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Forward-looking Statements
This presentation and the accompanying oral presentation contain forward-looking statements made pursuant to the safe harbor provisions of the Private
Securities Litigation Reform Act of 1995. All statements other than statements of historical facts contained in this presentation, including statements
regarding our rusfertide clinical development program, the resumption of dosing of patients in ongoing rusfertide clinical trials, our planned Phase 3
registrational trial for rusfertide, are forward-looking statements. In some cases, you can identify forward-looking statements by terminology such as
“anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potentially” “predict,” “should,” “will” or the negative of these terms
or other similar expressions.
The forward-looking statements made in this presentation involve known and unknown risks, uncertainties and other important factors that may cause our
actual results, performance or achievements to be materially different from any future results, performance or achievements expressed or implied by the
forward-looking statements. These forward-looking statements are subject to risks and uncertainties, including those discussed in Protagonist’s filings with
the Securities and Exchange Commission, including in the “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results
of Operations” sections of most recently filed periodic reports on Form 10-K and Form 10-Q and subsequent filings and in the documents incorporated by
reference therein. Because forward-looking statements are inherently subject to risks and uncertainties, some of which cannot be predicted or quantified
and some of which are beyond our control, you should not rely on these forward-looking statements as predictions of future events. The events and
circumstances reflected in our forward-looking statements may not be achieved or occur and actual results could differ materially from those projected in
the forward-looking statements. Except as required by applicable law, we do not plan to publicly update or revise any forward-looking statements
contained herein, whether as a result of any new information, future events, changed circumstances or otherwise.
This presentation concerns products that are under clinical investigation and which have not yet been approved for marketing by the U.S. Food and Drug
Administration. They are currently limited by Federal law to investigational use, and no representation is made as to their safety or effectiveness for the
purposes for which they are being investigated. The trademarks included herein are the property of the owners thereof and are used for reference
purposes only. Such use should not be construed as an endorsement of such products. Nothing contained in this presentation is, or should be construed
as, a recommendation, promise or representation by the presenter or Protagonist or any director, employee, agent or advisor of Protagonist. This
presentation does not purport to be all inclusive or to contain all the information you may desire.

2

Removal of FDA Clinical Hold on Rusfertide Clinical Development Program
• We have received written notification from the FDA indicating the removal of the full clinical hold
−

Protagonist is now permitted to resume dosing in all clinical trials of rusfertide

• Protagonist’s clinical team will coordinate with investigators to
−

Submit amended documents to the Ethics Review Board

−

Reconsent patients.

• Changes to Phase 2 study include
−

Cancer surveillance rules

−

Augmented, regular dermatological examinations

−

Stopping rules

• Plans for the Phase 3 registrational trial of rusfertide in polycythemia vera are on track
−

Trial initiation in Q1 2022
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26-Week GLP RasH2 Mouse Carcinogenicity Study Summary
Benign (Non-malignant) and Malignant Skin/Subcutis Tumor Findings
• Rusfertide-related effects on skin but no dose response and not in other tumor types associated with model
• No effects on mortality with no other rusfertide-related macroscopic observations
• Non-statistically significant incidence of malignant squamous cell carcinoma in one male and one female mouse
– Were considered rusfertide-related because of the morphogenetic relationship with benign squamous cell papilloma and the
statistical significance for this combined finding
Rusfertide
Sex
Dose Level (mg/kg/dose)
Number of Animals
Skin/Subcutis
B-Papilloma, squamous cell
M-Carcinoma, squamous cell
B-Papilloma, squamous cell or
M-Carcinoma, squamous cell
B = Benign; M = Malignant
* = p<0.05

0

25

Male
6.25
12.5
25
25

25
25

0
25

Female
6.25
12.5
25
25

25
25

0
0

2
1

2
0

2
0

0
0

0
0

3*
1

3*
0

0

3*

2

2

0

0

4*

3*

• No rusfertide-related neoplastic lesion findings were noted in any preclinical toxicity studies including 6-month rat and 9month cynomolgus monkey chronic toxicity studies
• Complementary to planned 2-yr rat carcinogenicity GLP study
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Reported Cases of Cancer from Rusfertide Safety Database

1

Subject

Condition/Trial

Prior medical
condition/treatment Rx

Event

Rusfertide
Exposure
@ Event

Report
date

Subject
Disposition

Relationship to
Rusfertide by
PTGX
(Initial*/PostrasH2
Findings)

54 y.o. female

β-thalassemia
PTG-300-03

Liver iron overload

Routine MRI: liver mass
Bx:cholangiocarcinoma

9 mos

Q2 2020

Discontinued
(DC)

Not related/Not
related

Non-alcoholic fatty liver
disease.
Nodular, scarred liver
suggesting cirrhosis

2

71 y.o. male

Hereditary
Hemochromatosis
PTG-300-06

Pancreatic mass
(detected pre-dose)

Bx:Pancreatic
adenocarcinoma

13 days

Q3 2021

DC

Not related/Not
related
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73 y.o. female

Polycythemia
Vera
PTG-300-04

Basal cell carcinomas

3 SCC in situ; rx: curettage

49 days

Q3 2021

Continued
through 10/21

Melanoma

3 SCC in situ; rx: Moh’s

Not
related/Possibly
related

Q3 2021

DC

Not
related/Possibly
related

85 days
Squamous cell carcinomas
(SCC)-14 in 2yrs prior to
enrollment.
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65 y.o. male

Polycythemia
Vera
PTG-300-04

Hydroxyurea (6 years)
Thyroid cancer treated with
iodine 131

Acute myeloid leukemia
(AML)

9 mos

*Investigator viewed as not related
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Clinical Hold Response Elements
•

Inform investigators and patients of rasH2 mouse model findings and 4 cases of cancer reported in
rusfertide clinical program (2 in PV (squamous cell skin and AML), 1 in HH (pancreatic cancer), and 1
in Beta-Thal (cholangiocarcinoma)

•

Update the Investigator’s Brochure with pre-clinical and clinical cancer findings

−

Revise the Informed Consent

Review of safety database for other carcinogenic events and other safety signals

•

•

−

−

No additional cancer events

−

No new safety signals

Revise ongoing and planned Phase 2 and 3 protocols to enhance the safety of patients
−

Subject and study stopping rules based on development of human cancer

−

Cancer surveillance rules incorporated
o

Augmented dermatologic examinations

o

Age, gender, and disease specific cancer surveillance as per standard guidelines

o

Phase 3 study to exclude patients with invasive cancer within 5 years; no other required changes to Phase 3 inclusion/exclusion criteria

No additional pre-clinical or clinical studies required to remove the clinical hold
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Concluding Remarks

FDA removal of clinical
hold in just three weeks

Rusfertide holds
potential for a
favorable clinical

Patient safety remains
our top priority

benefit-risk profile in
disease areas of
unmet need

Presentations of new
data on rusfertide
at select medical
conferences by
EOY 2021
• Oral presentation at AASLD in
Nov 2021
• Other presentation at a medical
conference by year end

Efficiency in Resolution

Favorable Benefit vs. Risk

New Data Presentations

Plan to initiate the Phase
3 study of rusfertide in
polycythemia vera in Q1
2022
• No major changes expected to
inclusion/exclusion criteria
except 5-year cancer free
requirement prior to enrollment
• We anticipate no substantive
effect on enrollment

Phase 3 Initiation

7

PTG-300

PTG-200
PN-943

Thank you
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