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R E Z A F U N G I N  A N D  C LO U D B R E A K  P RO G R A M S

REZAFUNGIN

CLOUDBREAK

• Echinocandin antifungal
treatment & prevention

• Positive Phase 3 data
• NDA submitted, July 2022 
• Approved by FDA in March 2023

• Novel immunotherapy platform: 
antiviral & oncology

• Clinical stage (influenza) – 
CD388; Phase 2a interim data 
released March 1, 2023

• Preclinical (oncology) – CD73; 
preclinical data presented at 
ESMO-TAT; IND-enabling studies 
underway

• Opportunity to drive future 
value

*Targets a unique cancer pathway   **Targeting multiple cancer pathways using a single DFC

Program Indications IND-Enab. Phase 1 Phase 2 Phase 3 Approved Collaborations

REZAFUNGIN
Treatment of Candidemia and 
Invasive Candidiasis

           (U.S)                    (Ex-US/Ex-Japan)

REZAFUNGIN
Prevention of Invasive Fungal 
Disease in Blood & Marrow 
Transplant Patients             (U.S)                   (Ex-US/Ex-Japan)

Program Indications Discovery Preclinical IND-Enab. Phase 1 Phase 2 Collaborations

CD388
Prevention of Seasonal Influenza

              (Worldwide License)

CD73
Solid Tumors

Target 2* 
(Undisclosed)

Solid Tumors

Combination
DFC 1**

Solid Tumors

Combination
DFC 2**

Solid Tumors
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D F C s  A R E  A  N E W  T H E R A P E U T I C  C L A S S

Drug Fc Conjugate

Proprietary CH1-Fc hybrid domain
hIgG1

Stable linker

Small molecule Targeting Moiety (TM)

DFCs are designed to engage extracellular targets
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D F C s  A R E  S M A L L E R  T H A N  m A b s ,  A N D  A L LO W  F O R  P R E C I S I O N  TA RG E T I N G

150 kDa 65-70 kDa

The smaller size of DFCs allows for faster and 
more robust distribution to tissues

Small molecule TMs can selectively target 
enzyme active sites/receptors

Drug-Fc-ratio and linkers can be 
tuned to maximize avidity

Multi-targeting agents in a 
small package

mAb

DFC

Target cell

Target cell
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D F C s  C A N  I M P RO V E  S M A L L  M O L E C U L E  D R U G  P E R F O R M A N C E  A N D  S A F E T Y  

Long half-life, similar to mAbs

Multivalent target engagement increases 
potency, reduces resistance potential 

Unlike small molecules, DFCs don’t enter cells, 
reducing off-target risks

DFC

Target cell

Target cellDFC

Cyp450s, intracellular 
proteins 
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C D 3 8 8  D F C  A D D R E S S E S  T H E  S H O R T C O M I N G S  O F  T H E  F L U  VA C C I N E  A N D  A N T I B O D I E S

Universal protection: 
multiple viruses

Potential to protect all
high risk groups

Potential for prevention
and treatment

Scale and cost

Vaccines

High

Yes

AttractiveAttractive

No

Low

No

CD388 DFC

Yes

Monoclonal Antibodies

Expensive

Limited

High

No
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C D 3 8 8  P H A S E  2 A  DATA  C O N F I R M  T H E  T P P

Universal protection: 
all strains

Potential to protect all
high risk groups

Potential for prevention
and treatment

Scale and cost

High

Yes

Attractive

DFCs

Yes

CD388 is being developed for 
universal, season-long flu protection 
in all patient populations. 

Neuraminidase 
inhibitor

• Single dose /  ̴4-6 months
• Successful Phase 2a interim data*

INFLUENZA

Data available at https://www.cidara.com/cloudbreak/influenza/ and at https://clinicaltrials.gov/ct2/show/NCT05285137
* https://www.cidara.com/news/cidara-therapeutics-announces-promising-interim-phase-2a-data-assessing-the-safety-and-efficacy-of-a-single-dose-of-cd388-in-an-influenza-challenge-model/

https://clinicaltrials.gov/ct2/show/NCT05285137
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C I D A R A’ S  P I P E L I N E  TA RG E T S  M U LT I P L E  U N M E T  M E D I C A L  N E E D S

CLOUDBREAK 

ANTIVIRAL

CLOUDBREAK

ONCOLOGY
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A D E N O S I N E  M E D I A T E S  I M M U N O S U P P R E S S I O N  A N D  T H E R A P E U T I C  
R E S I S T A N C E  V I A  A D E N O S I N E  P R O D U C T I O N

T cell priming
T cell expansion
T cell activation/cytolytic activity NK 
degranulation
Macrophage M1 polarization, DC 
maturation/activation

CD73 is expressed on endothelial cells, stromal cells, some tumors, subsets of T cells (CD4 10%, CD8 50%) and B-cells (70%)

CD73 inhibitor

CD421

CD421 is Cidara’s development candidate
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C D 4 2 1  CO M B I N ES  AT T R I B U T ES  O F  m A b  A N D  S M A L L  M O L EC U L E  I N H I B I TO RS

• CD421 attributes (potency, efficacy, PK, safety) compared with most advanced CD73 small 
molecule and mAb clinical candidates targeting CD73

Activity Small molecule mAb DFC

Soluble CD73 inhibition +++ –/+ +++

Cell-anchored CD73 inhibition +++ –/++ +++

Receptor internalization – –/+++ +++

Half-Life + +++ +++

Tissue/tumor penetration +++ + ++

Potential safety profile* ++ +++ +++

Ability to combine MOAs – + +++

*mAbs and DFCs do not enter the intracellular space, reducing potential for off-target toxicities 
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C D 7 3  S H E D  BY  T U M O RS  I S  A  P RO G N O S T I C  FA C TO R  I N  S E V E R A L  C A N C E RS

• E.g. metastatic melanoma – CD421 inhibits soluble CD73, mAb inhibitors do not

Activity Small molecule mAb DFC

Soluble CD73 inhibition +++ –/+ +++

Soluble CD73 inhibition assay (IC50 in nM) 

Small molecules

mAbs

MupadolimabOleclumabCD421

Test article IC50

CD421 13.81

AB680 4.01

OP-5244 3.79

Oleclumab* n.c.

Mupadolimab# >100

*Oleclumab biosimilar is a partial catalytic inhibitor of CD73
#Mupadolimab biosimilar
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C D 4 2 1  A L S O  P OT E N T LY  I N H I B I T S  C E L L  A N C H O R E D  C D 7 3

• CD421 is a potent inhibitor of cell anchored CD73 on tumor cells and immune cells

Activity Small molecule mAb DFC

Cell-anchored CD73 inhibition +++ –/++ +++

Cell-based CD73 inhibition assay (IC50 in nM) 

Small molecules

mAbs

Test article Human 
MDA-MB-231

Human PBMCs median 
(range, n=3)

CD421 3.09 0.61 (0.59 – 0.62)

AB680 0.38 0.022 (0.015 – 0.028)

OP-5244 0.87 0.011 (0.006 – 0.028)

Oleclumab* 0.67 0.56 (0.48 – 4.15)

Mupadolimab# 3.82 2.85 (1.68 – 3.71)

*Oleclumab biosimilar is a partial catalytic inhibitor of CD73
#Mupadolimab biosimilar
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C D 4 2 1  A L S O  P OT E N T LY  I N H I B I T S  C E L L  A N C H O R E D  C D 7 3

• CD421 activity in functional assays rivals best-in-class small molecules in clinical testing

Activity Small molecule mAb DFC

Cell-anchored CD73 inhibition +++ –/++ +++

PBMC rescue assay of AMP suppressed cells (median EC50 in nM, n = 3)

Small molecules

mAbs

Test article CD8+ CD25+ Granzyme B+

CD421 15 34

AB680 10 47

OP-5244 7 8

Oleclumab* >1,000 >1,000

Mupadolimab# 84 83

*Oleclumab biosimilar
#Mupadolimab biosimilar
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C D 4 2 1  E X H I B I T S  A D D I T I O N A L  C D 7 3  I N H I B I T I O N  M E C H A N I S M S

• CD421 mediates receptor downregulation via CD73 internalization

Activity Small molecule mAb DFC

Receptor internalization – –/+++ +++

Receptor internalization (MDA-MB-231, EC50 in nM)

Small molecules

mAbs

Test article EC50

CD421 0.14

AB680 No Activity

OP-5244 No Activity

Oleclumab* <0.03

Mupadolimab# 0.055

*Oleclumab biosimilar
#Mupadolimab biosimilar
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C D 7 3  D F C s  D E M O N S T R AT E  S U P E R I O R  T U M O R  P E N E T R AT I O N  V S  m A b s

• CD421 penetrates deeper into 3D tumor spheroids (4T1) 

400 µm diameter

****
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C D 4 2 1  D E M O N S T R AT E S  RO B U S T  A C T I V I T Y  I N  V I V O  A G A I N S T  M U LT I P L E  
M U R I N E  C A N C E R  C E L L  L I N E S

CD421 in vitro potency translates to activity in murine efficacy models

* Earlier version of CD421 with a different immune silencing amino acid substitution 

CT26 = CD73-
EMT6 = CD73+
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C D 7 3  -  P D - 1  I N H I B I TO R  C O M B I N AT I O N S  R E V E RS E D  T U M O R  G RO W T H  
I N  > 5 0 %  O F  M I C E

Study Arm % Tumor regression

Vehicle 0

CD421 27 (4/15)

Anti-PD-1 13 (2/15)

CD421 + Anti-PD-1 53 (8/15)

% Complete response
(Day 36)

0

13 (2/15)

7 (1/15)

40 (6/15)

*

*RMP1-14
#Earlier version of CD421 with a different immune silencing amino acid substitution 

#*
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M I C E  W I T H  F U L L  T U M O R  R E G R E S S I O N  D E M O N S T R AT E  I M M U N I T Y

D+62
(re-challenge)

α-PD-1: Day 0, 2, 4, 7, 9, & 12
CD421: Day 5, 8, 12, 15, 19, & 22

Last dose
(D+22)

40-day washout period

Study start
(D+0)

D+73
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CD421 HAS S IGNIF ICANT POTENTIAL  FOR DIFFERENTIAT ION

• Data suggests that CD421 could demonstrate best-in-class activity:
• CD421 fully inhibits cell-anchored and soluble forms of CD73 

• CD421 induces receptor internalization and downregulation of CD73 receptors expressed on a human 
breast cancer cell line

• CD421 demonstrates superior activity to biologic CD73 inhibitors in restoring activation of human 
peripheral blood mononuclear cells (PBMCs) in the presence of AMP

• Combined attributes of CD421 translate to activity in murine solid tumor models, particularly in 
combination with a PD-1 inhibitor

• Preclinical evidence that CD421 penetrates tumors more deeply than CD73 targeting mAbs

• Promising non-GLP safety data in rat and monkey
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A c k n ow l e d ge me nt s  –  P r e c l i n i c a l  d e v e l o p m e nt  o f  C D 4 2 1

Cidara Therapeutics:

 Les Tari (CSO) and the rest of the management team
 Department of Chemistry
 Department of Protein Chemistry
 Department of Microbiology
 Department of Immunology
 Department of Preclinical Development

All questions and comments welcome
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