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Item 7.01. Regulation FD Disclosure.

On March 11, 2022, Cara Therapeutics, Inc. (the “Company”) made available an updated corporate presentation, which can be found on the Company’s
website (the “Corporate Presentation”). The Corporate Presentation is furnished as Exhibit 99.1 and incorporated by reference in this Item 7.01.

The information furnished under this Item 7.01, including Exhibit 99.1, shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange
Act of 1934 (the “Exchange Act”) or subject to the liabilities of that section, nor shall it be deemed to be incorporated by reference into any of the Company’s
filings with the Securities and Exchange Commission (“SEC”) under the Exchange Act or the Securities Act of 1933, as amended, (the “Securities Act”)
whether made before or after the date hereof, regardless of any general incorporation language in such a filing. The information shall not be deemed
incorporated by reference into any other filing with the SEC made by the Company, regardless of any general incorporation language in such filing.

Item 9.01. Financial Statements and Exhibits.
(d) Exhibits
Exhibit No. Description

99.1 Corporate Presentation, dated March 11, 2022
104 Cover page interactive data file (formatted as Inline XBRL)
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Thomas Reilly
Chief Financial Officer
(Principal Financial and Accounting Officer)

Date: March 11, 2022




Exhibit 99.1

Cara Therapeutics

CORPORATE PRESENTATION
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I Forward Looking Statements

Statements contained in this presentation regarding matters that are not historical facts are "forward-looking statements”
within the meaning of the Private Securities Litigation Reform Act of 1995. Examples of these forwardlocking statements
include statements concerning the Company’s ability to commercialize KORSUVA ™ (difelikefalin) injection, including the
timing of additional regulatory submissions and approvals, the Company’s ability to obtain and maintain coverage and
adequate reimbursement for KORSUWA Injection, potential timeline for launch of KORSUVA injection, the potential timeline
for post-TDAPA reimbursement, the potential of KORSUWA injection to be a therapeutic option for CKD-aP in dialysis
dependent patients and the potential for KORSUVA to address additional pruritic indications, the performance of our
commercial partners, including Vifor Pharma, expected timing of the initiation, enrollment and data readouts from the
Company's planned and ongoing clinical trials, the potential results of ongoing clinical trials, timing of future regulatory and
development milestones for the Company’s product candidates, the potential for the Company's product candidates to be
alternatives in the therapeutic areas investigated, the Company's expected cash reach, and the potential impact of COVID-
19 on the Company's commercial launch, clinical development and regulatory timelines and plans. Because such
statements are subject to risks and uncertainties, actual results may differ materially from those expressed or implied by
such forward-looking statements. Risks are described more fully in Cara Therapeutics’ filings with the Securities and
Exchange Commission, including the "Risk Factors” section of the Company's Annual Report on Form 10-K for the year
ended December 31, 2021 and its other documents subsequently filed with or furnished to the Securities and Exchange
Commission. All forward-locking statements contained in this presentation speak only as of the date on which they were
made. Cara Therapeutics undertakes no obligation to update such statements to reflect events that occur or circumstances
that exist after the date on which they were made.

Cara Therapeutics undertakes no obligation to update such statements to reflect events that occur or circumstances that
| exist after the date on which they were made. C CARA
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OUR MISSION:

Transform the way pruritus is
treated to bring quality to the
lives of those who suffer.




About 1 in 8 people suffer from chronic pruritus

OFTEN UNDER REPORTED**

&N v
8%

of the population
affected’?

OFTEN UNDER TREATED*®

SIGNIFICANT IMPACT ON QolL®*"
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Millions of US patients could benefit from a chronic
pruritus therapy

Estimated US Addressable
Pruritis Population

F SYSTEMIC

&) DERMATOLOGICAL

% NEUROLOGICAL

HD-Dependent Chronic Kidney Disease (CKD)'2 200K
Non-Dialysis Dependent CKD (Stage 4-5)*7 300K
Chronic Liver Disease®'? 3M
Atopic Dermatitis'*' 12M
™M
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I Prepared for significant immediate and future growth

° First-and-only FDA-approved treatment for CKD-aP in HD

1y Robust R&D engine with multiple pipeline indications

©~ Significant market opportunity & strong financial
I|II foundation to deliver growth strategy

CCARA




I KORSUVA Injection to launch in US in April 2022

POSITIONED FOR RAPID UPTAKE

& Cowins Soom #f FIRST-AND-ONLY PRODUCTAPPROVED FOR CKD-aP in HD
(difelikefalin) Injection %" STRONG COMMERCIAL POSITIONING & PARTNERSHIP

@ FIRST INNOVATIVE PRODUCT TO RECEIVE TDAPA

C CARA
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I KORSUVA Injection addresses significant unmet need
in US CKD-aP hemodialysis market

~500K 40% ~200K

Patients on hemodialysis'? With moderate-severe Addressable Market
pruritus?
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KORSUVA Injection first and only FDA approved
therapy for CKD-aP in HD

First-and-Only FDA approved therapy to address CKD-aP-HD
+ Curmrent therapies are generally ineffective or poorly tolerated

+ Breakthrough Therapy Designation

+ Priority Review

WOW APPROVID
& COMING SO0ON

KORSUVA
(difelikefalin) Injection

Largest clinical development program for CKD-aP in HD
= with 1300 participants
paate! Ao

Favorable Sﬂfﬁ'l.‘y prnfile
» MNon-scheduled
= Mostcommon AEs were diarrhea, dizziness, and nausea

=~ 8

ey
& ==
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Concentrated market dynamics can facilitate rapid
I uptake

2 Key Providers == FRESENIUS 63\" ta
. Fresef*nus Medical Care and DaV1|ta have a v MEDICAL CARE . ®
combined market share of ~75% K|dney Care

1 Major Payer
+  Medi ~80% of CKD-HD patients? g g
2 g _/{(.Medlcare

1stdrug Parsabiv - $1.4B revenue in 3-yr period?

oy, "
1. hitps:ihealth careapnraisers comi2020-outiook-dialysis-cinics-and-ssrds C CA R A
10 | 2 hitps:iadr usrds ori?020/end-stage-renal-disease/3-healthcare-expenditures-for-persons-with-esm THERAPEUTICS
3. Amgen AnnualReport 2018, 2018, 2020




Partnership with Vifor Pharma can maximize launch
I potential

CCARA  \/_VIFOR

THERAPEUTICS PHARMA

.3- Leading commercial nephrology organization with turnkey
y¢ infrastructure, including 100+ sales FTEs

Strong relationships with US nephrology offices and dialysis
centers, including joint venture with Fresenius Medical Care

r Contractual economics bring near term profitability for
I©® KORSUVA Injection
C CARA
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I Favorable reimbursement for KORSUVA Injection

|E“° Granted TDAPA and J-Code by CMS effective
April 1, 2022

TDAPA allows for KORSUVA to be billed separately
e from the ESRD bundle for at least two years

&"l CMS leadership to engage with Cara and Vifor Pharma
La ensuring patient access, including post-TDAPA

CCARA




I Difelikefalin MOA has potentially broad application

Difelikefalin blocks itch response agnostic of itch trigger

W@ DERMATOLOGICAL #_‘ NEUROLOGICAL

CKD PBC AD NP
. . * a s e ® 2o e o%ee%e " Ha"oe Disease-specific
° LI} ® e ® e oy W }Fruritogens

L] . L] - - ® .

DIFELIKEFALIN
Peripheral Sensory Neurons /
® — D <
Kappa

PRURITUS  receptor

13 | Adsgted from Plugeds Arch 2013 December | 485121 doi 10.1007/e004£24.013-1284.2
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Oral difelikefalin has potential for long-term growth

Key Categories of Chronic
Pruritus’

Dermatological Neurological

Endocrine & Metabolic
Chronic Kidney Disease (CKD)
Primary Biliary Cholangitis (PEC)

Infectious diseases

Hematologic &
lymphoproliferative diseases

Inflammatory Dermatoses-

Atopic dermatitis (AD) MNotalgia Paresthetica (NP)

Infectious dermatoses

Autoimmune dermatoses Brachioradial pruritus

| - Neoplasms
Visceral neoplasms
Genodermatoses ) )
Post-herpetic Neuralgia
Drug-induced pruritus Dermatosesof pregnancy
1. Malferne U. et al Prevalence, correlates and characterstics of chronic prurfus a population-based crosssedional study. Acta DermVenersod 2001518 c874-5.2. MaSerne U of al P C A R A
14 I txdence and deteqmnants of chicnic profited: & populition.baded cohor sludy. Acts Derm Venansel 2013,03(5k532-7. 3. Adapled from: Slender 5. ol al Chcal cliasification ofch g

THERAPEUTICS
posbon paper of B mlermabons] forum forthe shudy of Bch, Acts Derm Venereol 2007, 87 251-234




Advancing our late-stage pipeline in multiple
indications

STAGE OF DEVELOPMENT

Commercial Rights

T e EEs N R R Rlee S IRV Ed O e o atstf e
KORSUVA™ ; US- Vifor®
Injection FIMGSEIERE D EUICiher- VEMCRP®
Cral Pruritus NDD-CKD Cara
difelikefalin (stages IV-V)

Oral Pruritus in Atopic ; e
difelikefalin Dermatitis il
Oral o

i 2 Pruritus in NP
difelikefalin s L
Cral :
difelikefalin s PBC Cara

'CARA
15 I * Commerciskzation nights to difeike fsin in defined indications - Japss: Mansshi Pharmaceutical Co, LTD; South Kores: Chong Kun Dang Pharmaceuticals. 2 Vifor Fresenius Medical Care Renal Pharma (VFUCRP) (
And Carg BayE fghts B Sromob i Fredanios Wadicsl Care Sakrais ciracs i tha US under & prof shans ofeement. * \Vilse Bad commercil fights n Non-US Frasanius cincs under § pro S-S50 sranjesanl HD THER&FEUTICS
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Oral difelikefalin: expanding reach in non-dialysis [KLR
CKD market

@ Pruritis control is a significant unmet need among non-dialysis
CKD patients’

* There are no FDA-approved therapies and current anti-pruritic
approaches are inadequate’

.« Approximately 1.2 million US patients have advanced (stage 4-5)
""" non-dialysis CKD?**®

; ~30% advanced non-dialysis CKD patients experience moderate
to severe pruritus®

1. Makar W st al Chices: idesy debedis sssoculed prurus. & rvienwy. Kdney Blbod Press Res 2021, 456550
16 I hitps-inccd. cde. govidkdidetal aspuhnume 3372 3. Dalallonior &, S5ates Renal Data Sysbem Bp: i nbc-Aidney-diseasel 1 ciod-n-the-general-population. 5. Wong 517 ef a S ARRAPRITICE

Dechions abmd Aenal Replacement Theragy in Patients with Advanced Kidney Disease in the US Depariment of W arcs Alfairs, 2000-2011, Cin Journal of Am Soc Heprol 2018 11(10): 1825-1833 &

Sulul N ¢t 8l Pruritus and patient repored ouloomes in non-diakyss CKID. Cin J Am Soc Nepiol 2015, 573881 7. MeSang T and Kremes AF Unemic Prurtus. Midosy Nlemational 2015 BT 55881

Centers for Dsaase Contred and Pravention f.‘ CA RA




Phase 2 data in NDD-CKD-aP provides path forward
I into Phase 3

Primary Endpaint
Change From Baseline in WI-NRS Over Time ¥ Bignificant difference achieved between

1mg oral difelikefalin and placebo in WI-
—+Placebo (N = 67) NRS score at Week 12

¥ Generally well-tolerated with safety
profile consistent with clinical
development program

~~DFK 1.00 mg (N = 67)

Change from Bazeline
b

v Phase 2 findings and EOP2 discussion
with FDA established dose and patient
P e T T . T T population in Advanced CKD for Phase 3

« trial

Weeks in Double-blind Treatment Period
LS Means aver time

*FLO05 "t P00l

C CARA
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I KICK 1 & KICK 2: Patient Population

STUDY PATIENT POPULATION

-
= Adults with advanced stage 4 and 5 CKD 12?:@: s
Risk

Function Kidney failure

Dialysis

* Chronic Pruritus for at least 6 months prior to Non Dialys
lon Dialysis Dependent

. Dependent
screening —
* Moderate to Severe Pruritus at Baseline Oral :
s . KORSUVA
(WI-NRS =z 5) D(EE':(“:;TS"}“ (ddibetain) njcton

* Allowed to be on stable treatment for itch
including antihistamines and gabapentinoids

C CARA
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LR
KICK 1 & KICK 2: Study Design

RANDOMIZE Patients Re-Randomized
SCREEN (N =~400; 1:1) to DFK or PBO
p ¢
Efficacy Assessment Treatment Period 1 Long-term Safety Extension Treatment Period
Double Blind Double Blind

RUN-IN

DFK 1.0 mg once daily

KORSUVA: 1.0 mg once daily

DFK 1.0 mg once daily

M

& €
7Days : 12 Weeks
@ Baseline Mean WI-NRS > 5

st

N iy

v

Up to 52 Weeks

PRIMARY ENDPOINT

+ % of subjects with 24-point improvement from baseline
in WI-NRS score at Week 12

ADDITIONAL ENDPOINTS

* Quality of life including sleep
+ Safety assessments

——y .
C
19| KICK1 US sites only, KICK 2 US and ex-US sites CA RA
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Oral difelikefalin: potential to address significant
need for an oral antipruritic in atopic dermatitis (AD)

Pruritus is a hallmark of AD, often called “the itch that
rashes”’

Itch is considered the most burdensome AD symptom by
patients,? strongly and negatively impacts quality of life®

~12M diagnosed patients that experience chronic pruritus*®

Targeting pruritus in AD remains unmet need

CCARA

THERAPEUTICS




KARE STUDY: Phase 2 data in Atopic Dermatitis (AD)

Population: Mild to Moderate AD (BSA <10)

4-point Responder Analysis at Week 12

40%
P=0.033
v Anti-pruritic effect started at week 1 and
30% was sustained through week 12
[0
D 209 v Statistical significance achieved for the
E registration endpoint (4-point responder)
g in mild-to-moderate AD population
2 10% 19%
v The drug was generally well tolerated
0%
Placebo Difelikefalin
N=T79 N=178

+ Al doses performed similarly (25mg, .50mg, 1.0mg) versus PBO

. CCARA

THERAPEUTICS
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mAD
KIND 1 & KIND 2: Patient Population

STUDY PATIENTPOPULATION
Target Enroliment
* Adults with AD-related pruritus not adequately 15%
controlled by topical therapy alone Patient Populafion

BSA=10%

* Chronic AD-related Pruritus 26 weeks
* Moderate to Severe Pruritus at Baseline (I-NRS = 5)
* Mild to severe Atopic Dermatitis: 85%

+ |GA = 2. BSA <20% Patient Population

BSA <10%

* Patients need to be washed out of any medication
that may impact itch and/or AD prior to screening

« Stratification to BSA <10% and =210%

C CARA
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KIND 1 Part A: Study Design

N=280 (~70/arm)
12-Week
Double Blind Treatment Period

] L]
1-week
‘Run-in

DFK 0.25

DFK 0.5 mgBID + TCS 52-Week Open Label Safety Extension Period

DFK 0.5 mgBID + TCS
Oral PBOBID + TCS

Internal Readout:
Baseline

Mean |-NRS =5

CRITERIA

INFORMATION
% of subjects with z4-point improvement from baseline : gosel

in WINRS score at Week 12 ampie size
Safety assessments

23| KIND 1 Part A will include sitesin North America only

C CARA
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KIND 1 Part B & KIND 2: Study Design

KIND 1 Part A

12-Week
Double Blind Treatment Period

DFK XX mgBID TCS
, Oral PBOBID + TCS ‘

Up to 52-Week Open Label Safety Extension Period

READOUT
Informs dosing &
sample size

DFK XX mgBID + TCS

gl é Topline Re
Baseline
Mean INRS =5 * 1H :
PRIMARY ENDPOINT

* % of subjects with 24-point improvement from baseline in
WI-NRS score at Week 12

ADDITIONAL ENDPOINTS
* Quality of life including sleep
+ Skin assessment
+ Safety assessments

C CARA
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25 | 1. Howard K

Oral difelikefalin: potential to address significant
need in Notalgia Paresthetica (NP)

NP is a sensory neuropathic syndrome characterized by
chronic pruritus

Pruritus is burdensome decreasing quality of life'

Estimated that 1M patients suffer from NP?

No FDA-approved treatments

Phase 2 Readout Anticipated Q2 2022

& 8l skl paneathabics: & revimw Redermatalogits. inlJ ofDerm 2017, 333-302. 2. Dals ca fie

2w

St
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Oral difelikefalin: potential in pruritus with Primary
Biliary Cholangitis (PBC)

f‘ Pruritus is hallmark symptom of PBC and may be persistent
R’ and debilitating’

Associated with severe fatigue, sleep disturbance, and
mental health issues?

Addressable patient population of ~50K**, with opportunity
to establish efficacy in other chronic liver diseases

No FDA-approved treatments

Phase 2 Readout Anticipated 2H 2022

ro MC &l al Retaciory prurtus
erary Blary Cholasgiis in Uned S
ngiis: 4 Harratve Review. The Ames
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Strong financial foundation to advance pipeline, enable
long-term growth

Cash runway through 2023
* Runway does not include potential near term income from KORSUVA

=
EEE Injection profit split or commercial/regulatory milestones
+ Contractual economics bring near term profitability on KORSUVA Injection
P $237M cash position Dec 31, 2021
E + 53M shares outstanding and no debt
+ We do not expect to incur commercial costs related to KORSUVA Injection

Continued pipeline growth
+ We have the resources to continue development of the oral

||II ] :
difelikefalin program

C CARA
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I 2022 Value Catalysts to Drive Long-term Growth*

+ KORSUVA Injection
* TDAPA received
+ J-Code secured

KORSUVA Injection US Commercialization
Launch April 2022

Q1 - Pricing announced Q2 Q3 Q4
D > I
+Initiation of Phase 3 « EMA Decision on *PEC Phase 2 Topline Data (2H)
in AD KORSUVA Injection
+Initiation of Phase 3 *NP Phase 2 Topline Data
in NDD-CKD

*Anticipated Timelines

28 |
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THANK YOU




