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Introduction

Dear colleagues and followers of the
OSTEOproSPINE Newsletters,

It is a great pleasure to introduce ti3¢ »

Issue of the OSTEOproSPINE Newsletter! by
The yea2021 was the year gjreat -
success for the project d@e recruitment F
of required patients wafinalized.

Reaching thg@lannedsample size is a Univ. Prof. DrReinhardWindhager,
major milestone and mimportantstep Plat the partner institution MUW
towardssuccessful study completion.

In thisspecialissueof the OSTEOproSPINE
Newsletter, we would like toprovide an
insight irto the professionalroutine and
daily practices of OSTE@o0SPINE
orthopedic clinical trial at the Medical
University of Vienna, Department of
Orthopedics and Trauma Surgery, Division
of Orthopedics

Due to the difficulties related to the
CoViD19 pandemicand imposed public
and institutional measuresa lot of
organizationalplanningand adjustments
was requiredthat representeda major
task for every consortium partnerbut
wasespeciallyroublesomefor the clinical
institutions. There were  many
restrictions, which are still ongoing and
therefore, a lot of management and Univ.Prof. Dr. Reinhard Windhager
administrativeefforts have beninvested

by the health professional® ensure the

conduct of the trial The LJF G A Sy GaoO &l ¥FSieé

was, is and will always be a prioritythis

difficult situation.

Unfortunately, the LINR 2 S"ORfiogréss n
Meeting could not talke pla@ in person.
Nonetheless, the consortium gathered
virtually for afruitful exchangeof results,
discussions and ideas; October 2021.
Hopefully,there will bean opportunityfor

a personal meetindpefore the end of the
study in 2023.
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Department of Orthopedics and Trauma Surgery
Division of Orthopedics

Since the early beginnings of OSTEOGROW drug developheebgpartment of Orthopedics
and Traum&Surgery, Division of OrthopedigEned the team ashe leadingclinical partner.

In our department, the first successful OSTEOGROW use in hwaadsmonstrated after
confirming its safety and efficacy tine Phase I/IHigh TibialDsteotomy study ir20 patients.
Our experienced and motivated study teaumpported the trial bynvestingtheir professional
knowledgeand research expertizend ensuing high quality, transparency arttie success of
the trial. Currently, the Department ithe leading team of Austrian clinical sites that are
conducting thePhase IDSTEOproSPIE&l where OSTEOGROié/testedin the spinal fusion
indication.

On the following pages we proudly present an overview of the taskand teamwork of
involved members at the Vienna site.

Allgemeines Krankenhaus
der Stadt Wien
|

B iZINISCHER UNIVE
=1}

Medical University of Vienna
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From the screening to thend of
study visit

Many stepsare required to ensur@atient
participation ina study- from the screening
to the final study visit. Before theactual
screening, the prescreening igperformed
where a preselections madeby checking
the basic inclusion requirements for
potentially eligible patients The actual
screening visit is where the patient is
approached and initialcommunication
takes place. After informed consent
procedure where all the study information
is transferred and questions answerede
patient signs the Informed Consent Form
and3SGa GKS
means thatstudyrelated actiors can start.

In the OSTEOproSPINE study, the patient
undergo a surgical therapy andare
assigned to be treated with the
OSTEOGROW with the standardof care
treatment. Stage 1 and 2 included three

study arms(high dose OSTEOGROW, low

dose OSTEOGROW standard of care
while in stage 3,only two arms were
applied (high dose OSTEOGROuY
standard of carg

Enrollment

Beforeapatient can be enrolleth a study,
patient data needs to be prscreened This
means that the data h&to be checked
againstthe inclusionand exclusion criteria
set by the study protocol. Therefore,
specialized medical expertise and the
knowledge regarding the recent protocol is
needed. Every studyemployeehas to be
trained on the latest valighrotocolverson.

In the pre-screeningphase the investigator
and the study nurseare checking the
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available dataand areidentifying possible
patients This means that existing
routinely gathered data will be checked:
diagnosis, canorbidities, previous
treatments, reports, etc. In the next step,
suitablepatientsare asked to participate in
the study.In the daily routingthis means,
that the possible study patienis guided
through the informed consent procedure
and provided with the informed consent
form (ICF)through whichevery possible
guestionis discussed. If the patient agrees
to participate in the study, he or shs&gns
the ICRwhich is then countersigned lpne
of the investigatos. This gives the green
light thatthe study relevant treatments can

& & G dzihich LI GArSHhé Studyiritirselltskds the relevant

samples, records requiredata as well as
checks every needed information
according to the protocol. Aftewerifing
every item, the screening procedure is
finalized and the clinical study team
decides if the patient canbe enrolled or
not.

After the successful recruitment, the
patient receivesthe patient identification
number and an appointment for the
surgery. Thepatient identification with a
number is very important for data
protection purposes as well as for the
anonymized evaluation of the images
this doubleblinded study.

The randomizationis another important
step before the surgerywhere the patient
israndomlyassigned into one of the study
groups. Randomization is performexter
all the necessary procedures are
completed and the patient is scheduled for
surgery usuallyon admission dayln case
no adverse events occur, the patieig

operatedon what isdesignatedasDAY
¢
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The Operating Theatre
Serile work provided

In the operating teatre (OR)
OSTEOGROW¢ preparedin the safety
cabinetby the trained study nurses

The photo below was taken at the
University of Zagreb during the practical
training for OSTEOGROYfeparation for
the clinical trial use. In #picture, a red
substance in a syringepresents the blood
that is used for the preparation of thigal
implant For the training, we used
raspberry juice, which represented the
blood and itstricky handling For further
training sessions, we used our own blood
for best practice. Well educated, the study
nurses needed to work under sterile
conditionswithin the safety cabinein the
operating theatre.

Practical training for OSTEOGROW prafian

The steritty and quality of OSTEOGROW is
of the most importanceThe study nurse
takes care that all the materials and
procedures are applied according to the
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recommended study procedures and that
all the necessary data is recorded.

Motivated study nurses before the action stat

The final product is provided to the
surgeon who administers OSTEOGROW
implant into the correct anatomical
location during the surgical procedure.

Q@
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The OR tearand the surgeon dumg the PLIF surgery

Completionof the recruitment ¢ a major milestone

Thepatient recruitment procesis an important key task for the successful stedynpletion
since the required number of patients is set fach study The planned samplsize for

OSTEOproSPINE tmads134.

Therecruitmentinto stage 3 wasompletedon May, 18", 2021, the last patient was operated

in Graz.

0

Graz (303) ==

Status Ste

20
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To ensure the sufficient number péatients and reaching statistical significance of the results,
the OSTEOproSPIRENcipal Investigatordecidedthat patientswho droped out before May
4% 2021 would be replacedhisresulted in the total recruitment of 143 patients.

10
8 Vienna(301) 2 2
6
4 I Linz (302) 5 6
2
o M []
Vienna Linz (302) Graz (303) Total Graz(303) 2 il
(301)
mPlanned  Treated Total 9 9

Replacement for the drop outs befor& df May 2021 and status treated on December 2p2d study site

Patient visis

The OSTEOproSPINE studyisentlyin the follow-up phaseThe last visit will take place
between December 24 2022 and April 2%, 2023.

Patient Status all Sites Completed
70 25 8

;28 Vienna
150 || (309)
123 . I Linz(302 45 10 6
0 M .
Vienna Linz (302)Graz (303) Total Graz(303) 28 10 1
(301)
mtreated mcompleted m dropouts Total 143 45 15

An overview ofhe visit status of all three sites on the'2af September 2021

The responsibl@ersonfor planning and coordinating the folleup visitsis the study nurse
Sometimes planning and conducting these visis\very challenging process. Imaging must
be performed and therefore study nurse must arrange appointments at the radiology
RSLI NIOYSy(a LINA 2Ruithérdorel dit theseSvisits, dlaod is Mg, @italf signs
are taken and questionnaires are completed. After all tests are performedsttidy nurse
accompanies the patient to the doctor addcuments all relevant comments, i.e., changes in
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the medical history or additional necessary treatmersfore presenting the patient at the
LIK@aAOALF Yy Qa | LI A Y shoullpel madeSdva talidtyd RA2MITE&KS
assessment.

Study nurse measuring the bloodepsure at the Assessments of the patient radigloal images
outpatient clinic

Surgeons and radiologistsse measuring and interpreting the bone structure and bridgifg
the two adjacent lumbarspine sgment In the best case, the bone wiirm between two
adjacent transversgrocessesand fully rebridge the space resulting in the elimination or
reduction of painthan before surgeryAs well, patient should havenproved mobility with
increasing moveent for daily routine and quality of life.

6 months

Fully anonymized and blinded imagm®t allocated to the study arm). Red circle is showimg@xample obone

bridgingon 6 months after surgery
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12 months

e

M

20 months

Fully anonymized and blinded imajeot allocated to the study arm). Red circle is showimgxample obone
bridgingon 12 and 20 months after surgery

Q@
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dinical trial documengtion

A huge part of the workload in clinical trials is the documentation. For the OSTEOproSPINE
LINE2SOGsx GKS St SOGNBYAO [/ I aSproje& pagrei2KMMasNY o6 S/
used.

You are logged in as alanger Contacts | FAQ | Logout

GoResearch™

‘OSTEOpProSPINE Administration

Monday, 06 December 2021
Welcome to GoResearch™

MOSTEOPROSPINE

Messages

Welcome. Willkommen.

13/05/2021 System maintenance (mstogowska) a
break - Monday 17/05/2021, 22:00 -

To add a new subject or to display registered subject data use the main menu at the top of this page

- choose the name of the cbservational program then the required function.

All necessary documents such as the user manual or the study protocel are also available for
download from the main menu - choose the name of the observational program then the name of the

required document.

Remember also to change your user's password periodically, e.g. every two weeks.

Monday 17/05/2021, 32:30 CET

Please note that due to maintenance works
GoResearch service will be unavailable from Monday
17/0...

05/03/2021 System maintenance (mstogowska)
interruptions - Sunday 07/03/2021
07:00 - 10:00 CET

Please be advised that on the day of 07/03/2021

07:00 - 10:00 CET , there may be temporary

With any questions please do not hesitate to contact our staff. interr. -

. . OSTEOprSFINE has ressived funding fram the

", 1
Enjoy using GoResearch! Europezn Linion's Horizon 2020 reszarch and innovation
programme under grant agresment hio 779340

Entry mask of the eCRF system

In this system, data are entered frothe source documents, which is verified by monitor
during regular monitoring visits. Therefore, online and in person meetings are held for this
task. The administrative effort for a clinical trial is huge and needs specialized trained personal.







