and availability of the-driig-orisste-atetter
requesting-addittonral-data ); financial loss; and other similar harms. Security incidents and attendant consequences may
prevent or cause customers to stop using or-our services, deter new customers from using informationprior-to-makinga
finat-deetstonregarding-whether-or-our services, and negatively impact our ability to grow and operate our business. Our
contracts may not te—appfeve—contam llmltatlons of llablllty, and even where t-he—they do, d-rttg—"Phe—ntm‘rbe%e-f—Sﬂeh—reqﬂests

that our insurance coverage w1ll be adequate or sufficient to protect us from or to mitigate llabllltles arising out of our
privacy and security practices, that such coverage e}evaﬁeﬁs—rn-pfe}aet-m—\\ i1l continue to be available on commercially
reasonable terms or a traﬁsteﬁt—sa-fe—&ﬂd—wel-l—te-}erated—rn— | patients—n-addition, or previousty-developedkappa-optoid

these occurrences may harm our...... our ability to generate revenues. Risks 39R1sks Related to Our Financial Condition and

C dplldl Requirements We have incurred significant losses from our mupllon and a-}t-hettgh—we—geﬁer&ted-ﬂet—rﬂeeme—m%e%e—

e anticipate that we may incur losses in the foreseeable future - W
We—m&y—ﬂeveﬁm&rﬂ-t&m-preﬁtabﬂrty— We are a eommteretal-development - stage b10plmr1mmumuﬂ company. Untll recently
For-thelastseveralyears-, we have-had focused our efforts primarily on developing KORSUVA injection, Kapruvia and oral
difelikefalin for a number of indications with the goal of achieving regulatory approval and in-Angust2024-, the FBA
approved-more recently, commercializing KORSUVA injection and Kapruvia. However, the commercial launches of
KORSUVA injection and Kapruvia did not achieve meaningful success and, in January 2024, we made the strategic
dec1s10n to focus our efforts on developmg oral d1fe11kefalln or the treatment of medefa-te-—te—sevefe—GIéB—aP—m—adﬂ}ts

t-he—braﬂd-ﬂaﬁie—lé@R—S-U’v% Smce mcepllon we ha\ incurred significant operating and net losses. We 1nu111ed net 10sses of §
118. 5 million, $ 85. 5 million and $ 88. 4 million for the years ended December 31, 2023, 542622-- 2022 and 2021,
respectively. As of December 31, 2022-2023 , we had an accumulated deficit of $ 566-684 . 2-7 million, and we expect to
continue 10 mun significant cxpulscs dnd operalmg and net losses in the foreseeable future, as we continue to the

aliza vigratd-develop and seck marketing-regulatory approval for enr-oral
dlfellkefalln and any potentlal future ploducl edndldales ()ul manual results mdy hmlualc signifi dmly from year to yeal

GSJr‘erfer—M&rmsm—&ﬁd—GKBP— the 1uupt of payments under any future agreements we may cnlu into, and our expenditures
on other R & D activities as well as any payments owed under the License Agreement with Enteris and any future similar



result, we expect to continue to incur qrgmﬁcant lo%qee for the fore%eeable future as we: @ continue the development of oral
difelikefalin for AD—aPNBB—CKDand-NP; e seek regulatory approvals for any other product candidate that successfully
completes clinical trials; ® establish a sales, marketing and distribution infrastructure in the United States and scale up external
manufacturing capabilities to commercialize any ether-products for which we may obtain regulatory approval; ® maintain,
expand and protect our global intellectual property portfolio; e hire additional clinical, quality control and scientific personnel;
and e add operational, financial and management information systems and personnel, including personnel to support our drug
development and potential future commercialization efforts. Revenues from KORSUVA injection will not be sufficient to
enable us to reach profitability. To become and remain profitable from product sales, we must succeed in developing and
eventually commercrahzmg one or more product% that generate qrgmﬁcant revenue. -Fefe*a-mp-le,—feveﬂues—frem—KGR—Sk%

ap 0 S 0 0 pto #y—In order to commercialize any
add-l-t-teﬁa-l—product e&nd-rda’ees— candldate we will need to be iuccegsful in a range of challenging activities, including
successful registration of oral difelikefalin, discovering , developing, licensing or acquiring additional product candidates and
completing preclinical testing and clinical trials for those product candidates, potentially entering into collaboration and license
agreements, obtaining regulatory approval for product candidates and manufacturing, marketing and selling approved products
and product candidates for which we may obtain regulatory approval. We may never succeed in these activities and, even if we
do, may never achieve profitability. Because of the numerous risks and uncertainties associated with pharmaceutical product
development, we are unable to accurately predict the timing or amount of increased expenses or when, or if, we will be able to
achieve profitability. If we are required by the FDA or foreign regulatory authorities, to perform studies in addition to those
currently expected, or if there are any delays in completing our clinical trials or the development of ary-efour product
eandidates- candidate , our expenses could increase. Everr40Even if we do achieve profitability from product sales, we may
not be able to sustain or increase profitability on a quarterly or annual basis. Our failure to become and remain profitable would
depress the value of our company and could impair our ability to raise capital, expand our business, maintain our R & D efforts,
diversify our product offerings or even contmue our operatronq A declme in the value of our company could also cause you to
lose all or part ofyour mve@tment atig ; alta A

raise caprtal When needed WlllCh Would force us to delay, reduce or eliminate our product development programs et
eommeretatizationefforts-. Conducting clinical trials, pursuing regulatory approvals, establishing outsourced manufacturing
relationships , and successfully manufacturing and commercializing our preduets-and-product and product eandidates—
candldate is expensive. We may need to rarqe addmonal capital to —O—fuﬂd-o’cueepef&t-teﬁs—and—contmue etueefferts—te-h-rre

development of oral d1fel1l<efal1n for NBB-—GIGB—A—B—&nd-N P —and O—potentlally n- hcense or acqulre other product
candidates. We-In January 2024, we announced a prioritization of our pipeline to focus our resources on our late- stage
clinical program evaluating oral difelikefalin in chronic pruritus associated with NP and terminate our Phase 3 clinical
program evaluating oral difelikefalin in pruritus associated with advanced chronic kidney disease, including our KICK 1
and KICK 2 Phase 3 clinical trials. As part of this strategic update, in the first quarter of 2024, we reduced our global
workforce by approximately 50 %. After taking into account our strategic prioritization and reduction in workforce, we
expect that our current unrestricted ca%h and cash equ1valent§ and avarlable for- sale marketable securities yinelading

will be sufficient to fund our currently anticipated
operating plan into at—least—t-he—ﬁfst—h&l—f—e-f—ze%4-2026 Our antrcrpated operating expenses include contractually committed
costs as well as non- contractually committed clinical trial costs for trials that may be delayed or not initiated and other non-
committed controllable costs. Because the process of testing product candidates in clinical trials is costly and the timing of
progress in these trials is uncertain, it is possible that the assumptions upon which we have based this estimate may prove to be
wrong, and we could use our capital resources sooner than we presently expect. Our future funding requirements will depend on
many factors, including, but not limited to: e the steeessrate of the-eommeretatizattorrprogress and costs related to Phase 2
and Phase 3 development of oral dlfellkefalm KGR—SJ;%mjeeﬁeﬁ—Kapfuvmnd any euffeﬂt—and-trlals for future product

regulatory-approval; e the costs of ﬁlmg, pro%ecutmg, defendmg and enforcmg any patent claims and other mtellectual property
rights associated with our product eandidates— candidate , including any such costs we may be required to expend if our
licensors are unwilling or unable to do so; e the effect of competing technological and market developments; and e the terms
and timing of any collaborative, licensing, co- promotion or other arrangements that we may establish. 53Futare—- Future
capital requirements will also depend on the extent to which we acquire or invest in additional complementary businesses,



products and technologies. Until we can generate a sufficient amount of product revenue, if ever, we expect to finance future
cash needs through public or private equity offerings, debt financings, milestone and royalty payments from corporate
collaboration and licensing arrangements, as well as through interest income earned on cash and investment balances. We
cannot be certain that additional funding will be available on acceptable terms, or at all, and our ability to raise additional capital
may be adversely impacted by potential worsening global economic conditions , including high rates of inflation and interest
rates, the continuing disruptions to and volatility in the credit and financial markets in the United States and worldwide ,
including resulting from the €OVID-—9-pandemie-ongoing conflicts between Russia and the Ukraine, conflicts in the
Middle East, and increasing tensions between China and Taiwan . [ adequate funds are not available, we may be required
to delay, reduce the scope of, or eliminate, ene-er-mere-ofour development pfeg-f&mﬁ programe%eﬂﬁeemmefetahz&ﬁeﬁ
effeﬁs— -Rts-ks—41R1sks Related to Our Dependeme on Thud PartlesAny : )




are a palty to —sueh—as—e%ee-l—labef&ﬁeﬁ—v&t-h—GSHrfer—or may enter into in the future may not be successful, Wthh could
adversely affect our ability to develop and ultlmately commercialize our product eandidates— candidate or any potential
future product candidate . Our business model is to develop and commercialize our product and-produet-eandidates—
candidate in the United States and generally to seek collaboration arrangements with pharmaceutical or biotechnology
companies for the development or commercialization of our product eandidates— candidate in the rest of the world. We
currently have license agreements with Maruishi ViferFresentus-Medteal-Care Renal-Pharmattd-and CKDP Vifer
InternattonaHICORSHVA-injeetton-for EKkD—aP-in-dialysis-patients);-the intravenous and oral formulations of difelikefalin ,
as well as Maruishi-license agreements with respect to our commercially approved products, KORSUVA Injection and
Kapruvia with CSL Vifor GKDP—(d-rfelﬁeefa-l-tﬁ—bet-h—I—\Hﬂd—@fﬂ-B— In addition to our existing agreements, we may enter into
additional collaboration arrangements in the future on a selective basis. Our existing collaborations and future collaboration
arrangements may not be successful. The success of our existing and future collaboration arrangements will depend heavily on
the efforts and activities of our collaborators. Collaborators generally have significant discretion in determining the efforts and
resources that they will apply to these collaboration arrangements. Disagreements between parties to a collaboration
arrangement regarding clinical development and commercialization matters can lead to delays in the development process or
commercializing the applicable product candidate and, in some cases, termination of the collaboration arrangement. These
disagreements can be difficult to resolve if neither of the parties has final decision- making authority. Collaborations with
pharmaceutlcal companle% and other third partle% often are termmated or allowed to explre by the other palty Fefe*a-mp-}e,—t-he

and CKDP may termmate its agreement with us in certain circumstances relatlng to patent mvahdlty or unenforceablhty or
generic entry by a third party, as further described in the section titled “ Management’ s Discussion and Analysis of Financial
Condition and Results of Operations $5-- Collaboration and License Agreements ” abewe-. Any such termination or expiration
syvoutd-could adversely affect us financially and could harm our business reputation. Our current collaborations and any future
collaborations we might enter into may pose a number of risks, including the following: e collaborators may not perform their
obligations as expected; ® collaborators may not pursue development and commercialization of our preduets-er-any-product or
product eandidates— candidate that aechteve-achieves regulatory approval or may elect not to continue or renew development or
commercialization programs based on clinical trial results, changes in the collaborators’ strategic focus or available funding that
divert resources or create competing priorities; ® collaborators may delay clinical trials, provide insufficient funding for a
clinical trial program, stop a clinical trial or abandon a product candidate, repeat or conduct new clinical trials or require a new
formulation of a product candidate for clinical testing; @ collaborators could fail to make timely regulatory submissions for a
product or product candidate; ® collaborators may not comply with all applicable regulatory requirements or may fail to report
safety data in accordance with all applicable regulatory requirements; ® collaborators could independently develop, or develop
with third parties, products that compete directly or indirectly with our products or product candidates if the collaborators
believe that competitive products are more likely to be successfully developed or can be commercialized under terms that are
more economically attractive than ours; @ product candidates discovered in collaboration with us may be viewed by our
collaborators as competitive with their own product candidates or products, which may cause collaborators to cease to devote
resources to the commercialization of our product eandidates— candidate ; 42 @ a collaborator with marketing and distribution
rights to one or more of our products or product eandidates— candidate that achieve regulatory approval may not commit
sufficient resources to the marketing and distribution of such product or products; @ disagreements with collaborators, including
disagreements over proprietary rights, contract interpretation or the preferred course of development, might cause delays or
termination of the research, development or commercialization of products and product eandidates— candidate , might lead to
additional responsibilities for us with respect to products and product eandidates— candidate , or might result in litigation or
arbitration, any of which would be time- consuming and expensive; ® collaborators may not properly maintain or defend our
intellectual property rights or may use our proprietary information in such a way as to invite litigation that could jeopardize or
invalidate our intellectual property or proprietary information or expose us to potential litigation; @ collaborators may infringe
the intellectual property rights of third parties, which may expose us to litigation and potential liability; and e collaborations,
including our collaboration with Maruishi, may be terminated for the convenience of the collaborator and, if terminated, we
could be required to raise addltlonal capltal to pursue further development or commercmhzatlon of the applicable product
eand-tdates» candldate - y &y ; y v




se-impaet-of brsiftess-and-restlts perations-. [f our current collaborations or any other collaborations we might
enter into in the future d0 not result in the successful development and commercialization of products or if one of our
collaborators terminates its agreement with us, we may not receive any future research funding or milestone or royalty payments
under the collaboration. If we do not receive the funding we expect under these agreements, our development of our product
eandidates-— candidate could be delayed and we may need additional resources to develop our product eandidates— candidate
and our product platform. All of the risks relating to our product development, regulatory approval and commercialization
described in this Annual Report on Form 10- K also apply to the activities of our collaborators in their respective jurisdictions.
Additionally, if any current or future collaborator of ours is involved in a business combination, the collaborator might
deemphasize or terminate development or commercialization of any product candidate licensed to it by us. If one of our
collaborators terminates its agreement with us, we may find it more difficult to attract new collaborators and our reputation in
the business and financial communities could be adversely affected If we determme to collaborate in Fer—KGR—SU—‘vLAr
injeettom;, Kapruvia-and-any-other—- the eurrentor-futurc produet-earn e Aborate
additional pharmaceutical and-or biotechnology companies for their—- the development and potent1a1 commercialization —We-of
oral difelikefalin or any potential future product candidate, we would face significant competition in seeking appropriate
collaborators. Our ability to reach a definitive agreement for collaboration will depend, among other things, upon our
assessment of the collaborator’ s resources and expertise, the terms and conditions of the proposed collaboration and the
proposed collaborator’ s evaluation of a number of factors. If we are unable to reach agreements with suitable collaborators on a
timely basis, on acceptable terms, or at all, we may have to curtail the development of a product candidate, reduce or delay its
development program or one or more of our other development programs, delay its potential commercialization or reduce the
scope of any sales or marketing activities, or increase our expenditures and undertake development or commercialization
activities at our own expense. If we elect to fund and undertake development or commercialization activities on our own, we
may need to obtain additional expertise and additional capital, which may not be available to us on acceptable terms or at all. If
we fail to enter into collaborations and do not have sufficient funds or expertise to undertake the necessary development and
commercialization activities, we may not be able to further develop our product candidates or bring them to market or continue
to develop our product platform or successfully commercialize our products and our business may be materially and adversely
affected. Risks-43Risks Related to Legal and Compliance MattersIf we fail to comply with federal and state healthcare laws,
including fraud and abuse, and transparency laws, we could face substantial penalties and our business, results of operations,
financial condition and prospects could be adversely affected. As a pharmaceutical company, even though we do not and will
not control referrals of healthcare services or bill directly to Medicare, Medicaid or other third- party payers, certain federal and
state healthcare laws and regulations pertaining to fraud and abuse, transparency and patients’ rights may be applicable to our
business. The healthcare laws and regulations that may affect our ability, and our partners’ and collaborators’ ability, to operate
include, but are not limited to: e the federal Anti- Kickback Statute, which regulates, among other things, our marketing
practices, educational programs, pricing policies, and relationships with healthcare providers or other entities, by prohibiting,
among other things, any person or entity from knowingly and willfully soliciting, receiving, offering or paying any
remuneration, directly or indirectly, overtly or covertly, in cash or in kind, to induce, or in return for, the 57purehase—- purchase
, recommendation, lease, order or furnishing of an item or service reimbursable, in whole or in part, under a federal healthcare
program, such as the Medicare and Medicaid programs; e federal civil and criminal false claims laws, including without
limitation the federal civil False Claims Act, and civil monetary penalties law, which prohibit, among other things, individuals
or entities from knowingly presenting, or causing to be presented, false or fraudulent claims for payment or approval from a
federal health care program (including Medicare and Medicaid); ® Federal Health Insurance Portability and Accountability Act
of 1996, or HIPAA, which created additional federal criminal statutes that prohibit, among other things, knowingly and willfully
executing, or attempting to execute, a scheme to defraud any healthcare benefit program or to obtain, by means of false or
fraudulent pretenses, representations, or promises, any of the money or property owned by, or under the custody or control of,
any health care benefit program, regardless of the payer (e. g., public or private) and knowingly and willfully falsifying,
concealing, or covering up by any trick, scheme or device a material fact or making any materially false statements in connection
with the delivery of, or payment for, health care benefits, items or services relating to healthcare matters; @ federal transparency
laws, including the federal Physician Payments Sunshine Act, that requires certain manufacturers of drugs, devices, biologics,
and medical supplies for which payment is available under Medicare, Medicaid, or the Children’ s Health Insurance Program to
report annually to CMS information related to payments and other transfers of value provided to physicians (defined to include
doctors of medicine, dentists, optometrists, podiatrists and chiropractors), other healthcare professionals (such as physician
assistants and nurse practitioners), and teaching hospitals, and applicable manufacturers and group purchasing organizations to
report annually to CMS ownership and investment interests held by physicians and their immediate family members; ® state law
equivalents of each of the above federal laws, such as anti- kickback and false claims laws which may apply to items or services
reimbursed by any third- party payer, including commercial insurers; and e state laws that require pharmaceutical companies to
comply with the pharmaceutical industry’ s voluntary compliance guidelines and the relevant compliance guidance promulgated
by the federal government, or otherwise restrict payments that may be made to healthcare providers and other potential referral
sources; state laws that require drug manufacturers to report information related to the pricing of certain drugs, as well as
payments and other transfers of value to physicians and other healthcare providers or marketing expenditures; and state and local
laws that require the registration of pharmaceutical sales representatives, many of which differ from each other in significant
ways and may not have the same effect, thus complicating compliance efforts. Beeause-44Because of the breadth of these laws
and the narrowness of the statutory exceptions and regulatory safe harbors available under these laws, it is possible that some of
our business activities could be subject to challenge under one or more of such laws. Pharmaceutical and other healthcare
companies continue to be prosecuted under the federal false claims laws for numerous activities, including those related to




research, sales, marketing and promotional programs. In addition, recent health care reform legislation has strengthened these
laws. For example, the Patient Protection and Affordable Care Act 0of 2010, as amended by the Health Care and Education
Reconciliation Act of 2010, or the Health Care Reform Law, among other things, amends the intent requirement of the federal
Anti- Kickback Statute and certain other criminal healthcare fraud statutes. As a result, a person or entity no longer needs to
have actual knowledge of these statutes or specific intent to violate them in order to commit a violation. Moreover, the Health
Care Reform Law provides that the government may assert that a claim including items or services resulting from a violation of
the federal Anti- Kickback Statute constitutes a false or fraudulent claim for purposes of the federal civil False Claims Act. To
the extent that any product we make is sold in a foreign country, we may be subject to similar foreign laws and regulations. If
we or our operations are found to be in violation of any of the laws described above or any other governmental regulations that
apply to us, we may be subject to significant penalties, including administrative, civil and criminal penalties, damages, fines,
disgorgement, exclusion from participation in U. S. federal or state health care programs, contractual damages, reputational
harm, imprisonment, diminished profits and future earnings, additional reporting S8requirements—- requirements and / or
oversight if we become subject to a corporate integrity agreement or similar agreement to resolve allegations of non- compliance
with these laws, and the curtailment or restructuring of our operations, any of which could materially adversely affect our ability
to operate our business and our financial results. Although an effective compliance program can mitigate the risk of
investigation and prosecution for violations of these laws, the risks cannot be entirely eliminated. Any action against us for
violation of these laws, even if we successfully defend against it, could cause us to incur significant legal expenses and divert
our management’ s attention from the operation of our business. Moreover, achieving and sustaining compliance with applicable
federal and state transparency and fraud and abuse laws may prove costly. If any of the physicians or other healthcare providers
or entities with whom we do business, including our partners or collaborators, is found not to be in compliance with applicable
laws, it may be subject to significant criminal, civil or administrative sanctions, including but not limited to, exclusions from
parthlpﬂthl’l in govemment healthcare programs which could also materlally affect our buslness Gh&ﬂges—m—&nd—fa-r}ttfes—te

-8 ; anee: We are subject to strlngent and evolving U. S. and
forelgn laws, regulations and standards, contracts, 1ndustry standards, policies and other obligations related to data
privacy and security. Our actual or perceived failure to comply with such obligations could lead to regulatory
investigations or actions, litigation (including class claims) and mass arbitration demands, fines and penalties,
disruptions of our business operations, reputational harm, loss of revenue and profits, and otherwise adversely affect our
business, operations and financial performance. We are subject to or affected by numerous domestic (both federal -and
state ) and foreign laws and regulations, as well as regulatory guidance, contracts, industry standards, policies and other
obligations governing the collection, use, disclosure, retention, afd-security and other processing of personal data, such as
information that we collect about participants and healthcare providers in connection with clinical trials in the United States and
abroad. Fhe-Obligations related to data privacy and security (and consumers’ data privacy expectations) are quickly
changing, becoming increasingly stringent, and creating uncertainty. Additionally, these obligations may be subject to
differing applications and 1nterpretat10ns, whlch may be 1ncons1stent or conﬂlct among Jurlsdlctlons. ThlS evolvmg
global data protection landscape i8-8 ; ; 3
fem&m—&neeﬁatn—fe&ﬂ&e—fefeseeab}e—futt&e#hts—eve}&ﬁen-may create uncertalnty in our busmess affect our or our service
providers’ ability to operate in certain jurisdictions or to collect, store, transfer use ane-, share and otherwise personal data,
result in liability or impose additional costs on us. The cost of compliance with these obligations taws;regalations-and-standards
is high and is likely to increase in the future —Anyfattare-and may necessitate changes to er-our operations and pereetved

fai-}ufe—by—us-to eem-pl—y—vm-h—fedefal—sﬁrte—those of thlrd partles that process personal data on or-our behalf fefetgn—}aws—ef

by—gevemment&l—ent—rﬁes—er—et-hefs— In many Jurlsdlctlons enfmcement actions and consequences for noncomphance are rlsmg
In the United States, HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009,

or HITECH, imposes certain requirements relating to the privacy, security and transmission of individually identifiable health
information without appropriate authorization by entities subject to the rule, including health plans, healthcare clearinghouses,
certain healthcare providers, and their business associates and covered subcontractors that perform services for them that involve
the creation, use, maintenance or disclosure of, individually identifiable health information. In the event we are subject to
HIPAA and we or our eevered-business associates or subcontractors fail to properly maintain the privacy and security of
certain individually identifiable health information, er450r we er-etr— or eevered-our business associates or subcontractors
are responsible for an inadvertent disclosure or security breach of such individually identifiable health information, we could be
subject to enforcement measures, including civil and criminal penalties and fines for violations of state and federal privacy or
security standards, such as HIPAA and HITECH, and their respective implementing regulations. Additionally, certain states
have adopted eemparable-their own privacy and security laws and regulations for health information , some of which may be
more stringent than HIPAA. Ferexampte-In the past few years , numerous U. S. states, following California’ s enactment of
the CCPA — including Virginia, Colorado, Connecticut, and Utah — have enacted comprehensive privacy laws that
impose certain obligations on June28-covered businesses . including providing specific disclosures in 2648;-Californta
enaeted-the-California-ConsumerPrivacy-privacy notices and affording Aet-or-CCPA;which-takes-effeetondanuary 12620~
Fhe-CCPAgives-Caltforntaresidents expanded-with certain rights concerning te-aceess-and-delete-their personal information
data. As applicable , epteutefsuch rights may include the right to access, correct, or delete certain personal data
informationsharintg-, and reeetve-detatled-information-to opt- about—- out how-of certain data processing activities, such as

targeted advertising, profiling, and automated decision- making. To their—- the persenatinformationis-tsed—The-CEPA
extent that we are or may become subject to these laws, the exercise of these rights may impact our business and ability




to provides-- provide for-etvil-penaltiesfor-violattons-our products and services. Similar laws are being considered in

several other states ., as well as at the federal and local levels, and we expect more states to pass similar laws in the future.
These state laws may allow for statutory fines for noncompliance (for example, under the CCPA, fines can be levied up to
$ 7, 500 per intentional violation) and private rights of action. While some of these laws may exempt some data
processed in the context of clinical trials, these developments further complicate compliance efforts, and increase legal
risk and compliance costs for us, and the third parties upon whom we rely. For example, Washington’ s My Health My
Data Act (“ MHMD ”) broadly defines consumer health data, places restrictions on processing consumer health data
(including imposing strmgent consent requirements), prov1des consumers certain rights with respect to their health data,

and creates o pl ivate 11«rhl of aulon to allow 1nd1v1duals to sue for v1olat10ns data—breaehes—t-hat—rs—e*peeted—te—rnerease—d&t&

GGPA—eeu-ld—marlH-he—begrn—rﬂng—( “the law Outs1de a—treﬂd—temﬂard—mefe—sfﬁngeﬁt—prwaw—leglsla&efrm—l he Unmd Sldlc\
sueh—as—srmrlaran 1ncreas1ng number of laws, regulatlons, and mdustry standards govern data pl ivacy legistationin

data-security legal-frameworks-with-which-we-or-ourpartiers;
. For example, the EU has-adopted-the-Generat-DataProteetion

Regu-l&t-te-n—e-r—(JDPR —wh-teh—went—rnte—effeet—m—k‘la-y%@-l—éﬁ—dm ntrodueed-the UK GDPR impose strict requirements for
processing personal data. Fhe-GDPR may ts-Hkelyte-increase compliance burden-burdens on us, including by mandating

potentially burdensome documentation requirements and "ldllllll" culam rights to individuals to u)nlml how we collect, use,

disclose, retain and otherwise process personal data leverag
The §9preeessmg——— processlng of sensitive pu\ondl ddhl such  as ph\ slml hcall h eeﬂd-rt—teﬁ—condltlons may fﬂa-pese-also be

may face temporary -fer— or deﬁnltlve bans on data processlng b g b
enforeement-and other corrective actions; fines of up to 20 million eures—Euros under the EU GDPR 17.5 mllllon pounds
sterling under the UK GDPR or up-te-, in each case, 4 % of the-annual global revenue —As-vwe-eentinte-, whichever is
greater; or private litigation related to expand-inte-processing of personal data brought by classes of data subjects or
consumer protection organizations authorized at law to represent their interests. In addition, we may be unable to
transfer personal data from Europe and other foretgm-jurisdictions to the United States or other countrics due to data
localization requirements or limitations on cross- border data flows. Europe and other jurisdictions have enacted laws
requiring data to be localized or limiting the transfer of personal data to other countries. In particular , we-the European
Economic Area (EEA) and the United Kingdom (UK) have significantly restricted the transfer of personal data to the
United States and other countries whose privacy laws it generally believes are inadequate. Other jurisdictions may adopt
similarly stringent interpretations of their data localization and cross- border data transfer laws. Although there are
currently various mechanisms that may be used to transfer personal data from the EEA and UK to the United States in
compliance with law, such as the EEA’ s standard contractual clauses, the UK’ s International Data Transfer Agreement
/ Addendum, and the EU- U. S. Data Privacy Framework and the UK extension thereto (which allows for transfers to
relevant U. S.- based organizations who self- certify compliance and participate in the Framework), these mechanisms
are subject to legal challenges, and there is no assurance that we can satisfy or rely on these measures to lawfully
transfer personal data to the United States. If there is no lawful manner for us to transfer personal data from the EEA,
the UK, or other jurisdictions to the United States, or if the requirements for a legally- compliant transfer are too
onerous, we could face significant adverse consequences, including the interruption or degradation of our operations, the
need to relocate part of or all of our business or data processing activities to other jurisdictions (such as Europe) at
significant expense, increased exposure to regulatory actions, substantial fines and penalties, the inability to transfer data
and work with partners, vendors and other third parties, and injunctions against our processing or transferring of
personal data necessary to operate our business. Additionally, companies that transfer personal data out of the EEA and
UK to other jurisdictions, particularly to the United States, are subject to increased scrutiny from regulators, individual
litigants, 46and activities groups. Some European regulators have ordered certain companies to suspend or permanently
cease certain transfers of personal data out of Europe for allegedly violating the GDPR’ s cross- border data transfer
limitations. In addition to data privacy and security laws, we are or may become contractually subject to industry
standards adopted by industry groups. We are also bound by other contractual obligations related to data privacy and
security, and our efforts to comply with such obligations may not be successful. We publish privacy policies, marketing
materials, and other statements, such as compliance with certain certifications or self- regulatory principles, regarding
data privacy and security. If these policies, materials or statements are found to be deficient, lacking in transparency,
deceptlve, unfalr, or mlsrepresentatlve of our practlces, we [ may ] be \le]ccl to 1nvest1gat10n additionaH-aws-and

ws-, enforcement actions regtlations
and—sf&ndards—&re—stﬂojeet—te—mferpfetaﬁoﬂ—b\ V&rreus—eeuﬁs—aﬂd-regulators, or other governmental-attheorities;thus-ereating

peteﬁ&aHyeeﬂm}e*eemphanee-rssues—adverse consequences We may at times fail (for-- or be perceived to have us-and-our
-- failed ) in our efforts to comply with our data privacy

and securlty obllgatlons Moreover, desplte our efforts, our personnel or third parties on whom we rely may fail to
comply with such obligations, which could negatively impact our business operations. If we or the third parties on which
we rely fail, or are perceived to have failed, to address or comply with applicable data privacy and security obligations,
we could face significant consequences, including but not limited to: government enforcement actions (e. g.,




investigations, fines, penalties, audits, inspections, and similar); litigation (including class- action claims) and mass
arbitration demands; additional reporting requirements and / or oversight; bans on processing personal data; orders to
destroy or not use personal data; and imprisonment of company officials. In particular, plaintiffs have become
increasingly more active in bringing privacy- related claims against companies, including class claims and mass
arbitration demands. Some of these taws-claims allow for the recovery of statutory damages on a per violation basis , to
and, if viable, carry the potential for monumental statutory damages, dependmg on the volume of data and the number
of v101at10ns. Any of the—these events ¢ d

could have




m&rkets—w—hteh—eet&d—ha—ve—a—neg&twe—effeet—eﬁ—etﬁbuuness or fes'd-}ts—e-f—epefaﬂeﬂs—nmncml condmon 1nclud1ng but not

limited to: loss of customers; interruptions or stoppages in our business operations (including, as relevant, clinical
trials); inability to process personal data or to operate in certain jurisdictions; limited ability to develop or
commercialize our products; expenditure of time and prospeetsresources to defend any claim or inquiry; adverse
publicity; or substantial changes to our business model or operations . We are subject to recent legislation, regulatory
proposals and healthcare payer initiatives that may increase our costs of compliance and adversely affect our ability to market
our products, obtain collaborators and raise capital. In March 2010, President Obama signed the Health Care Reform Law,
which includes provisions that have changed, and likely will continue to change, health care financing and the delivery of health
care in the United States. The Ameng-the-provistons-ofthe-Health Care Reform Law , among efimpertanee-to-the-other
pharmaeetntieandustry-things, increased the minimum level of Medicaid rebates payable by manufacturers of brand
name drugs, required collection of rebates for drugs paid by Medicaid managed are-care organizations, required
manufacturers to participate in a coverage gap discount program, under which the-they foeltowing—e-an-must agree to
offer point- of- sale discounts (increased to 70 percent, effective as of January 1, 2019) off negotiated prices of applicable
brand drugs to eligible beneficiaries during their coverage gap period, as a condition for the manufacturer’ s outpatient
drugs to be covered under Medicare Part D; imposed a non- deductible annual ;nendeduetible-fce on pharmaceutical any
eﬂﬁeyeﬂ&&t—m&nt\faeﬁlfes—manufacturers or -rmpeﬁs—lmporters who sell certain “ branded prescription drugs ” and-btetegie
i ﬂ&eﬁl&ﬁeet—shafe—rn—eeftaiﬂ—government hea-l-t-he&fe

he Med

1mplemented fespeefwel-y—O—a new

1nethod010s_y by which rebdtes owed by manufaetmels under the Medleald Drug Rebate Program are calculated for drugs that

are 1nhaled infused, 1nst111ed nnplanted or 1njected —O—a-new—Medie&re—P&ft—B-eevef&g&ga-p-expanded the types of entities

orbiotogieproduets;e-a new Patient- C entered Outcomes Researeh Instltute to oversee, 1dent1ty prlontles in, and conduct
comparative clinical effectiveness research, along with funding for such research; e-and establishment— established of-a Center
for MedlCdIe &—Medtea-td—lnnomtlon at t-he—CMS to test 1nnovat1ve payment and sewlce dehvely models to lower Medicare and

eﬂha-need-peﬂa-l-t—tes—feﬁneﬂ—eefnp-l-t&ﬂee— There have been executive, JudlClal and Congressmml challenoes to certain aspects

of the Health Care Reform Law. For example, on June 17, 2021 , the U. S. Supreme Court dismissed a challenge on procedural
grounds that argued the Health Care Reform Law is unconstltutlonal in its entlrety because the “ individual mandate ” was
repealed by Congress. : 3 a : —Further, prior to the Supreme
Court ruling, on January 28, 2021 President Biden 1ssued an executive order te-that initiate-initiated a special enrollment
period for purposes of obtaining health insurance coverage through the Health Care Reform Law marketplace, which began on
February 15, 2021 , and remained open through August 15, 2021. The executive order also instructed certain governmental
agencies to review and reconsider their existing policies and rules that limit access to healthcare, including among others,
reexamining Medicaid demonstration projects and waiver programs-47programs that include work requirements, and policies
that create unnecessary barriers to obtaining access to health insurance coverage through Medicaid or the Health Care Reform
Law. In addition, on August 16, 2022, President Biden signed the Inflation Reduction Act of 2022, or IRA, into law, which
among other things, extends enhanced subsidies for individuals purchasing health insurance coverage in Health Care Reform
Law marketplaces through plan year 2025. The IRA also eliminates the “ donut hole ” under the Medicare Part D program
beginning in 2025 by significantly lowering the beneficiary maximum out- of- pocket cost and creating a new manufacturer
discount program. It is also unclear how any such challenges and the healthcare reform measures of the Biden administration
will impact the Health Care Reform Law and our business. In addition, other legislative changes have been proposed and
adopted since the Health Care Reform Law was enacted. These changes include, among other things, aggregate reductions to
Medicare payments to providers of up to 2 % per fiscal year, which went effective on April 1, 2013 and-, fellowingpassage-of
ﬂ&e—Btp&ﬁts&n—Bttégeﬁ*et—eH@-lé—and due to subsequent le;clsldtlve amendments, will remain in effect unt11 263+2032 ;

unless

a N a aato

addltlonal Congressmml action is taken. Ynde rreftleg A

In Jdnuary 2013 P1e81dent Ob'lma ugned into ldw the Alnerlc"ln

Taxpayer Relief Act of 2012, which, among other things, further reduced Medicare payments to several providers and increased
the statute of limitations period for the government to recover overpayments to providers from three to five years. Additionally,



on March 11, 2021, President Biden signed the American Rescue Plan Act of 2021 into law, which eliminates the statutory
62Medieaid--- Medicaid drug rebate cap, currently set at 100 % of a drug’ s average manufacturer price, for single source and
innovator multiple source drugs, beginning January 1, 2024. Congress is considering additional health reform measures. These
new laws may result in additional reductions in Medicare and other healthcare funding, which could have a material adverse
effect on customers for our drugs, if approved, and, accordingly, our financial operations. Further, Congress is considering
additional health reform measures. We expect that the Health Care Reform Law, as well as other federal and state healthcare
reform measures that may be adopted in the future, may result in more rigorous coverage criteria and in additional downward
pressure on the price that we receive for KORSUVA injection or any approved product candidate. Any reduction in
reimbursement from Medicare or other government healthcare programs may result in a similar reduction in payments from
private payers. In addition, there have been several recent U. S. Presidential executive orders, Congressional inquiries and
proposed and enacted federal and state legislation designed to, among other things, bring more transparency to drug pricing,
review the relationship between pricing and manufacturer patient programs, reduce the cost of drugs under Medicare, and
reform government program reimbursement methodologies for drugs. At the federal level, on March 11, 2021, President Biden
signed the American Rescue Plan Act of 2021 into law, which eliminates the statutory Medicaid drug rebate cap, currently set at
100 % of a drug’ s average manufacturer price, for single source and innovator multiple source drugs, beginning January 1,
2024. Further, in July 2021, the Biden administration released an executive order that included multiple provisions aimed at
prescription drugs. In response to Biden’ s executive order, on September 9, 2021, HHS released a Comprehensive Plan for
Addressing High Drug Prices that outlines principles for drug pricing reform. The plan sets out a variety of potential legislative
policies that Congress could pursue as well as potential administrative actions HHS can take to advance these principles. In
addition, the IRA, among other things, (1) directs HHS to negotiate the price of certain single- source drugs and biologics
covered under Medicare and (2) imposes rebates under Medicare Part B and Medicare Part D to penalize price increases that
outpace inflation. These provisions swilt-take effect progressively starting in fiscal year 2023 . On August 29 , althetgh-2023,
HHS announced they— the may-list of the first ten drugs that will be subject to price negotiations, although the Medicare
drug price negotiation program is currently subject to legal challenges. It is earrently-unclear how the IRA will be
implemented but is likely to have a significant impact on the pharmaceutical industry. Furthers-In response to the Biden
administration released-an-additionral-’ s October 2022 cxccutive order , O Gefeber—February 14, %92—2—2023 difeet-mg—HHS
released te-submit-a report outlining enhow-the-three €en and-v ; F v
totestnew models for testing by the CMS Innovation Center whlch Wlll be evaluated on thelr ablllty to -}eweﬂng»—— lower
drag-the eosts— cost of drugs, promote accessibility, and improve quality of care. It is unclear whether the models will be
utilized in any health reform measures in the future. Further, on December 7, 2023, the Biden administration announced
an initiative to control the price of prescription drugs through the use of march- in rights under the Bayh- Dole Act. On
December 8, 2023, the National Institute of Standards and Technology published for Medieare-comment a Draft
Interagency Guidance Framework for Considering the Exercise of March- In Rights which for the first time includes the
price of a product as one factor and- an Medieaid-beneftetartes-agency can use when deciding to exercise march- in rights.
While march- in rights have not previously been exercised, it is uncertain if that will continue under the new framework
. At the state level, legislatures have increasingly passed legislation and implemented regulations designed to control
pharmaceutical and biological product pricing, including price or patient reimbursement constraints, discounts, restrictions on
certain product access and marketing cost disclosure and transparency measures, and, in some cases, to encourage importation
from other eeuntrtes-48countries and bulk purchasing . For example, on January 5, 2024, the FDA approved Florida’ s
Section 804 Importation Program (SIP) proposal to import certain drugs from Canada for specific state healthcare
programs. It is unclear how this program will be implemented, including which drugs will be chosen, and whether it will
be subject to legal challenges in the United States or Canada. Other states have also submitted SIP proposals that are
pending review by the FDA. Any such approved importation plans, when implemented, may result in lower drug prices
for products covered by those programs . The implementation of cost containment measures or other healthcare reforms may
prevent us from being able to generate revenue, attain profitability or commercialize our drugs. Legislative and regulatory
proposals have been made to expand post- approval requirements and restrict sales and promotional activities for drugs. We
cannot be sure whether additional legislative changes will be enacted, or whether the FDA regulations, guidance or
interpretations will be changed, or what the impact of such changes on the marketing approvals of our product candidates, if
any, may be. In addition, increased scrutiny by the U. S. Congress of the FDA’ s approval process may significantly delay or
prevent marketing approval, as well as subject us to more stringent product labeling and post- marketing testing and other
requirements. Moreover, the Drug Supply Chain Security Act imposes obligations on manufacturers of pharmaceutical products,
among others, related to product tracking and tracing. Legislation and regulations that, among other things, reduce drug prices or
require the implementation of costly compliance measures could result in decreased net revenues from our pharmaceutical
products and decrea%e potentlal returns from our development efforts and we cannot predlct what legislation will be enacted in
the future. h possible-that-a Rat-gov al-ae s-takenin e
Governments outqlde the Unlted States tend to unpoqe strict price controls, Wthh may adversely affect our revenues, 1f any. In
international markets, reimbursement and health care payment systems vary significantly by country, and many countries have
instituted price ceilings on specific products and therapies. In some countries, particularly the countries of the EU, the pricing of
prescription pharmaceuticals is subject to governmental control. In these countries, pricing negotiations with governmental
authorities can take considerable time after the receipt of marketing approval for a 63preduet—- product . To obtain coverage
and reimbursement or pricing approval in some countries, we may be required to conduct a clinical trial that compares the cost-
effectiveness of our product candidate to other available therapies. There can be no assurance that our products will be
considered cost- effective by third- party payers, that an adequate level of reimbursement will be available or that the third-




party payers’ reimbursement policies will not adversely affect our ability to sell our products profitably. If reimbursement of our
products is unavailable or limited in scope or amount, or if pricing is set at unsatisfactory levels, our business could be harmed,
possibly materially. Our employees, independent contractors, consultants, and commercial partners may engage in misconduct
or other improper activities, including noncompliance with regulatory standards and requirements, which could have a material
adverse effect on our business. We are exposed to the risk of fraud or other misconduct by our employees, independent
contractors, consultants and commercial partners. Misconduct by such individuals could include inadvertent or intentional
failures to: ® comply with FDA regulations and other similar foreign regulations; @ provide true, complete and accurate
information to the FDA; @ comply with manufacturing standards; @ comply with federal and state data privacy, security, fraud
and abuse and other healthcare laws and regulations in the United States and similar foreign laws; e report financial information
or data accurately; or ® disclose unauthorized activities to us. #n-491In particular, the promotion, sales and marketing of
healthcare items and services, as well as certain business arrangements in the healthcare industry, are subject to extensive laws
and regulations intended to prevent fraud, misconduct, kickbacks, self- dealing and other abusive practices. These laws and
regulations may restrict or prohibit a wide range of pricing, discounting, marketing and promotion, including off label uses of
our products, structuring and commission (s), certain customer incentive programs, patient assistance programs, and other
business arrangements generally. Third party misconduct could also involve the improper use or misrepresentation of
information obtained in the course of clinical trials, which could result in regulatory sanctions and serious harm to our
reputation. It is not always possible to identify and deter such misconduct, and the precautions we take to detect and prevent this
activity may not be effective in controlling unknown or unmanaged risks or losses or in protecting us from governmental
investigations or other actions or lawsuits stemming from a failure to be in compliance with such laws or regulations. If any such
actions are instituted against us, and we are not successful in defending ourselves or asserting our rights, those actions could
have a significant impact on our business and financial results, including the imposition of civil, criminal and administrative
penalties, damages, disgorgement, monetary fines, possible exclusion from participation in Medicare, Medicaid and other federal
healthcare programs, individual imprisonment, contractual damages, reputational harm, diminished profits and future earnings,
additional reporting requirements and / or oversight if we become subject to a corporate integrity agreement or similar
agreement to resolve allegations of non- compliance with these laws, and curtailment or restructuring of our operations, any of
which could adversely affect our ability to operate our business and our results of operations. Our business involves the use of
hazardous materials and we and our third- party manufacturers and suppliers must comply with environmental laws and
regulations, which can be expensive and restrict how we do business. Our third- party manufaeturing- manufacturers > and
suppliers’ activities involve the controlled storage, use and disposal of hazardous materials ewned by us , including the
components of oral difelikefalin eurproduets;produeteandidates-and other hazardous compounds. We and any third- party
manufacturers and suppliers we engage arc subject to numerous federal, state and local environmental, health and safety
laws ane-, regulations and permitting requirements, including those governing laboratory procedures; the generation,
handling, usc, manufaetare;storage, handhng-treatment , release-and disposal of -hazardous and expesure-te-regulated
materials and wastes; the emission and discharge of hazardous materials into the ground, air and water; and employee
health and safety. Our partners’ operations involve the use of hazardous and flammable materials, including chemicals
and biological materials. Our operations also produce hazardous waste. In some cases , these hazardous materials and
various wastes resulting from their use are stored at our contract manufacturers’ facilities pending their use and
disposal . Vielation-We generally contract with third parties for the disposal of these materials and wastes. We cannot
eliminate the risk of contamination, which could cause an interruption of our commercialization efforts, research and
development efforts and business operations, environmental damage resulting in costly clean- up and liabilities under
applicable laws and regulations eetldlead-to-substantial-fines-governing the use, storage, handling and penalties-disposal of
these materials and specified waste products. In addition, we cannot entirely eliminate the risk of accidental injury or
contamination from these materials or wastes . Although 64we-we believe that eur-the safety procedures utilized by our
third- party manufacturers for handling and disposing of these materials generally comply with the standards prescribed by
these laws and regulations, we cannot guarantee that this is the case or climinate the risk of accidental contamination or injury
from these materials. Under certain environmental laws, we could be held responsible for costs relating to any
contamination at our current or past facilities and at third- party facilities. In the-such an cvent of, we may be held liable
for an-any aeetdent;resulting damages and such liability could exceed our resources and state or federal or other
applicable authorities may curtail our use of these-certain materials and / or interrupt our business operations. Furthermore i
addition-, we-eottld-environmental laws and regulations are complex, change frequently and have tended to become more

stringent. We cannot predict subjeetto-potentially-matertal-tiabilittesrelatingto-the impact investigation-and-eleantp-of any
eenfamm&&eﬁ—whet-her—em%ﬂ&yhuﬂlmew&such changes and cannot be certam of or-our e&used—by—tuture fe}eases
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costly to protect our proprletary rlohti and as a reiult we may not be able to ensure their protection and all patent% will
eventually expire. Our commercial success will depend in part on obtaining and maintaining patent protection and trade secret

protection for difelikefalin forourlORSHVA-injeetion-or-other-produet-eandidates-and for any other product candidates that



we may develop, license or acquire and the methods we use to manufacture them, as well as successfully defending these
patents and trade secrets against third- party challenges. We will only be able to protect our technologies from unauthorized use
by third parties to the extent that valid and enforceable patents or trade secrets cover them. The patent prosecution process is
expensive and time- consuming, and we may not be able to file and prosecute to issuance all necessary or desirable patent
applications at a reasonable cost or in a timely manner. It is also possible that we may fail to identify patentable aspects of our R
& D output before it is too late to obtain patent protection. Moreover, should we enter into additional collaborations we may be
required to consult with or cede control to collaborators regarding the prosecution, maintenance and enforcement of our patents.
Therefore, these patents and applications may not be successfully prosecuted to issuance and enforced in a manner consistent
with the best interests of our business. The patent positions of pharmaceutical and biotechnology companies can be highly
uncertain and involve complex legal and factual questions for which important legal principles remain unresolved. No consistent
policy regarding the breadth of claims allowed in pharmaceutical or biotechnology patents has emerged to date in the United
States. The patent situation outside the United States is also uncertain. Changes in either the patent laws or in interpretations of
patent laws in the United States and other countries may diminish the value of our intellectual property. Accordingly, we cannot
predict the breadth of claims that may be allowed or enforced in our patents or in third- party patents. The degree of future
protection for our proprietary rights is uncertain, because legal means afford only limited protection and may not adequately
protect our rights or permit us to gain or keep our competitive advantage. Moreover, the patent application process is also
subject to numerous risks and uncertainties, and there can be no assurance that we or any of our future development partners will
be successful in protecting difelikefalin and any other product candidates that we may develop, license or acquire by obtaining
and defending patents. For example: ® we may not have been the first to make the inventions covered by each of our pending
patent applications and issued patents; ® we may not have been the first to file patent applications for these inventions; @ others
may independently develop similar or alternative technologies or duplicate any of our product candidates or technologies; 65-e
it is possible that none of the pending patent applications will result in issued patents; ® the issued patents covering our product
candidates may not provide a basis for commercially viable active products, may not provide us with any competitive
advantages, or may be challenged by third parties; ® we may not develop additional proprietary technologies that are patentable;
e patents of others may have an adverse effect on our business; ® competitors may file trademark infringement claims or
challenges to the validity of our trademark (s); ® noncompliance with governmental patent agencies requirements can result in
abandonment or lapse of a patent or patent application, resulting in partial or complete loss of patent rights in the relevant
jurisdiction, potentially allowing competitors to enter the market earlier than would otherwise have been the case; S1 e our
competitors, many of whom have substantially greater resources than we do and many of whom have made significant
investments in competing technologies, may seek or may have already obtained patents that will limit, interfere with, or
eliminate our ability to make, use, and sell our potential product candidates; or e there may be significant pressure on the U. S.
government and international governmental bodies to limit the scope of available patent protection both inside and outside the
United States for disease treatments that prove successful, as a matter of public policy regarding worldwide health concerns.
Recent patent reform legislation could increase the uncertainties and costs surrounding the prosecution of our patent
applications and the enforcement or defense of our issued patents. On September 16, 2011, the Leahy- Smith America Invents
Act, or the Leahy- Smith Act, was signed into law. The Leahy- Smith Act includes a number of significant changes to U. S.
patent law. These include provisions that affect the way patent applications are prosecuted and may also affect patent litigation.
The U. S. Patent Office has developed new regulations and procedures to govern administration of the Leahy- Smith Act, and
many of the substantive changes to patent law associated with the Leahy- Smith Act, including and in particular, the first to file
provisions, became effective on March 16, 2013. The Leahy- Smith Act and its implementation could increase the uncertainties
and costs surrounding the prosecution of our currently pending and future patent applications and the enforcement or defense of
our issued patents, all of which could have a material adverse effect on our business and financial condition. Patent applications
in the United States are generally maintained in confidence for at least 18 months after their earliest effective filing date and in
certain circumstances not until granted when no foreign counterpart patent applications are filed. Furthermore, published patent
applications may issue at a later date with new and / or amended claims substantially different from those published earlier.
Consequently, we cannot be certain we were the first to invent or the first to file patent applications on difelikefalin or any other
product candidates that we may develop, license or acquire. Until recent changes to the U. S. Patent Laws, patents and patent
applications relating to substantially similar claimed inventions were potentially subject to interference proceedings to determine
the first applicant to invent the claimed subject matter. For an interference to be declared against our patents and patent
applications, any such interference would be under the 1952 law which was eliminated by the America Invents Act, or AIA,
enacted in 2011 and fully effective in 2013. Such an interference would therefore have to relate to a patent or application with an
effective filing date before March 16, 2013. No interference with such a patent or application has been declared to date.
Therefore, it seems extremely unlikely that we may have to participate in interference proceedings declared by the USPTO to
determine priority of invention in the United States against one or more parties claiming the same or similar invention.
However, in the unlikely event that such interference was to be declared, the costs of these proceedings could be substantial and
it is possible that our efforts would be unsuccessful, resulting in a material adverse effect on our U. S. patent position. The
results of these types of proceedings could reduce the scope of, or invalidate, our patent rights, allow third parties to
commercialize our technology or products and compete directly with us, without payment to us, or result 66it-in our inability to
manufacture or commercialize products without infringing third- party patent rights. In addition, if the breadth or strength of
protection provided by our patents and patent applications is threatened, it could dissuade companies from collaborating with us
to license, develop or commercialize current or future product candidates. Such results could have a material adverse effect on
our results of operations. In addition, the patentability of claims in pending patent applications covering KORSUVA injection or
other difelikefalin- based product can be challenged by third parties during prosecution in the USPTO under the new AIA law of



2013, for example by third party observations and derivation proceedings, and the validity of claims in issued patents can be
challenged by third parties in various post- grant proceedings such as Post- Grant Review, Inter- partes Reexamination, and
Inter- partes Review proceedings. Furthermore, we may not have identified all U. S. and foreign patents or published
applications that affect our business either by blocking our ability to commercialize our drugs or by covering similar
technologies that affect our drug market. In addition, some countries, including many in Europe, do not grant patent claims
directed to methods of treating humans, and in these countries patent protection may not be available at all to protect our product
candidates. Everr52Even if patents issue, we cannot guarantee that the claims of those patents will be valid and enforceable or
provide us with any significant protection against competitive products, or otherwise be commercially valuable to us. We also
rely on trade secrets to protect our technology, particularly where we do not believe patent protection is appropriate or
obtainable. However, trade secrets are difficult to protect. While we use reasonable efforts to protect our trade secrets, our
licensors, employees, consultants, contractors, outside scientific collaborators and other advisors may unintentionally or
willfully disclose our information to competitors. Enforcing a claim that a third party illegally obtained and is using our trade
secrets is expensive and time consuming, and the outcome is unpredictable. In addition, courts outside the United States are
sometimes less willing to protect trade secrets. Moreover, our competitors may independently develop equivalent knowledge,
methods and know- how. If we fail to obtain or maintain patent protection or trade secret protection for difelikefalin or any other
product candidate that we may develop, license or acquire, third parties could use our proprietary information, which could
impair our ability to compete in the market and adversely affect our ability to generate revenues and achieve profitability. Even
if our patent applications issue as patents, they may not issue in a form that will provide us with any meaningful protection,
prevent competitors from competing with us or otherwise provide us with any competitive advantage. Our competitors may be
able to circumvent our owned or licensed patents by developing similar or alternative technologies or products in a non-
infringing manner. The issuance of a patent is not conclusive as to its inventorship, scope, validity or enforceability, and our
owned and licensed patents may be challenged in the courts or patent offices in the United States and abroad. Such challenges
may result in loss of exclusivity or freedom to operate or in patent claims being narrowed, invalidated or held unenforceable, in
whole or in part, which could limit our ability to stop others from using or commercializing similar or identical technology and
products, or limit the duration of the patent protection of our technology and products. Given the amount of time required for the
development, testing and regulatory review of new product candidates, patents protecting such product candidates might expire
before or shortly after such product candidates are commercialized. As a result, our owned and licensed patent portfolio may not
provide us with sufficient rights to exclude others from commercializing products similar or identical to ours. If we or any
current or future collaboration partner are sued for infringing intellectual property rights of third parties, it will be costly and
time consuming, and an unfavorable outcome in any litigation would harm our business. Our ability to develop, manufacture,
market and sell difelikefalin KORSEVA-injeetiorror any potential efeur-othereurrentof-future product eandidates— candidate
will depends— depend upon our ability to avoid infringing the proprietary rights of third parties, and our commercial success
will depends— depend upon our ability, and the ability of our collaborators, to develop, manufacture, market and sell our
product candidates and use our proprietary technologies without infringing the proprietary rights of third parties. There is
considerable intellectual property litigation in the biotechnology and pharmaceutical industries. Numerous U. S. 67and-- and
foreign issued patents and pending patent applications, which are owned by third parties, exist in the general field of pain
management and cover the use of numerous compounds and formulations in our targeted markets. Third parties may assert
infringement claims against us based on existing patents or patents that may be granted in the future. Because of the uncertainty
inherent in any patent or other litigation involving proprietary rights, we and our licensors may not be successful in defending
intellectual property claims by third parties, which could have a material adverse effect on our results of operations. Regardless
of the outcome of any litigation, defending the litigation may be expensive, time- consuming and distracting to management. In
addition, because patent applications can take many years to issue, there may be currently pending applications, unknown to us,
which may later result in issued patents that KORSHVA-mjeetion-or-our-other-current or potential future product candidates
may infringe. There could also be existing patents of which we are not aware that KORSHVA-injeettorror-our eur-other-current
or potential future product candidates may inadvertently infringe. Fhere-S3There is a substantial amount of litigation involving
patent and other intellectual property rights in the biotechnology and biopharmaceutical industries generally. If a third- party
claims that we infringe on their products or technology, we could face a number of issues, including: @ infringement and other
intellectual property claims which, with or without merit, can be expensive and time consuming to litigate and can divert
management’ s attention from our core business; ® substantial damages for past infringement which we may have to pay if a
court decides that our product infringes on a competitor’ s patent; @ a court prohibiting us from selling or licensing our product
unless the patent holder licenses the patent to us, which it would not be required to do; e if a license is available from a patent
holder, we may have to pay substantial royalties or grant cross licenses to our patents; and e redesigning our processes so they
do not infringe, which may not be possible or could require substantial funds and time. If we are found to infringe on a third
party’ s intellectual property rights, we could be required to obtain a license from such third party to continue developing and
marketing our products and technology. However, we may not be able to obtain any required license on commercially
reasonable terms or at all. Even if we were able to obtain a license, it could be non- exclusive, thereby giving our competitors
access to the same technologies licensed to us. We could be forced, including by court order, to cease commercializing the
infringing technology or product. In addition, we could be found liable for monetary damages, including treble damages and
attorneys’ fees if we are found to have willfully infringed a patent. A finding of infringement could prevent us from
commercializing our product eandieates-—- candidate or force us to cease some of our business operations, which could
materially harm our business. Claims that we have misappropriated the confidential information or trade secrets of third parties
could have a similar negative impact on our business. We may be involved in lawsuits to protect or enforce our patents or the
patents of our licensors, which could be expensive, time consuming and may ultimately be unsuccessful. Competitors may



infringe on our issued patents or other intellectual property. To counter infringement or unauthorized use, we may be required to
file infringement claims, which can be expensive and time consuming. Any claims we assert against perceived infringers could
provoke these parties to assert counterclaims against us alleging that we infringe their patents. In addition, in a patent
infringement proceeding, a court may decide that a patent of ours is invalid or unenforceable, in whole or in part, construe the
patent’ s claims narrowly or refuse to stop the other party from using the technology at issue on the grounds that our patents do
not cover the technology in question. An adverse result in any litigation proceeding could put one or more of our patents at risk
of being invalidated or interpreted narrowly. Furthermore, because of the substantial amount of discovery required in connection
with intellectual property litigation, there is a risk that some of our confidential information could be compromised by disclosure
during this type of litigation. 68Mest--- Mest of our competitors are larger than we are and have substantially greater resources.
They are, therefore, likely to be able to sustain the costs of complex patent litigation longer than we could. In addition, the
uncertainties associated with litigation could have a material adverse effect on our ability to raise the funds necessary to
continue our clinical trials, continue our internal research programs, in- license needed technology, or enter into development
partnerships that would help us bring our product eandidates— candidate to market. We-54We may need to license certain
intellectual property from third parties, and such licenses may not be available or may not be available on commercially
reasonable terms. A third party may hold intellectual property, including patent rights that are important or necessary to the
development or commercialization of our products. It may be necessary for us to use the patented or proprietary technology of
third parties to commercialize our products, in which case we would be required to obtain a license from these third parties.
Such a license may not be available on commercially reasonable terms or at all, which could materially harm our business. We
may be subject to claims that our employees have wrongfully used or disclosed alleged trade secrets of their former employers.
As is common in the biotechnology and pharmaceutical industry, we employ individuals who were previously employed at
other biotechnology or pharmaceutical companies, including our competitors or potential competitors. Although no claims
against us are currently pending, we may be subject to claims that these employees , or we have inadvertently or otherwise used
or disclosed trade secrets or other proprietary information of their former employers. Litigation may be necessary to defend
against these claims. Even if we are successful in defending against these claims, litigation could result in substantial costs and
be a distraction to management. We may not be able to protect our intellectual property rights throughout the world. Filing,
prosecuting and defending patents on product candidates in all countries throughout the world would be prohibitively expensive,
and our intellectual property rights in some countries outside the United States can be less extensive than those in the United
States. In addition, the laws of some foreign countries do not protect intellectual property rights to the same extent as federal and
state laws in the United States. Consequently, we may not be able to prevent third parties from practicing our inventions in all
countries outside the United States, or from selling or importing products made using our inventions in and into the United
States or other jurisdictions. Competitors may use our technologies in jurisdictions where we have not obtained patent protection
to develop their own products and further, may export otherwise infringing products to territories where we have patent
protection, but enforcement rights are not as strong as those in the United States. These products may compete with our product
eatdidates— candidate and our patents or other intellectual property rights may not be effective or sufficient to prevent them
from competing. Many companies have encountered significant problems in protecting and defending intellectual property rights
in foreign jurisdictions. The legal systems of certain countries do not favor the enforcement of patents and other intellectual
property protection, which could make it difficult for us to stop the infringement of our patents generally. Proceedings to
enforce our patent rights in foreign jurisdictions could result in substantial costs and divert our efforts and attention from other
aspects of our business, could put our patents at risk of being invalidated or interpreted narrowly and our patent applications at
risk of not issuing and could provoke third parties to assert claims against us. We may not prevail in any lawsuits that we initiate
and the damages or other remedies awarded, if any, may not be commercially meaningful. Accordingly, our efforts to enforce
our intellectual property rights around the world may be inadequate to obtain a significant commercial advantage from the
intellectual property that we develop or license. The validity and enforceability of the patents and applications that cover
KORSUVA-mnjeetiorrand-our-difelikefalin predueteandidatescan be challenged by competitors. In FerlKkORSHVA-injeetion
and-inrthe event that oral difelikefalin or any potential future product candidate is approved by the FDA, one or more third
parties may challenge the patents covering these products and product candidates, which could result in the invalidation of, or
render unenforceable, some or all of the relevant patent claims. For example, if a third 69party—- party files an Abbreviated
New Drug Application, or ANDA, for a generic drug product containing difelikefalin, and relies in whole or in part on studies
conducted by or for us, the third party will be required to certify to the FDA that either: (1) the patents listed in the Orange Book
have expired; (2) the listed patents have not expired, but will expire on a particular date and approval is sought after patent
expiration; or (3) the listed patents are invalid or will not be infringed by the manufacture, use or sale of the third- party’ s
generic drug product. A certification that the new product will not infringe the Orange Book- listed patents for difelikefalin, or
that such patents are invalid, is called a paragraph IV certification. If the-SSthe third party submits a paragraph IV certification
to the FDA, a notice of the paragraph IV certification must also be sent to us once the third- party’ s ANDA is accepted for
filing by the FDA. We may then initiate a lawsuit to defend the patents identified in the notice. The filing of a patent
infringement lawsuit within 45 days of receipt of the notice automatically prevents the FDA from approving the third- party’ s
ANDA until the earliest of 30 months or the date on which the patent expires, the lawsuit is settled, or the court reaches a
decision in the infringement lawsuit in favor of the third party. If we do not file a patent infringement lawsuit within the required
45- day period, the third- party’ s ANDA will not be subject to the 30- month stay. Litigation or other proceedings to enforce or
defend intellectual property rights are often very complex in nature, may be very expensive and time- consuming, may divert
our management’ s attention from our core business, and may result in unfavorable results that could adversely impact our
ability to prevent third parties from competing with our products. Risks Related to Employee Matters and Managing GrowthWe
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ve-otur-development-and-eommeretalizattongoals—We-depend on skilled personnel 10 operate our business L“LL[I\ le na
rapidly changing market, and if we are unable to 1lem existing or hire additional personnel when needed, ermanage-transittons
amongmembers-efourdeadership-teant;-our ability to develop and sell our products could be harmed. In January 2024, as part
of our pipeline prioritization, we reduced our headcount by approximately 50 %, including the separation of our former
Chief Scientific Officer and SVP of Research & Development. Although we believe these employee transitions are in the
best interest of our company and our stockholders, these transitions may result in the loss of personnel with deep
institutional or technical knowledge. Further, the transition could potentially disrupt our operations and relationships
with employees, suppliers, and partners and, as a result, create added costs, operational inefficiencies, decreased
employee morale and productivity and increased turnover. In addition, our competitors may seek to use these transitions
and the related potential disruptions to gain a competitive advantage over us. Furthermore, these changes increase our
dependency on the other members of our leadership team and clinical and preclinical operations teams that remain with
us, who are not contractually obligated to remain employed with us and may leave at any time. Any such departure could
be particularly disruptive and, to the extent we experience additional turnover, competition for top talent is high such
that it may take some time to find a candidate that meets our requirements. \We may not be able to attract or retain
qualified management and commercial, scientific , and clinical personnel due to the intense competition for qualified personnel
among biotechnology, pharmaceutical and other businesses. If we are not able to attract and retain necessary personnel to
accomplish our business objectives, we may experience constraints that will significantly impede the achievement of our



development ObjeCt1V6§ our ability to raise additional capital and our ability to nnplement our business inategy Our-industry

otr-management-teans-ortf-we-lose addltlonal ene—or—n&efe—member% of our senior man"lgenlent te"lm our ab1l1ty to
successfully implement our business strategy could be seriously harmed. Replacing these employees may be difficult and may
take an extended period of time because of the limited number of individuals in our industry with the breadth of skills and
experience required to develop, gain regulatory approval of and commercialize products successfully. Competition to hire from
this limited pool is intense, and we may be unable to hire, train, retain or motivate additional key personnel. We do not maintain
“ key person ” insurance for any of our executives or other employees. FHHIf we fail to maintain proper and effective internal
controls, our ability to produce accurate financial statements on a timely basis could be impaired. We are subject to the reporting
requirements of the Securities Exchange Act of 1934, as amended, the Sarbanes- Oxley Act of 2002 and the rules and
regulations of The Nasdaq Global Market. Pursuant to Section 404 of the Sarbanes- Oxley Act of 2002, or Section 404, we are
required to perform system and process evaluation and testing of our internal control over financial reporting to allow our
management to report on the effectiveness of our internal control over financial reporting and, in the past, we have also been
required to have our independent registered public accounting firm issue an opinion on the effectiveness of our internal control
over financial reporting on an annual basis as a large accelerated filer. However, based on our public float as of June 30, 2622
2023 , we qualified as a non- accelerated filer at the end of 2622-2023 , which would allow us to forgo the auditor attestation
requirement for the fiscal year ended December 31, 2622-2023 . However, we have determined to voluntarily comply with the
auditor attestation requirement for the fiscal year ended December 31, 2622-2023 . Buring-56During the evaluation and testing
process, if we identify one or more material weaknesses in our internal control over financial reporting, we will be unable to
assert that our internal control over financial reporting is effective. Further, we may in the future discover weaknesses in our
system of internal financial and accounnng controls and procedures that could result i ina material misstatement of our financial

-peﬂods— Moreover our internal control@ over hnaneml reportlng will not prevent or detect all errors and all fraud. A control
system, no matter how well designed and operated, can provide only reasonable, not absolute, assurance that the control system’
s objectives will be met. Because of the inherent limitations in all control systems, no evaluation of controls can provide
absolute assurance that misstatements due to error or fraud will not occur or that all control issues and instances of fraud will be
detected. Moreover, we are aware that the increased prevalence of remote working arrangements implemented-in-eenneetion
yith-the-COVID-—9-pandemie-potentially presents additional areas of risk, including cyber and privacy risks, and we are
carefully monitoring any impact to our internal controls and procedures. If we are unable to assert that our internal control over
financial reporting is effective, or if our independent registered public accounting firm is unable to express an opinion on the
effectiveness of our internal control over financial reporting, investors could lose confidence in the reliability of our financial
statements, the market price of our stock could decline and we could be subject to sanctions or investigations by The Nasdaq
Global Market, the SEC or other regulatory authorities. Risks Related to Ownership of Our Common SteekThe-StockIf we fail
to meet all applicable requirements of Nasdaq and Nasdaq determines to delist our common stock, the delisting could
adversely affect the market liquidity of our common stock and the market price of our common stock could decrease.
On February 1, 2024, we received a letter from Nasdaq, notifying us that, for the previous 30 consecutive business day
period prior to the date of the letter, the closing bid price for our common stock was below $ 1. 00. In accordance with
Nasdaq Listing Rule 5810 (c) (3) (A) we have been provided an initial period of 180 calendar days, or until July 30, 2024,
to regain compliance with Nasdaq’ s bid price requirement. If, at any time before July 30, 2024, the bid price for our
common stock closes at $ 1. 00 or more for a minimum of 10 consecutive business days, we will regain compliance with
the bid price requirement, unless Nasdaq staff exercised its discretion to extend this 10- day period pursuant to Nasdaq
rules. If we are unable to satisfy the Nasdaq criteria for continued listing, our common stock would be subject to
delisting. A delisting of our common stock could negatively impact us by, among other things, reducing the liquidity and
market price of our common stock; reducing the number of investors willing to hold or acquire our common stock,
which could negatively impact our ability to raise equity financing; decreasing the amount of news and analyst coverage
of us; and limiting our ability to issue additional securities or obtain additional financing in the future. In addition,
delisting from Nasdaq may negatively impact our reputation and, consequently, our business. The market price of our
common stock has been, and is likely to continue to be, highly volatile, and you may not be able to resell your shares at or above
the price you paid for them. Since our initial public offering in January 2014, our stock price has been volatile and it is likely
that the trading price of our common stock will continue to be volatile. As a result of this volatility, investors may not be able to
sell their common stock at or above the price paid for the shares. The market price for our common stock may be influenced by
many lactor% 1nclud1ng e actual or anncrpated variations in quarterly or annual operatrng results —O—t-he—eeﬁﬁ&efeta-l-sueeess-e-f
dates—; o delays

in the commencement, enrollment and ultnnate eonlplenon of our clinical trials, 1nclud1ng our planned trlalq for oral
difelikefalin; 72-e results of clinical trials of oral difelikefalin for the treatment of pruritus in patients with NP, or any



potential future product candidate or those of our competitors; 57 e any delay or refusal on the part of the FDA or other

regulatory authorltles in approving an—N-BA—marketmg authorlzatlon for eur-othereurrent-or-future-produet-eandidates:e-

or any potential future product Candldate or-those-of otreompetitors-; © fallure to meet or exceed ﬁnanc1al projections we
provide to the public; e failure to meet or exceed the estimates and projections of the investment community, including
securities analysts; @ introduction of competitive products or technologies; ® changes or developments in laws or regulations
applicable to ewr-product eandidates— candidate ; e the perception of the pharmaceutical industry by the public, legislatures,
regulators and the investment community; @ general trends in our industry or economic and market conditions and overall
fluctuations in U. S. equity markets rineluding-as-a-resalt-ofthe-COVID-—19-pandemte-; ® developments concerning our sources
of manufacturing supply, warehousing and inventory control; e disputes or other developments relating to patents or other
proprietary rights; @ additions or departures of key scientific or management personnel; ® announcements of investigations or
regulatory scrutiny of our operations or lawsuits filed against us; @ capital commitments; ® investors’ general perception of our
company and our business; ® announcements and expectations of additional financing efforts, including the issuance of debt,
equity or convertible securities or other security instruments : e sales of our common stock, including sales by our directors
and officers or significant stockholders; ® changes in the market valuations of companies similar to us; ® announcements by us
or our competitors of significant acquisitions, strategic partnerships, or divestitures; ® changes in the structure of healthcare
payment systems; and e the other factors described in this “ Risk Factors ” section. In addition, the stock market in general, and
the market for small pharmaceutical and biotechnology companies in particular, have experienced extreme price and volume
fluctuations that have often been unrelated or disproportionate to the operating performance of these companies. Broad market
and industry factors, such as those related to high rates of inflation and interest rates and concerns of a recession in the
United States or the-other COVID-—19-pandemie-major markets, the recent disruptions to and volatility in the credit and
financial markets in the United States and worldwide, and geopolitical instability, including resulting from the ongoing
conflicts between Russia and the Ukraine, conflicts in the Middle East, and increasing tensions between China and
Taiwan , may negatively affect the market price of our common stock, regardless of our actual operating performance.
PFurther-S8Further , in the past, stockholders have initiated class action lawsuits against pharmaceutical and biotechnology
companies following periods of volatility in the market prices of these companies’ stock. Such litigation, if instituted against us,
could cause us to incur substantial costs and divert management’ s attention and resources from our business. If equity research
analysts cease to publish research or reports about us or if they publish unfavorable research or reports about us, our business or
our market, our stock price and trading volume could decline. The trading market for our common stock is likely to be
influenced by the research and reports that equity research analysts publish about us and our business. We do not have any
control over the analysts or the content and opinions included in their reports. The price of our stock could decline if one or
more equity research analysts downgrade our stock or issue other unfavorable commentary or research. Certain H-ene-ermore
equity research analysts who covered us have eeases-ceased coverage , and if further analysts who cover us were to cease
coverage of our company or faits— fail to publish reports on us regularly, demand for our stock could decrease, which in turn
could cause our stock price or trading volume to decline. Our quarterly operating results may fluctuate significantly. We expect
our operating results to be iubject to quarterly fluctuatlons Our operatlng results will be affected by numerous factors,
including: e e y ; astrue

progress of our clinical trials for oral dlfehkefahn and other potentlal future product candidates; ® varlatlons in the level of
expenses related to our future development programs; e whether the FDA or other regulatory authorities regtires—-
require us to complete additional, unanticipated studies, tests or other activities prior to approving our other current or future
product candidates, which would likely further delay any such approval; e our ability to identify, enter into and maintain third
party manufacturing arrangements capable of manufacturing oral difelikefalin KORSUWVA-injeetion-or-otr— or any potential
ethereurrentor-future product eandidates— candidate in commercial quantltleq e our execution of other collaborative, licensing
or similar arrangement% and the tlmlng of paymentq we may make or receive under these arrangements +e-vartations-in-the-tevet

v ; @ any product liability or intellectual property infringement lawsuit in
Wthh we may become involved; ® regulatory development% affecting KORSBVA-njeetion; Kapruviaroral difelikefalin, any
potential efeurfuture product candidates, or the product candidates of our competitors; and e forkKORSHVA-injeetton-and
Kapravia;and-if oral difelikefalin or any potential efewrfuture product candidates receives regulatory approval, the level of
underlying demand for such product and-predueteandidate-and wholesaler buying patterns. If our quarterly or annual operating
results fall below the expectations of investors or securities analysts, the price of our common stock could decline substantially.
Furthermore, any quarterly or annual fluctuations in our operating results may, in turn, cause the price of our stock to fluctuate
substantially. We believe that quarterly comparisons of our financial results are not necessarily meaningful and should not be
relied upon as an indication of our future performance. #4Ratstrg--- Raising additional funds by issuing securities may cause
dilution to existing stockholders and raising funds through lending and licensing arrangements may restrict our operations or
require us to relinquish proprietary rights. Until such time, if ever, as we can generate substantial product revenues, we expect to
finance our cash needs through a combination of equity offerings, debt financings, royalty arrangements, grants ane-, license
and development agreements in connection with any collaborations , and other financial instruments . We do not yet have any
committed external source of funds. To the extent that we raise additional capital by issuing equity securities, our existing
stoekhotders-59stockholders * ownership will be diluted, and the terms of these securities may include liquidation or other
preferences that adversely affect your rights as a common stockholder. Debt financing and preferred equity financing, if



available, may involve agreements that include covenants limiting or restricting our ability to take specific actions, such as
incurring additional debt, making capital expenditures or declaring dividends. If we raise additional funds through
collaborations, strategic alliances or marketing, distribution or licensing arrangements with third parties, we may have to
relinquish valuable rights to our technologies, future revenue streams, research programs , e+ KORSHVA-njeettonor-product
eandidates— candidate or grant licenses on terms that may not be favorable to us. Any debt financing that we enter into may
involve covenants that restrict our operations. These restrictive covenants may include limitations on additional borrowing and
specific restrictions on the use of our assets as well as prohibitions on our ability to create liens, pay dividends, redeem our stock
or make investments. If we are unable to raise additional funds through equity or debt financings when needed, we may be
required to delay, limit, reduce or terminate our product development or future commercialization efforts or grant rights to
develop and market product candidates that we would otherwise prefer to develop and market ourselves. The use of our net
operating loss carryforwards and research tax credits may be limited. A portion of our net operating loss, or NOL, carryforwards
and R & D tax credits may expire and not be used. As of December 31, 2022-2023 , we had federal and state NOL
carryforwards of approximately $ 448-467 . 2-0 million and $ 348-473 . 8-3 million, respectively, and we also had federal and
state R & D tax credit carryforwards of approximately $ 23-27 . 9-5 million and $ 24 . 9-5 million, respectively. Our NOL
carryforwards will begin expiring in 2026 for federal purposes (to the extent such federal NOLs are generated in taxable years
beginning on or before December 31, 2017) and 2027 for state purposes if we have not used them prior to that time, and our
federal R & D tax credits will begin expiring in 2025 unless previously used. The federal NOLs arising in 2018 and forward
have an unlimited carryforward period and losses from 2018- 2020 may be carried back five years due to the Coronavirus Aid,
Relief, and Economic Security Act of 2020, or the CARES Act. It is uncertain if and to what extent various states will conform
to the TCJA, as modified by the CARES Act. To the extent that we have not exchanged our Connecticut R & D tax credits for a
tax refund, those tax credits carry forward indefinitely. Additionally, our ability to use any NOL and R & D tax credit
carryforwards to offset taxable income or tax, respectively, in the future will be limited under Internal Revenue Code Sections
382 and 383, respectively, if we have a cumulative change in ownership of our stock of more than 50 % within a three- year
period. The completion of our initial public offering in 2014 and our follow- on public offerings in 2015, 2017, 2018 and 2019,
together with private placements and other transactions that have occurred, may have triggered such ownership changes. We
conducted a 382 analysis in the first quarter of 2021. This analysis showed a limited change of ownership had occurred, and the
amount of NOL carryforwards and R & D tax credits that could be utilized annually in the future to offset taxable income or tax,
respectively. In addition, since we will need to raise substantial additional funding to finance our operations, we may undergo
ownership changes in the future. Any such annual limitation may significantly reduce the utilization of the NOL carryforwards
and R & D tax credits before they expire. In addition, certain states have in the past suspended use of NOL carryforwards for
certain taxable years (including Connecticut which currently limits the use of NOL carryforwards by 50 % and without
limitation legislation enacted by California in June 2020 that suspends the use of California NOLs and limits the use of
California R & D tax credits for certain years), and other states are considering similar measures. As a result, we may incur
higher state income tax expense in the future. Depending on our future tax position, limitations on our ability to use NOL
carryforwards in states in which we are subject to income tax could have an adverse impact on our results of operations and
financial condition. #5New--- New or future changes to tax laws could materially adversely affect our company. On December
22,2017, President Trump signed into law the TCJA, which significantly amends the Internal Revenue Code of 1986, which
was modified by the CARES Act. We continue to examine the impact these changes may have on our business.
Notwithstanding the reduction in the corporate income tax rate, the overall impact of the TCJA and CARES Act, or any other
future changes in tax laws, is uncertain and our business and financial condition could be adversely affected. For example,
proposals have recently been made in Congress (which have not yet been enacted) that include tax law changes that could have a
material adverse impact on us. The impact of the TCJA and CARES Act and any future Changes in tax laws on holders of our
common stock is also uncertain and could be adverse 60 her-beginntngtn 7 A58







