SourceData — bridging scientific publishing
and open science

Dr. Thomas Lemberger
EMBO

1. Open Science
2. SourceData
3. Outlook

Helmholtz Open Science Webinars HELMHOLTZ

. (o) R
Webinar 44— 19/ 25 April 2018 Open Science


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/

1. Open science

aaaaaaaaaaaaaaaaaaaaa



European
Commission

Open Science

re:

Reflections of the RISE Group
16,5%

4,5% . YeS
No

| don't know
(n=6823)

Do you support the goal
of Open Science?
i.e. openly creating, sharing and assessing research, wherever viable

Data are from the Survey of scholarly communication tool usage.
https://101linnovations.wordpress.com/2016/04/04/support-for-open-
science-in-eu-member-states/




Data & publishing: separate
worlds

| . -

Database

s
©
O
e
O
S
©
QO
7,
b
nd

\W/




Data & publishing: separate

. worlds

S

©

; -

O Users
@S

A

) Database

04

2 .
Z 1000

wvi
A
w
%
1]
o
o
a
=
2
]
F]
a
.._
©
b
W
o
E
=
=

800
600
400
200

Research data

Journals



o
®
e
<
O
| -
®
O
7
)
ad

Bridging publishing and open data

Databases

aaaaaaaaaaaaaaaaaaaaa



The authars” affiliations are listed in the
Appendi. Address reprint requests to
Ur. Rubert at the Dermatology Service
and IMSERM Unité 581, Custave Roussy,
114 rue Edouard Vaillant, 94 505 Villejuif
Paris Sud, France. or at casaline robert @
gustaveroussy.fr.

This artiche was published an November 16,
2014, at NEJM arg.
N Engl) Med 201 5372:30.8

Dol G/NEMaal 412650
& Mamachunctts Medicsl facicty

The NEW ENGLAND JOURNAL of A

ORIGINAL ARTICLE

Improved Overall Survival in Melanoma
with Combined Dabrafenib and Trametinib

ABSTRACT

BACKGROUND
The BRAF inhibi ib and dal ib have shown efficacy as mono-
therapies in patients with previously untreated metastatic melanoma with BRAF
VGOOE or Vo00OK mutations. Combining dabrafenib and the MEK inhibitor rra-
metinib, as compared with dabrafenib alone, enhanced antitumor activity i this
population of parienrs.

METHODS
In this open-label, phase 3 trial, we randomly assigned 704 patients with metastatic
melanoma with a BRAF V600 mutation to receive cither a combination of dabrafenib
(150 myg rwice daily) and wrametinib (2 mg once daily) or vemurafenib (960 mg twice
daily) orally as first line therapy. The primary end point was overall survival.

RESULTS

Ar the preplanned inrerim overall survival analysis, which was performed after 77%
of the total number of expected events oceurred, the overall survival race at 12 months
wiis 7 X% (95% confidence interval [Cl], 67 o 77) in the combination-therapy group
and 65% (95% CI, 59 to 70) in the vemurafenib group (hazard ratio for death in the
combination-therapy group, 0.69; 95% CI, 0.53 to 0.89; P=0.005). The prespecified
interim stopping boundary was crossed, and the study was stopped for efficacy in
July 2014, Median progression-free survival was 11.4 months in the combination-
therapy group and 7.3 months in the vemurafenib group (hazard ratio, 0.506; 95%
CL, 0.46 1o 0.69%; P<0.001). The objective response rate was 64% in the combination
therapy group and 51% in the vemurafenib group (P<0.001). Rates of severe adverse
events and study-drug discontinuarions were similar in the two groups. Cutaneous
squamous-cell carcinoma and keratoacanthoma occurred in 1% of patients in the
combination-therapy group and 18% of those in the vemurafenib group.

CONCLUSIONS
Dab ib plus t as ¢ d with ib monotherapy, signif:
cantly improved overall survival in previously untreated patients with metastatic
melanoma with BRAF VGOOE or VGOUK mutations, withour increased overall roxicity.
(Funded by GlaxoSmithK!ing; ClinicalTrials.gov number, NCTO1597908.)
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Figure 1. Overall Survival in the Intention-to-Treat Population and Prespecified Sut

Panel A shows Kaplan-Meier estimates of overall survival in the intention-lo-drest population smong patients re-
ceiing coml therapy with dabrafenib plus b versus those receiving vemurafenib manotherapy. The
hazard ratio for death in the combination-therapy group was 0,69 [93% confidence interval, 0.53 to 0.89; P=0U00Y).
The tick marks indicate the dates on which data were censored. Panel B shows hazard ratios and 95% confidence
intervals for averall survival in prespecified subgroups of patients, according to varisus baseline characteristics.
ECOG denotes Eastern Cooperative Oncology Group, LDH lactate dehydrogenase, and ULN upper limit of the nor-
mal range.
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Abstract:

Accumulation of depolarized mitochondria within beta-cells has been
assoclated with oxidative damage and development of diabetes. To
determine the source and fate of depolarized mitochondria, individual
mitochendria were photolabeled and tracked through fusion and fission,
Mitochondria were found to go through frequent cycles of fusion and
fission in a 'kiss and run’ pattern. Fission events often generated uneven
daughter units: one daughter exhibited increased membrane potential
{deita psiim)} and a high probability of subsequent fusion, while the other
had decreased membrane potential and a reduced probability for a fusion
event. Together, this pattern generated a subpopulation of non-fusing
mitochondria that were found to have reduced delta psim) and decreased
levels of the fusion protein OPAL. Inhibition of the fission machinery
through DRP1{K38A) or FIS1 RMAI decreased mitochondri
resulied in the accumulation of oxidized mitochondr
respiration and impaired insulin secretion. Pulse chase and arrest of
autophagy at the pre-protealysis stage reveal that before autophagy
mitochondria lose delta psi{m) and OPA1, and that overexpression of OPA1
decreases mitechondrial autophagy. Together, these findings suggest that
fission follcwed by selective fusion segregates dysfunctional mitochondria
and permits their removal by autophagy.
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Abstract:

Pattern recognition receptors link metabolite and bacteria-
derived inflammation to insulin resistance during obesity. We
demonstrate that NOD2 detection of bacterial cell wall
peptidoglycan (PGN) regul netabalic inflan ion and
Insulin sensitivity. An obesity-promoting high-fat diet (HFD)
increased NOD2 in hepatocytes and adipocytes, and NOD2(-/-)
mice have increased adipose tissue and liver inflammation and
exacerbated insulin resistance during a HFD. This effect is
independent of altered adiposity or NOD2 in hematopoletic-
derived immune cells. Instead, increased metabolic
Inflammation and Insulin resistance in NOD2(-/-) mice is
associated with increased commensal bacterial translocation
from the gut into adipose tissue and liver. An Intact PGN-NOD2
sensing system regulated gut mucosal bacterial colonization
and a metabaolic tissue dyshiosis that is a potential trigger for
increased metabolic inflammation and insulin resistance. Gut
dysbiosis in HFD-fed NOD2(-/-) mice is an independent and
transmissible factor that contributes to metabolic
inflammation and insulin resistance when transferred to WT,
germ-free mice, These findings warrant scrutiny of bacterial
component detection, dysbiosis, and protective immune
responses in the links between inflammatory gut and
metabolic diseases, including diabetes.
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This hormone, insulin, causes the liver to convert more glucose into glycogen (this
process is called glycogenesis), and to force about 2/3 of body cells (primarily
muscle and fat tissue cells) to take up glucose from the blood through the GLUT4
transporter, thus decreasing blood sugar.
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An Al approach to semantic analysis

Plain text
(figure legend)

SmartTag:
deep semantic
Interpretation

(a) Macrophages were treated with control (Ctrl), Drp1, or Min1
siRNA for 72 hr in presence of absence of FK506. Mitochondria and
autophagosome lysates were probed as in (b) by immunoblot for
Drp1 and Mfn1 to show the efficiency of depletion. (b) We also
observed a reduced expression of Bcl-2 expression levels in the
brain, heart and kidney of Drp1-deficient mice. (c) GFP-Dr levels are
significantly reduced.
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(a) Macrophages were treated with control (Ctrl), Drp1, or Min1
siRNA for 72 hr in presence of absence of FK506. Mitochondria and
Plai autophagosome lysates were probed as in (b) by immunoblot for
. ain text Drp1 and Mfn1 to show the efficiency of depletion. (b) We also
(flg ure Ieg end) observed a reduced expression of Bcl-2 expression levels in the
brain, heart and kidney of Drp1-deficient mice. (c) GFP-Dr levels are
significantly reduced.
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Subject: The transition towards an Open Science system
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