Basel, Friday November 32015
Dear Board Members of SMA Europe,

We would like to thank you for being so forthcomingh your questions about our progress in
development. Over the past few months, we haveategrivilege to meet with many patient
groups. We are inspired and humbled by the detextioim we have witnessed in the efforts you,
families and caregivers put forward for loved ongs SMA. Your stories and experiences
highlight the urgency needed in advancing new itneats such as olesoxime to address the many
challenges of SMA. We would like to take this ogpaity to address your most pressing question -
when will olesoxime be available to people with SRIA

Since the acquisition of Trophos in March 2015, Roehe team has consistently focused on
bringing olesoxime to the SMA community as quicl/possible. As quickly as possible is a firm
commitment on our part. The efforts of the teanrakie past eight and a half months are now
bearing the first tangible results, with two majoitestones achieved.

First, we are pleased to confirm that all peopkjmusly enrolled in the Trophos SMA trials will be
eligible to restart their therapy in the contextafopen-label follow-up trial. From the start, we
made a firm commitment to ensure that people wittASvho had previously been on olesoxime
could re-enroll in therapy without further disrupti Before the end of this year, the first people
previously enrolled in the Trophos SMA trials vk back on therapy, and over the next six months
all remaining participants from the previous Tropligals will be contacted by their doctor for re-
enrolment as soon as the trial is approved byrthksite, regulatory and ethics authorities inithe
country.

This first achievement is the result of a conceanttaffort by our technical experts in startingaup
small-scale manufacturing round since at the tifrecquisition, there was neither product in stock
nor an immediately actionable manufacturing fagilit place. In parallel our trial team has been
working closely with trial sites and local authas to minimize any delay between availability of
study drug and getting previous Trophos trial pgyéints back on treatment. The combination of
these efforts will make it possible that withinraing of less than ten months from acquisition,
people with SMA will be back on treatment.

Secondly, we have been moving swiftly to pull thiermation together that will be required for
regulatory authorities to review olesoxime. In arteensure access to new treatments for people
with SMA, the approval from regulatory authoritissnecessary. Interactions with regulatory
authorities are ongoing and we will have claritytbe regulatory path moving forwards during the
first half of 2016. Our current timeline is focusaa submitting our regulatory files during the firs
half of 2017.

We are conscious that in practical terms this negyrslike a long time away for people and
families confronted with SMA. Why does it take sad? The large-scale production process that is
currently being put in place and the output of fiiiscess, i.e. the product, both need to be valiat



by regulatory authorities. There are numerous dtegtsneed to be undertaken in the establishment
of this process. To name some: engineering thgdedithe large-scale manufacturing process,
validating the process to ensure consistent quatystability, designating storage facilities,
establishing fill and pack capabilities. These\atitis are highly complex and time-intensive. It is
our responsibility as a company to ensure the prodhat will be made available meets the quality
requirements as defined by health authority rutesguidelines. We understand that although these
timelines present a challenge, we are moving askbuas we can, and discussing with authorities,
to bring olesoxime to people living with SMA.

We are very conscious of the emotional distredeetinto the progressive nature of SMA and the
need for immediate treatment options. Thereforecovdinue to work on options to make
olesoxime available to those who did not parti@gatthe Trophos studies, through Pre-Approval
Access (PAA) to Unauthorized Medicinal Product (UM& compassionate use (CU) of
olesoxime. While we continue to advance swiftly diodeverything we can with the objective of
providing timely access to the SMA community, as thoment in time it is not possible for us to
comment and commit on a possible starting timirrg?aA. This is highly dependent upon a
multitude of factors, of which many are externad awot in our hands. Acknowledging the need to
address this question as soon as possible, we ddmprovide an update mid-2016, when we will
have the needed and adequate information availgblehe’s Position on Pre-Approval Access to

Investigational Medicinal Products explains ourraggh in detail and can be found here:
http://www.roche.com/position_on_pre_approval_asces_investigational_medicinal_products.pdf

We do recognize the need for information on ourettgyments in SMA, and we commit to inform
you whenever we have important information to shBtease do not take intermediate times
without communication as an equivalent to non-agtivWe are working with the objective to bring
olesoxime to patients as soon as possible. Phautealegproduct development is a lengthy and
highly complex process, where important milestcaressometimes met months apart. We
understand that time is of the essence for faméies people with SMA, and that regular
communication addressing their key questions i9#dst way we can work together to progress on
our common goal.

Finally, we are inspired by the hope and deternonatve continually witness in the efforts that
families and caregivers make every day for thaietbones with SMA — and your stories continue
to be our motivation. To these people and famileswould like to address our gratitude: thank
you for your tireless efforts and persistence maliing hope for all those living with SMA.

Please do not hesitate to contact us should yoe &ay questions.

Respectfully yours

The Roche Olesoxime-Team



