Comparison of paper diary and B-CoNect (telemetric smartphone application)

at home treatment monitoring of severe hemophilia A patients
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Introduction and objectives

Hemophilia is a rare hereditary bleeding disorder
caused by a deficiency in coagulation factor(s).
anadays, thernpeutic strategy 1S based on
substitutive therapy with coagulation factors by
patients, their family members or nurses on a

home treatment basis.

Patients fill out paper diaries, describing the
frequency of bleeding episodes, the circumstances
of medication administration, the adverse events.
These diaries, however, prnvide nnl}r retrospective
follow-up and information on past treatment, but
no visibility on patient’s status day by day in real
time. Several clinical studies [1,2] showed that
data recording methods via electronic device are
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Methods
Study design

* B-CoNectisa prospective, interventional, multicenter,
and randomized in crossover pilot study, conducted
in 4 hemophilia treatment centers (HT'C) in France,
with a total enrolment of 29 patients.

e Each patient included was randomized in one of the

wo pI‘EdEﬁHEd groups _(ﬁ;g .2)

- Grnup 1: treatment mnnitnring with electronic

dinry then followed b}f the classic paper diary;

- Grnnp 2: treatment monitoring with classic paper

dinry then followed b}f the electronic diar}f.

* Patients were selected (selection visit) and then
followed for 6 months maximum through 3 visits:
initiation visit, 3 months follow up Vvisit where
patients switched between electronic and paper diary
and closeout visit at 6 months. Telephonic contacts
were also performed by the clinical research associate
of investigational sites.

Inclusion criteria
Patients were eiigible to the study if they had all of the

fnllnwing criteria:

e Male or female patient 2 years of age or older:

* Patient with severe Hemophilia A (FVIII< 2%),
without inhibitor, treated by ADVATE;

. PﬂtiEl’lt Wlti'l I'Egll.iﬂl' treatment, at iEE:'I.St once pcr I’TlDIlth
CiLll.' lﬂg ti’lE 12151' l'hI‘EE mﬂﬂ[hﬁ bEfDI‘E EHI‘ID]ITLE’H[' in tl'lE

study; indnpendentl}f of therapeutic plan;
 Patient with hemnphiiia diar}f filled at least partiaﬂy

during the last month before inclusion:

* Patient receiving ADVATE in retrocession;

e Patient, his/her parents or legal representatives

::Eing present at the training of E-diary use and
understanding it;

* Patient, his/her parents or iegal representatives being
informed on the content of the stud}f and signing
the written consent form.

Figure 2. Study flow-chart
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B-CoNect is a telemetric smartphnne appiicatinn
which allows pntients with Cnagulatinn prnblnms
to be conNected via an electronic diar}f with the

hemophilia health care team (physicians and
pharmacists) (fig. 1).

This prospective, interventional, randomized in,
crossover pilot B-CoNect study, evaluated the
interest of B-CoNect e-diary versus paper diary
for data recording and treatment compliance. We

present here the results of the interim anaiysis.
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- All patients' data privacy are anonymous and are stocked
in a database server

- Patient data are visible only for physicians and pharmacists

Non-inclusion criteria
Patients were not included in the stud}f if the}f had

one of the fnllnwing criteria:

e Patient participating in another interventional

study;
* Patient with immune tolerance induction (I'T1) in

DIOZICSS,

e Patient, his/her parents or legal representatives

:seing unable to attend tnlining of E-diary use or

unable to understand it.

Evaluation criteria

* Primary endpoint: the primary endpoint was the
rate of diary completion regarding the reason of each
injection.

* Secondary endpoints: the secondary endpoints

were the fnllnwing:

- Cnmpletinn rate of details about bleeding (date;

hour: localization: spontaneous or traumartic
bleeding);
- Rate of tracnabiiiry of administered medication:
- Rate of glnbai diar}f cnmpletinn;

- Rate nfcnmpletinn ofinformation on substitutive

treatment (date; hour; etc.);
- Number of warnings sent to the physicinn;
- Number of warnings sent to the pharmacist;
- Number of patient—physician messages genenited;
- Number of ph}rsician-patient messages genenited;

- NlllTl DCT Dfpﬂtiﬂﬂt—[}hﬂf macist IMESSaAgEs gCncr EltECi;

- NlllTl DCT Dfpi’lﬂl’ [IlﬂCiSt-P atient IMESSaAgESs ZCNCr EltEC.i;

- Total number of not scheduled consultations
due to the real time monitoring;

- Total number of consultations generated following
message/warningf phntnfviden sending;

- Patient’s, physician’s and pharmacist’s satisfaction

SUrvcey,

- Number of demands of [T (Information

tEChﬂDng}f) assistance.

Results and conclusions

Patients’ characteristics at enrolment

29 male patients of 27.7 +/- 16.7 years mean age were
enrolled in the stud}f. 60% of these patients were less
than 30 years old.

13 patients formed group 1 (e-diary for the first 3
months, paper diary afterwards) and 16 patients
formed group 2 (paper diary for the first 3 months,
E-diary afterwards).

In 82.8% of cases, patients themselves used the
electronic device; moreover, 89.3% of patients had
experience of electronic device use and 64.3% had
experience of smartphone use. More than 65% of
patients enrolled were treated with ADVATE® for
prophylaxis with median dose of 2000 [U/injection at

a mean ﬁ'eqnnncy of 2.5 injectinns/wenk.

[nterestingly, physicians have evaluated the paper diary
completion by patients during the last month before
their enrolment in the study; results showed that the
exact hour of treatment, the date and hour of bleeding
were often described less than once in two.

Primary endpoint

The primary endpoint was the rate of electronic
and paper diary completion regarding the reason of
injections. The aim of primary endpoint analysis was
to demonstrate the non-inferiority of e-diary versus
the paper diary regarding this subject.

The difference in the adjusted mean of the intra-
individual difference of the reason of injection
completion rate between paper and e-diary was:
-19.5 (95% CI -38.1 to -1.0). Since the upper bound
of the 95% confidence interval is inferior to the non-
inferiority threshold (0.1), we concluded to the non-
inferiority of e-diary vs paper diary.

Otherwise, an ANOVA performed on the adjusted
mean of the intra-individual difference showed a
significant impact of the diary support (electronic
or paper) on the completion rate of the reason of
injections (p=0.0398) with an average completion
rate of 96.3% with e-diary and 76.8% with paper
diary (fig. 3). We noted that the paper diary
completion rate was better when used after the e-diary
completion but this difference was not statistically
significant (p=0.1960) (fig.4). The specific effect
related to the patient had no significant impact on
the diary completion rate (p=0.5552).

Secondary endpoint
Participnnts’ satisfaction with E-diary (physicians,
pharnlncists and patients) was one the SECDl‘ldElI'}T

Endpnints of this pilnt smd}f.

Patients’ satisfaction (Figure 5)
79.2% of patients were satishied or very satished with
the application B-CoNect.

75% of patients found this electronic support very
casy in use. Particular advantages of this device were
the possibility to easily manage and update treatment
stock (appreciated by 87% of patients), to send (to)
and receive real time messages from their physicians
(64.3% of patients satishied or very satisfied), to receive

Figure 3. Average completion rate of e-diary and
paper diary regarding the injection reason (%)
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immediate care in case of emergency (70% of patients
were satishied or very satisfied).

As mentioned earlier, patients were enrolled in the
study independently of their therapeutic ADVATE®
regimen. An important observation was that 57.1% of
patients on prophylaxis regimen certified that the use of
electronic tool improved the frequency and regularity of
the injections.

Some patients mentioned that the price of an [Phone
may become a preventing factor for wide e-diary use.
Bur, despite of it, 71% of patients were wiﬂing to repiace
the paper diary by the e-diary and 75% of them were

Wi]ling to encourage other patients to use It.

Physicians’ satisfaction

Unfnrtnnateiy, at this interim analysis, nnl}r 3
investigation centers out of 4 answered to the
satisfaction survey. 66.7% of physicians were
satishied with the monitoring of patients through the
npplicatinn, noting the necessity of slight t:hanges, in
order to receive more detailed and precise information
from the patients for a better follow-up.

Pharmacists’ satisfaction

Regarding the pharmacists, 75% were satished
with ADVATE® stock traceability; although these
conclusions are preliminary, taking into account the
low number of professionals who responded to the
satisfaction survey.

Figure 5. Patients’ satisfaction with the electronic diary
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necessary improvements will be
performed. All these changes will be taken into account for

the next steps.

satisfaction surveys,
6 months
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