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Believe QR-010 Results Establish POC and Will Likely
Trigger Partnership Signing; Reit Buy and $40 PT

Yesterday, ProQR reported topline data from its Phase 1b study of QR-010. The combination SAD (4 cohorts)/
MAD (4 cohorts) trial enrolled 64 homozygous F508del patients. Expectations were appropriately low for observing
any efficacy in this safety study in which oligomer delivery was dosed 3x/week for a total of 4 weeks. All patients
were either off Orkambi, or had a 12-week washout of Orkambi prior to initiating this study. With respect to safety,
QR-010 delivered a very solid and pleasingly unremarkable safety pattern, with no AE’s being attributed to drug
treatment and only 3 SAE’s reported from 2 patients (abdominal discomfort and nausea being reported).

Focus on entry criteria give context to the results. Exploratory efficacy endpoints of the CFQR-R (respiratory
domain) and improvement in the absolute ppFEV1 from baseline were also measured. It is important at this juncture
to point out that the entry criteria did not include a cap on ppFEV1 values so at baseline the mean ppFEV1 was
approximately 86% across all groups. Such a high ppFEV1 value suggests that the patient population in this trial is
relatively healthy and had little room to demonstrate a ppFEV1 improvement during this short 4-week study. With
that in mind, it was reassuring to observe the following increases in the CFQR-R: placebo decreased 6.5 points, the
6.25 mg group improved 13.0 points, the 12.5 mg group improved 19.2 points, the 25 mg group improved 14.3 points
and the 50 mg group improved 3.5 points. In the CFQR-R, an increase of 4 points is typically viewed as having a
discernible difference on the patient, thus 3 of the 4 doses reached that level of significance, albeit in somewhat
of a bell-shaped curve response.

We believe the trend is suggestive of effect and warrants further investigation. With respect to ppFEV1, the
responses were lower, although a similar bell-shaped response could be observed. Based on both CFQR-R and
ppFEV1, a dose of 12.5 mg of QR-010 delivered for 4 weeks duration gave a response that we would interpret
as influencing lung function in F508del patients. Although the effect is neither robust nor definitive in this study,
it clearly suggests a trend that supports further investigation, especially considering the “uncapped entry criteria.”
When the data set was sub-segmented to sort patients with a <90 or >90 ppFEV1 at baseline, an even greater
effect was observed. Patients exposed to 12.5 mg QR-010 who had a <90 ppFEV1 at baseline showed a 10.9
ppFEV1 improvement (P value =0.046). Two other exploratory endpoints, sweat chloride levels and weight gain
were unchanged in this study. In toto we believe this data continues to support development of QR- 010.
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Dennis isn’t the only Rodman that knows how to rebound. Regarding future plans, ProQR has recently
added Dr. David Rodman to their management team as the Chief Development Strategy Officer. Dave has a
long and prestigious history and is particularly noted, in our opinion, for his ability to design highly informative
clinical trials. We expect similar insight and execution for the QR-010 subsequent trials that he will likely
design and develop. Dr. Rodman has initially discussed a possible 13-week trial with a 4-week interim
analysis that would primarily be used to select 1 or 2 doses that would then be over-enrolled during the
final 9 weeks. The reasoning behind this strategy is based on management’s belief that the observed “bell-
shaped” curve may be due to accumulation of QR-010 in the lung. We are not entirely convinced that this
would explain the decreased response at higher doses. If overexpression of CFTR occurs at higher doses of
QR-010, it may not result in increases in functional CFTR activity, or a further effect on mucociliary clearance.
But it is not clear how that overexpression would result in a decreased effect on ppFEV1. Moreover, there
does not appear to be any significant safety signal associated with the increased dosage. We await a
more plausible explanation, which may come from a longer trial, or perhaps as Dr. Rodman indicated, a
trial design that uses a higher loading dose followed with a lower maintenance dose. With respect to the
“better” (larger magnitude) response in CFQR-R vs ppFEV1, we tend to agree with management that this
could be due to CFQR-R displaying a response from the whole lung, large and small airways, whereas
ppFEV1 may only be sampling from the large airways, especially in relatively mild patients (>85 ppFEV1).
Management is considering inclusion of Lung Clearance Index, LCI, in future studies as that may provide
a better perspective on effects in the small airways, especially in milder disease patients. Although FEV1
is still the approvable endpoint for the regulators, we note that more companies have been discussing and
including LCI in their trial design, and we expect that trend to continue.

We expect that today’s results are likely to trigger a partnership signing and believe expansion of
CFFT partnership should be viewed as validating. Finally, management clearly discussed their ongoing
desire to partner QR-010 for future studies, and we believe this may be driven by the exciting advances
being made in their other programs including the recently demonstrated in vivo Proof of Concept data for
the Axiomer RNA editing platform. Specifically, we can anticipate the ongoing expansion of the ProQR and
CFFT partnership to now include targeting of Class I stop mutations. This would satisfy the gap in the CFFT
pipeline that occurred following the discontinuation of the PTC Therapeutics' (PTCT; not rated) Ataluren
development program. In our assessment, the QR-010 program deserves continued development and could
be a salient contributor to what we are now viewing as a broad RNA platform.

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 September 25, 2017
IB Service/Past 12 Months

Ratings Count Percent Count Percent
Buy 222 88.80% 73 32.88%
Neutral 10 4.00% 0 0.00%
Sell 0 0.00% 0 0.00%
Under Review 18 7.20% 3 16.67%
Total 250 100% 76 30.40%

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 and Li Wang Watsek , 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 August 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..
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.
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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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