
First Take
ProQR Therapeutics N.V. (PRQR)

June 20, 2017
Price: $4.90; Market Cap (M): $115; 6/19/2017 Close

Rating: Buy; Price Target: $40.00

Andrew S. Fein - (212-356-0546) / afein@hcwresearch.com
Jotin Marango, M.D., Ph.D. - (212-916-3975) / jmarango@hcwresearch.com

Emile Yu - (212-916-3972) / eyu@hcwresearch.com

Takeaways From the R&D Day

We see multipronged value going forward after last week’s R&D Day. We believe that in the last three years
since its IPO, ProQr has executed successfully on a transformation from a one-oligo CF company to an RNA-
platform pipeline with multiple orphan/pediatric indications on deck. In doing so, the company has elected to make
RNA technology its core competency, and is now doubling down by leveraging this core competency to hit multiple
orphan targets. Meanwhile, as we look at the development and clinical plan, we applaud the array of indications that
appears designed to minimize risk in formulation and delivery, and shorten development/regulatory time. According
to management, the current goal is to have three clinical programs with data by end-2018. In our view, this looks
achievable, with Phase 1b CF data on tap for this Sept, the IND for the Phase 1 LCA study now open, and a study
in EB planned for 2018. Of note, we highlight that the rising programs in ophtho and derm may allow for a short trial
and regulatory timetable, potentially even beating the CF program on a race to commercial value, all else equal.
Overall, we are encouraged by the company’s track of execution, and when considering three expected orphan
clinical programs in 2018 in light of the current $115 market cap ($58M cash), we remain bullish on the company’s
value proposition.

With CF data on track for September, LCA program leads ophthalmology pipeline into the clinic. As ProQR
has now transformed from a CF-only company into a diversified RNA-platform, we believe that what will truly kick
off this transformation will be the imminent first patient dosing of QR-110 in Leber’s congenital amaurosis type 10
(LCA 10). The program now has Fast Track designation and IND clearance in hand. Thanks to administration via
intravitreal injection (IVT) and to the specificity of the RNA approach, QR-110 is expected to have: (1) longer retinal
PK (months) vs. vitreal PK (days), allowing for infrequent IVT dosing; (2) efficient entry into cells; (3) low systemic
exposure; and most importantly (4) the benefit of the optic cup organoid model to significantly de-risk clinical studies.
The induced pluripotent stem cells (iPSCs) technology applied to retinal cells can provide an appropriate cellular
model with genetic mutations to investigate disease mechanism and evaluate candidate therapies. Designed to
recapitulate the genomic context of the disease state, success in the patient-derived iPSC optic cups should be
viewed as a superior POC compared to traditional preclinical models. While the Phase 1/2 is expected to assess
safety, tolerability, PK of different doses of QR-110 in one eye of each patient (6 adults and 6 children), we expect
preliminary efficacy signals to arise in exploratory endpoints (i.e., mobility testing, visual acuity, FST, OCT, PRO,
ERG). Most importantly, we believe any efficacy signal coming out of the Leber’s clinical program should perpetuate
the validating potential of the optic cups, and thus lift the value-propositions of the follow-on ophtho programs
(Usher’s syndrome, Stargardt’s disease, FECD).
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New Axiomer technology POC expected in 2017. At last week’s R&D day, the company introduced its
latest direction within the RNA space: editing oligonucleotides (EONs). The technology offers the ability to
alter stop codons (by changing a target adenosine to an inosine, which is then read as a guanosine for
all practical purposes), and can thus restore an open reading frame. As a preclinical demo, at the R&D
day the company shared some POC data from a Hurler model (MPS-I). Theoretically, the same principle
could be applied to alpha-1 antitrypsin deficiency, Parkinson’s, Factor V Leiden deficiency, CF, etc. Since the
company referenced these same indications, we assume that they may have already started pursuing them
at a POC level. In our view, this platform offers a timely alternative to the wave of DNA editing programs,
with fewer potential technical and clinical challenges. Specifically, while EONs may not offer permanent
editing (which we would expect of DNA editing technologies), their reversibility could be an advantage
when it comes to safety or off-target editing. Also, EONs would not require viral delivery and extra protein
expression, and would not introduce genomic breaks that could carry more cellular complications. The
company expects to complete POC in vitro and in vivo in 2017.

Valuation and risks to achievement of target price. Our price target of $40/share is based on a DCF/
NPV analysis (discount rate 12.5%, growth rate 2%). Risks to our investment thesis and target price include:
(1) failure of QR-010 in clinical studies; (2) failure of QR-010 to secure regulatory approval; (3) failure of
QR-010 to achieve peak commercial revenue estimates in our model due to market size, penetration rates,
and pricing; and (4) other pipeline failures.
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Important Disclaimers

H.C. WAINWRIGHT & CO, LLC RATING SYSTEM: H.C. Wainwright employs a three tier rating system for evaluating
both the potential return and risk associated with owning common equity shares of rated firms. The expected return
of any given equity is measured on a RELATIVE basis of other companies in the same sector. The price objective is
calculated to estimate the potential movements in price that a given equity could reach provided certain targets are
met over a defined time horizon. Price objectives are subject to external factors including industry events and market
volatility.

RETURN ASSESSMENT

Market Outperform (Buy): The common stock of the company is expected to outperform a passive index comprised
of all the common stock of companies within the same sector.
Market Perform (Neutral): The common stock of the company is expected to mimic the performance of a passive index
comprised of all the common stock of companies within the same sector.
Market Underperform (Sell): The common stock of the company is expected to underperform a passive index
comprised of all the common stock of companies within the same sector.

Investment Banking Services include, but are not limited to, acting as a manager/co-manager in the underwriting
or placement of securities, acting as financial advisor, and/or providing corporate finance or capital markets-related
services to a company or one of its affiliates or subsidiaries within the past 12 months.

Distribution of Ratings Table as of June 19, 2017
IB Service/Past 12 Months

Ratings Count Percent Count Percent
Buy 229 93.85% 74 32.31%
Neutral 14 5.74% 0 0.00%
Sell 0 0.00% 0 0.00%
Under Review 1 0.41% 1 100.00%
Total 244 100% 75 30.74%

H.C. Wainwright & Co, LLC (the “Firm”) is a member of FINRA and SIPC and a registered U.S. Broker-Dealer.

I, Andrew S. Fein, Jotin Marango, M.D., Ph.D. and Emile Yu , certify that 1) all of the views expressed in this report
accurately reflect my personal views about any and all subject securities or issuers discussed; and 2) no part of my
compensation was, is, or will be directly or indirectly related to the specific recommendation or views expressed in
this research report; and 3) neither myself nor any members of my household is an officer, director or advisory board
member of these companies.

None of the research analysts or the research analyst’s household has a financial interest in the securities of ProQR
Therapeutics N.V. (including, without limitation, any option, right, warrant, future, long or short position).
As of May 31, 2017 neither the Firm nor its affiliates beneficially own 1% or more of any class of common equity securities
of ProQR Therapeutics N.V..
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Neither the research analyst nor the Firm has any material conflict of interest in of which the research analyst knows
or has reason to know at the time of publication of this research report.

The research analyst principally responsible for preparation of the report does not receive compensation that is based
upon any specific investment banking services or transaction but is compensated based on factors including total
revenue and profitability of the Firm, a substantial portion of which is derived from investment banking services.

The Firm or its affiliates did not receive compensation from ProQR Therapeutics N.V. for investment banking services
within twelve months before, but will seek compensation from the companies mentioned in this report for investment
banking services within three months following publication of the research report.

The Firm does not make a market in ProQR Therapeutics N.V. as of the date of this research report.

The information contained herein is based on sources which we believe to be reliable but is not guaranteed by us as
being accurate and does not purport to be a complete statement or summary of the available data on the company,
industry or security discussed in the report. All opinions and estimates included in this report constitute the analyst’s
judgment as of the date of this report and are subject to change without notice.

The securities of the company discussed in this report may be unsuitable for investors depending on their specific
investment objectives and financial position. Past performance is no guarantee of future results. This report is offered
for informational purposes only, and does not constitute an offer or solicitation to buy or sell any securities discussed
herein in any jurisdiction where such would be prohibited. No part of this report may be reproduced in any form without
the expressed permission of H.C. Wainwright & Co, LLC. Additional information available upon request.
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