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Item 7.01 Regulation FD Disclosure.

Cara Therapeutics, Inc. (the “Company™) updated its corporate presentation, which has been posted on its website and will be used for presentations.
The corporate presentation was updated to include the previously announced top-line data from the Company’s Phase 2 clinical trial of Oral KORSUVA for
chronic kidney disease-associated pruritus, as well as its recently completed additional prespecified analyses, which showed statistically significant
differences between Oral KORSUVA and placebo in percentage of Numeric Rating Scale complete responders at Week 12 and percentage of patients scoring
“much improved” or “very much improved” Patient Global Impression of Change at Week 12.

A copy of the presentation is furnished as Exhibit 99.1 to this Current Report on Form 8-K and incorporated herein by reference.
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, as amended, or subject to the liabilities of that section. The information shall not be deemed incorporated by reference into any other
filing with the Securities and Exchange Commission made by the Company, regardless of any general incorporation language in such filing.




Item 9.01 Financial Statements and Exhibits.
(d) Exhibits

Exhibit No.
99.1 Presentation dated December 2019.




SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned
hereunto duly authorized.

CARA THERAPEUTICS, INC.

By: /s/ Mani Mohindru

Mani Mohindru, Ph.D.
Chief Financial Officer
(Principal Financial and Accounting Officer)

Date: December 16, 2019




Exhibit 99.1

Targeting Pruritus with
Novel Peripherally-Restricted

Kappa Agonist Therapeutics

December 2019




Forward Looking Statements

This presentation contains certain forward-locking statements within the meaning of the Private Securities Litigation Reform Act of
1995, In some cases, you can identify forward-looking statements by the words “anticipate,” “believe,” “continue,” “estimate,”
“expect,” "objective,” “ongoing,” “plan,” “propose,” “potential,” “projected”, or “up-coming” and/or the negative of these terms, or
other comparable terminology intended to identify statements about the future. Examples of these forward-looking staternents in
this presentation include, among other things, statements concerning plans, strategies and expectations for the future, including
statements regarding the expected timing of our planned clinical trials and regulatory submissions; the potential results of ongoing
and planned clinical trials; future regulatory and development milestones for the Company's product candidates; the size of the
potential markets that are potentially addressable for the Company’s product candidates, including the pruritus market and the
potential commercialization of Korsuva™.

These statements involve known and unknown risks, uncertainties and other factors that may cause our actual results, levels of
activity, performance or achievements to be materially different from the information expressed or implied by these forward-looking
statements. Although we believe that we have a reasonable basis for each forward-looking statement contained in this presentation,
we caution you that these statements are based on a combination of facts and factors currently known by us and our expectations of
the future, about which we cannot be certain. Factors that may cause actual results to differ materially from any future results
expressed or implied by any forward-looking statements include the risks described in the “Risk Factors” section of the Company's
Annual Report on Form 10-K for the year ended December 31, 2018, as well as those set forth from time to time in the Company's
other SEC filings, available at http://www.sec.gov. Any forward-looking statements speak only as of the date of this presentation.

The Company undertakes no obligation to publicly update any forward-looking statements, whether as a result of new information,
future events or otherwise except as required by law.
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Development Pipeline: Chronic Pruritus

STAGE OF DEVELOPMENT
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CR845 (KORSUVA ™ /Difelikefalin):
A Peripherally-Restricted Kappa Receptor Agonist
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Human Opioid Receptor Binding (nM)

CR845 0.16 >10,000 >10,000
Morphine 50 1 140
Fentanyl a5 1 153

* Novel, first-in-class “kappa”
receptor agonist (COM 2027)

* Designed to function without
traditional opioid side effects
(“mu” agonist effects)

* Peripherally restricted —
hydrophilic, tetra-peptidic scaffold

* High therapeutic index

* >30,000-fold selectivity for k-receptors
versus p- or &- receptors
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KORSUVA™ Acts on Neuronal and Inflammatory Targets in Pruritus Pathway
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KORSUVA™ Injection

for Dialysis Patients




CKD-associated Pruritus (CKD-aP) in Hemodialysis (HD) Patients

Serious itching condition

Itching severity associated

directly related to kidney failure with worsening Quality of
Reported by ~60% to 70% of Life (QoL! [social, emotional
HD patients and physical]
- 30% to 40% patients with moderate = Sleep disturbance, depressed
to severe itch intensity mood/anxiety, socialization
In contrast to dermatological
pruritus, primary skin lesions are * Increased mortality risk

not observed

Superimposed complications of
itching may include excoriations
with impetigo, linear crusts, papules,
ulcerations, and less commonly
prurigo nodularis

Fiacai BL ¥ 0L Mphe DRal Travapleal DODS; Ripiet ot 0L, Clin ) A 302 eplesl 101T; Falbene SLAL NDT 2003;
RarNkrshaRe b 0L Aanireational umal of sepivalogy Snd Dincedssaulty Diaddd 2014; NBAEN #2 B 2006,
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Counesy of Dr. Gif Yosipowiteh
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US Market Opportunity for KORSUVA™ Injection in Dialysis Patients

60%
of ESRD patients have pruritus®?

e 0 o o e o o o
>500K ~40%
patients on dialysis have moderate to severe pruritus

Per NKF, >500K patients undergoing KORSUVA™ granted Per Nov. 2018 CMS rule:
dialysis in the US? Breakthrough Therapy within the ESRD Prospective

” : Designation for CKD-aP Payment System all new
* ~60% have some form of pruritus?3 - dialysis drugs eligible for
* Itching severity associated with worsening * Significant unmet need reimbursement at ASP for 2

Quality of Life (Qol) Sleep disturbance,
depressed mood/anxiety, socialization

yrs under TDAPA, effective

* No FDA approved
lan. 1, 20204

therapies
* |Increased mortality risk

1 Ravions Kionay Fowsnd sion
2. Piggni L, Wigrom B, [ider 44, atal Nephrol Ml Trareplans 300023 bobE-3 I8,

k. Ramairighran et ol bntermationl Joumsl of Haphrology sndRenormcular Dasass 20347 1=12
A s o sl g g e g PR DB 18 L O BT AR A !gA




KORSUVA Injection: Convenient Dosing After Each Dialysis Session

All Doses of KORSUVA
(3x/Wk) Maintained
Receptor-Saturating
Plasma Concentrations

Mean CR845 (pg/mL)

e 0.5mcgfkg
10000 | = 1.0 meg/kg
£000
5000
000
Human Kappa Receptor
K, =140 nM = 96 pg/mil
2000 320 pg/mlL>75%
eccupancy
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KALM-1 Phase 3 Pivotal Study Design

END OF
SCREEM 1:1 RANDOMIZATION TREATMENT

* o ’
i RUNAN | TREATMENT 5

KORSUVA 0.5 meg/kg after each
hemodialysis session

52 Week
Open-Label
Extension
Ongoing

Placebo after each hemodialysis session

i7 Days ! 12 Weeks

Endpoints: Week 12

Primary

* Proportion of subjects achieving 23
point improvement from baseline in
weekly mean of daily worst itching
intensity NRS (WI-NRS)

Secondary

* Proportion of subjects achieving 24
pointimprovementin WI-NRS

+ Change from baseline in itch-related
Quality of Life as measured by 5-D ltch
and Skindex-10 gquestionnaires
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KALM-1: Patient Disposition

Total Randomized
(N=378)

&

Placebo (N=188%)

KORSUVA (N=189)

Completed 170 (90%) Completed 162 (86%)
Discontinued 18 (10%) Discontinued 27 (14%)
Adverse event 9 Adverse event

Subject withdrew consent 6 Subject withdrew consent
Subject non-compliance 1 Subject non-compliance
Eligibility 2 Eligibility

Other 0 Other

* 3 SvlmcT wa rargkorniesd 20 Faoete bt i ot worve ety B

14

w = = oo
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KALM-1: Key Baseline Disease Characteristics

Baseline Characteristic
Mean (SD) or %

Years Undergoing Hemodialysis
Years of Pruritus

| Ulse:. 01.‘ A;nti.-lt.ch. I'h."le;dic..'atior.l
Baseline Worst Itching Intensity NRS

Baseline 5-D Itch Total Score

Baseline Skindex-10 Total Score

Wi Nomdn's Rating Seate [0 10) wihint 0w 50 inch ond 10w worse ieshing (s pnsdie
F-Diech soore ranpes from O 1o 235 lower soomes indicone ereerQod ong' necu oed Yook sy o)
Sindi- 10 peie renpe from 0 to GG ower mooar ind oy brsr Gob)

4.7 (4.22)

3.5(3.37)

41.5%
7.3 (1.61)
17.9(3.47)

38.3(15.40)

KORSUVA

N=189

4.4(3.98)

38.1%
7.1(1.44)
16.9(3.47)

36.2(14.36)

3.2(3.24)
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KALM-1 Phase 3 Primary Endpoint: >3 point improvement WI-NRS
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KORSUVA subjects >2.5 times : |
more likely to experience
23 point improvement w 40%
[¥)
Lt
=1
v
°
R 0%
%%
Placebo (N = 189) KORSUVA (N = 189)
ek e s v e et e RA
pduai g muktiple imp: u e oAz m CA :

Odd Rasie: 273




Secondary Endpoint:

TOP-LINE RESULTS:

KORSUVA subjects ~3 times
more likely to experience 24

point improvement 2%

20%

% of Subjects

10%

24 point improvement WI-NRS

...(p . n.nuonsz)--.

Placebo (N = 189) KORSUVA (N = 189)
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Change in Worst Itching Intensity NRS Over Time

TOP-LINE RESULTS: 2

Significant differences
observed in WI-NRS
starting at week 1

Change from Baseline
P

Placebo (N=189)

KORSUVA (N=189)

-3 4

L) (L] -
-4 1 T T T T T ] T I T ] T T
Baseline 1 2 3 4 5 & s 8 9 10 11 12

Weeks in Double-hlind Treatment Period
LS Means over time
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Secondary Endpoints: 5D-Itch and Skindex-10

5-D Skindex-10

TOP-LINE RESULTS: 35% improvement over placebo 43% improvement over placebo
Significant improvements L 0
in itch-related Qol E -
measures g g s

@ 2 @

E E
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KALM-1 Phase 3 Pivotal Top-line Results Summary

Study met primary and all secondary endpoints

Endpoints at Week 12

KORSUVA 0.5 mcg/kg vs placebo

Primary

Proportion subjects with 23 point improvement in weekly 0.000013
mean of daily WI-NRS

Secondary
1) Proportion subjects 24 point improvement in weekly LILUEL:
mean of daily WI-NRS
2) Change from baseline in 5-D Itch score 0.0009
0.0004

3) Change from baseline in total Skindex-10 score CARA




KALM-1 Most Commonly Reported TEAEs (Top-Line Data)

Treatment-emergent Adverse Placebo KORSUVA
Events at 25% frequency N=188;n (%) N =189; n (%)

Diarrhea 7(3.7) 18 (9.5)
Dizziness Al 13 (6.9)
Vomiting 6(3.2) 10 (5.3)

Nasopharyngitis 10 (5.3) 6(3.2)

CARA




e NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

A Phase 3 Trial of Difelikefalin
in Hemodialysis Patients with Pruritus

Steven Fishbane, M.D., Aamir Jamal, M.D., Catherine Munera, Ph.D.,
Warren Wen, Ph.D., and Frédérique Menzaghi, Ph.D.,
for the KALM-1 Trial Investigators*




KORSUVA Injection in CKD-HD: Phase 3 Program

KALM-1 trial (US):
Top-line results

* Met Primaryand all
Secondary Endpoints

* Generally well-
tolerated and safety
findings consistent
with
previous trials

KALM-2 trial (Global):

Fully Enrolled

* Includes centersin
the US, Europe and
Asia Pac regions

* Interim Assessment
Complete

* Full Enrollment:
Q4, 2019

Open label safety studies:

ongoing

+ USSAFETY STUDY: up to 52 weeks

Enrollment Complete

- =185 patients completed 6 months
- =100 patients have completed 1

year

- Safety findings consistent with the
Ph 2 trial-no new safety signals

observed

+ GLOBAL SAFETY STUDY:
up to 12 weeks treatment and
up to 250 patients
- Initiated in 20, 2019

CARA




Vifor Fresenius
Medical Care Renal
Pharma (VFMCRP)
Ex-US License
Agreement

KORSUVA INJECTION (difelikefalin)
for the prevention, inhibition or
treatment of itch associated with
pruritus in hemodialysis/
peritoneal dialysis patients

Financials

* S70M upfront (S50M cash + $20M in Cara equity
at premium)

* Up to $470 million in regulatory and commercial
milestones

* Tiered double-digit royalty based on net sales in
licensed territory

Licensed Territory

* Worldwide, excluding US, Japan & South Korea

VFMCRP & Cara co-promotion and profit share
arrangement in US Fresenius Medical Care clinics

* Cara has sole promotion and profit retention in all
non-Fresenius US dialysis clinics
CARA




Development Programs for Oral KORSUVA™

&

Phase 2 Trial Phase 2 Trial Phase 2 Trial
CKD-aP (Stage llI-V) Atopic Dermatitis Chronic Liver Disease
Pruritus
~30% experience pruritus ~87% to 100% experience pruritus ~30% experience pruritus

teietetaie  pafeRRIAEE  RARRTAN 404
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Oral KORSUVA™ for
CKD-associated Pruritus:

A Multicenter, Double-Blind, Randomized, Placebo-Controlled
Study to Evaluate the Safety and Efficacy of Oral KORSUVA™
(CR845, Difelikefalin) in Chronic Kidney Disease Patients
with Moderate-to-Severe Pruritus

THERI\PEUT[C$|!




US Market Opportunity in CKD-aP: Non-Dialysis

Per NKF, CKD is a big No FDA approved therapies — Oral KORSUVA™, if
under-recognized US public large unmet medical need approved for pre-dialysis
health issue « Commonly used medications: patients, would not fall
« ~30 million people affected anti-histamines, corticosteroids, under ESRD bundle
(causes more deaths than gabapentin, anti-depressants etc. payment system
breast/ prostate cancer)

~7.3 million
diagnosed with CKD {IQVIA est)

CARA




Executive Summary

* CR845-210301 Phase 2 study of Oral KORSUVA™ met the primary endpoint™®
* A positive dose-related trend was observed for all secondary endpoints.

* Oral KORSUVA was generally well tolerated with the safety profile consistent
with prior studies.

* Oral KORSUVA 1mg was identified as the efficacious and safe dose to be
studied in Phase 3.

The primary endpoint was defined as the Change from baseline in weekly mean of daily Worst Itching Intensity NRS (WI-NRS) score and the study would be
considered positive if of least one safe and efficacious dose was identified. c A I%




Oral KORSUVA™ for CKD-aP

* Phase 2 dose ranging study to assess safety and efficacy of 3 dose levels of oral
KORSUVA on itch severity and itch-related QoL compared to placebo across
diverse CKD population

* Enrolled Stage 3 to 5 CKD patients (non-dialysis and dialysis) with chronic
moderate to severe pruritus

* Stratified to treatment based on renal disease status:
= Stage 3 CKD non-dialysis
= Stage 4 or 5 CKD non-dialysis
= Stage 4 or 5 CKD on hemodialysis (20% enrollment cap)

* The study to be considered positive if at least one safe and efficacious dose is
identified.

CARA




Oral KORSUVA™ for CKD-aP: Ph 2 Trial Design

RANDOMIZE END OF
SCREEN
(N =240; 1:1:1:1) TREATMENT
? ? *
TREATMENT [Once Daily) i

RUN-IN

Difelikefalin: 0.5 mg

Difelikefalin: 1.0 mg

7 Days 12 Weeks
Baseline Mean WI-NRS
Mean WI-NRS > 5 at Week 12

Endpoints: Week 12
Primary

+ Change from baseline in weekly mean

of daily Worst Itching Intensity NRS
{WI-MNRS) score

Secondary

* Change from baseline in itch-related
Qol
¥v"  Skindex-10
¥ 5-D Itch
* Proportion of subjects achieving >3
points improvement from baseline in
weekly mean of daily WI-MRS score

CARA




Oral KORSUVA™ for CKD-aP: Patient Disposition

Total Dosed
(N=269)

( &

Placebo Difelikefalin 0.25 mg

Difelikefalin 0.5 mg

Difelikefalin 1.0 mg

(N=67) (N=69) (N=66) (N=67)
Completed 57 (85%) Completed 60 (87%) Completed 57 (86%) Completed 54 (81%)
Discontinued 10 [15%) Discontinued 9 (13%) Discontinued 9 (14%) Discontinued 13 (19%)

Adverse event 4 Adverse event 3 Adverse event 6 Adverse event 8
Subject withdrew consent 3 Subject withdrew consent 2 Subject withdrew consent 2 subject withdrew consent 3
Subject non-compliance 0 Subject non-compliance 2 Subject non-compliance 0 Subject non-compliance 0
Eligibility 0 Eligibility 0 Eligibility 0 Eligibility 0
Lost to follow-up 0 Lost to follow-up 2 Lost to follow-up 0 Lost to follow-up 0
Other 3 Other 0 Other 1 Other 2

:




Oral KORSUVA™ for CKD-aP: Demographics

Demographic Characteristic

N (%)
Males

Age - Mean (SD)

Hispanic or Latino
White
Black

Asian

Placebo

37 {55)

66 (12)
34 (51)
47 (70)
17 (25)

2(3)

34 (49)

66 (11)

30 (44)
49 (71)
17 (25)

1(1)

Difelikefalin

33 (50)

69 (12)
31 (47)
49 (74)
12 (18)

5 (8)

35(52)

68 (11)
33 (49)
48 (72)
15 (22)

4 (8)

CARA




Oral KORSUVA™ for CKD-aP: Baseline Disease Characteristics

Baseline Characteristics Placebo Difelikefalin

N (%)

|30 s eGFR <B0mL/minf1.73m?)

Stage 4 or 5 CKD Mon-Dialysis 15 {22} 16 {23] 16 (24} 15 {22:.
&R <33 mL minfl.78mi)

Stage 4 or5 CKD on Hemndialysis 12 {13) 12 {1?] 12 {18} 12 {18}
(eGFR <30 mL/min/1.73md)

History of Diabetes 51 (76) 46 (67) 45 (68) 48 (72)
History of Hypertension 66 (99) 63 (91) 61 (92) 61 (91)

CARA




Oral KORSUVA™ for CKD-aP: Baseline Itch Characteristics

Baseline Iltch Characteristics Placebo Difelikefalin

0.5 mg

N =66
Mean (5D)
Baseline Worst Itching Intensity NRS 6.98 (1.10) 7.24 (1.17) 7.04 (1.20) 7.04 (1.27)
Baseline Skindex-10 Total Score 34.9 (14.3) 36.5 (13.3) 33.1(14.3) 35.7(13.9)
Baseline 5-D Itch Total Score 16.8 (3.1) 16.2 (3.6) 16.2 (3.1) 16.4 (2.7)

WNRE: Nomianls Rating Seats (06 10 whin O n 52 s 558 10 e wanse Eebing isaplnsbie
FDrirch grare ran pEE fram 5 1o 25 ioaer Broses in S oo i he b Qed and niduted (E08 50 DEOTH]
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Primary Endpoint: Change from Baseline to Week 12 for WI-NRS

Significant difference in WI-NRS in patients treated with 1 mg oral KORSUVA™ compared to placebo

— Difelikefalin ———

5 Placebo 0.25 mg 0.50 mg 1.00 mg
1

g =2

2

m

[=+]

E =3

2

o

M .4

5 |

s p=0.018

L5 Mean from MMAM with terms for treatment group, week, wetl by treatment interaction as fixed effects; baseline score and strata a5 covaristes; patientas 3 repeated measures

= Missing dats imputed using multiple imputation (M) under missing at random [MAR) assumption CA B ﬂ




Change in Worst Itching Intensity NRS Over Time

o

Significant differences —+—Placebo (N =67)

between 1mg oral

KORSUVA and placebo 2 —&-DFK 1.00 mg (N = 67)
observed in WI-NRS E &
starting at week 2 E
£ 3
&
5
5 4
*P<0.05 **P<0.01 ®
5
‘F}g ~ W % t “ @ X ® 2 e ol o
Q;h

Weeks in Double-hlind Treatment Period

LS Means over time

LS Mlgam from LIRS wich carme Tor Drestment Eroug, Wb, Wi by Trearmaent inoeracaon 83 fed affeccs, tasslne so0ne 3nd S 35 COVMIREE DI0EN T3S 3 répaaned ma Eures
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Secondary Endpoint: > 3 point improvement in WI-NRS at week 12

72% of Oral KORSUVA 1.0 mg subjects experienced 2 3 point improvement from baseline

R Difelikefalin —
Placebo 0.25 mg 0.50 mg 1.00 mg

T5%
o 50%
@
(%)
a
2,
=)
=
v
=
=]
E S
25%
(i3
p=0.110
Estimated percentage; P-values; and Odds ratics are baded on b logistic regrettion model with terms far treatment Eroup, basslins Wi-NRS score, and renal dizease statug C A E :

14 Missingdata imputed wsing multiple imputation (M1] under missingat random [MAR) assumption




Proportion of subjects with 2 3 point improvement in WI-NRS over time

Model adjusted percent of subjects with 2 3 point improvement in WI-NRS
80.00

T0.00

60.00

50.00

AQ00

% of Subjects

30.00

20,00

10.00

0.00

L [ 7
Weeks in Double-blind Treatment Period
—Placeba (n = 67) — KORSUVA [n = 67)

*P< 05 *™FP<.01
Estimated percentage & P-value based on a logistic regression model with terms for treatment group, baseline WI-NRS score, and renal disease status
Missing data imputed using multiple imputation (M) under missing at random (MAR) assumption CAB A




Additional Pre-specified Endpoints

MRS Complete Responder*

p=0.006

p=0.027 p=0.037

% of Subjects

0 T
Placeho 025mg 0.5mg 1.0 mg

Difelikefalin

*80% of MRS scores at Week 12 equal to 0 or 1.

Patient Global Impression of Change®

100=

804

60+

40—

% of Subjects

204

0

Placebo  0.25mg

p=0.001 p=g.007

05mg 1.0mg

Difelikefalin

F'Much Improved’ or “Very Much Improved® at Week 12.

Estimated percentage and Pvalues are based on b logittic regression madel with terms for treatment group, baseline WI-NRS seore, and renal disease status

15 Missing data imputed using multiple imputation [BA1) under m.;sin[atrandquMM] assumgtion
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Oral KORSUVA™ for CKD-aP: Summary of Adverse Events

Placebo Difelikefalin
0.25 mg 0.5 mg
N =69 N =66
N (%)
Subjects with at least one TEAE 34 (51) 35(51) 34 (52) 39(=8)
Subjects with at least one serious 5(7.5) 9(13.0) 9 (13.6) 9 (13.4)
TEAE
Deaths 3 0 0 1
Mon-fatal SAEs 2 9 9 8
Subjects with TEAE resulting in
treatment discontinuation i3], e 21lTE) Sli=a)

Reasons for death include acute respiratory fallure (Placebo = 2, coronary arteral disease (DFK 1mg = 1) and cardiac amrest (Placebo = 1), CA I%




Oral KORSUVA™ for CKD-aP: Most Commonly Reported TEAEs

Placebo Difelikefalin

N (%)

Dizziness 0 0 2 (3.0) 5(7.5)

_Fa_” . e u B U 3.:45) 4[50:, :
— . e 3 2(291 2{301 N ....'.1.[6.‘.01.....
Diarrhea 1(1.5) 2(2.9) 3 (4.5) 4 (6.0)
Fatigue 1(1.5) 4 (5.8) 1(1.5) 3 (4.5)
Urinary tract infection 0 4(5.8) 2 (3.0) 3 (4.5)

Hypertension 1(1.5) 4 (5.8) 0 1(1.5)

Gastrooesophageal reflux

disease & 4 4(6.1) L

Most common TEAE = incidence = 5% in at least one treatment group and strictly greater than placebo CA BA




Conclusions
* CR845 210301 Phase 2 study of Oral KORSUVA™ met the primary endpoint

* Oral KORSUVA™ was generally well tolerated with a safety profile
consistent with prior studies

* Oral KORSUVA™ 1mg was identified as the efficacious and safe dose to be
advanced into Phase 3

* Aim to initiate Phase 3 development program in 2020

CARA




Oral KORSUVA™: Additional
Development Programs

Atopic Dermatitis
Chronic Liver Disease




Atopic Dermatitis Associated Pruritus: Ph 2 Trial Ongoing

RANDOMIZE END OF END OF
SCREEN (N=240] TREATMENT EXTENSION
4 * 3 ’

- RUNAN TREATMENT . EXTENSION

CR845: 0.5 mg BID

CR845: 1 mg BID

Placebo: BID

: 7 Days 12 Weeks © dweeks
Baseline: MRS at
Mean NRS > 5 Week 12

Study

Double blind, randomized, PBO-

controlled study in adult subjects
with AD and moderate to severe
pruritus

Primary Endpoint:

* Changefrom baseline in the weekly
mean of the daily 24-hour |-NRS
score at Week 12

Secondary Endpoints:

* Changein itch related Qol:
Skindex-10, 5-D ltch scales & Sleep
Quality Assessment at week 12

* Responder analysis (Week 12):
Change from baseline in I-NRS

score of >4 points
CARA




Pruritus Associated with Primary Biliary Cholangitis (PBC): Phase 2

END OF Study
L e TREATMENT A 16-week, double blind, randomized,
* * ' PBO-controlled study in PBC patients

! RUNAN TREATMENT ] :
] with moderate to severe pruritus

Oral KORSUVA 1 BID (N=30
e 2 l } Primary Endpoint:

* (Change from baseline in the weekly
mean of the daily 24-hour WI-NRS score
at week 16

Placebo BID (N=30)

Secondary Endpoints:

= Changein itch related QoL:
Skindex-10 & 5-D Itch scales atweek 16

= Responderanalysis (Week 16): Change
from baselinein weekly main of daily
worst MRS score of =3 points

: 7 Days 16 Weeks

CARA




Human Abuse Liability Study: Comparator Schedule IV
CR845 Exhibited No “Drug Liking” Over 8-Hour Test Session

Strong liking A
w
(7]
¥ _ 73.3
c 754
[+
@
E
® 50.9 51.8
Meither like £ _ E <
nor dislike 2 =l : = :

= 49.2
=]
=
2 B
il
]
=
o

Strong disliking 0

P Flacebo CR845 CR845 Pentazocine
ipolar vAS scale 5 ug/kg 15 pgrkg 0.5 mg/kg

43 lberag-medal repssed mes e sz *pa 001 w3 partaocioe [ne35 C A E -A




Projected Clinical Milestones- 2019/ 2020

Pruritus / KORSUVA™ Injection Pruritus / Oral KORSUVA™

Top-line data from Phase 2 Trial

4Q,20019 CKD-aP (Stage IlI-V)
Top-line data from Global Ph 3 Top-line data from Phase 2 Trial
2020 trial, KALM-2 (CKD-aP in dialysis in
pts) AD & PBC patients with pruritus
2H, 2020 NDA Submission
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Financial
Highlights

&

Pro forma Cash and
marketable securities

(SEPTEMBER 30, 2019)
$249.1M

Net loss
(SEPTEMBER 30, 2019)

($32.8M)

Shares outstanding
(POST-JULY OFFERING)

~46.4M
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