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Trillium Extracellular Vesicles publishes high-quality 
research and review articles in the broad field of extracel-
lular vesicles (EVs). This includes all aspects of extracellular 
vesicle biology, such as their role in cancer infection, inflam-
mation and other dispositions. EVs are assembled in cell type 
specific mechanisms and provide very promising biomarkers 
for a variety of diseases. They are becoming increasingly 
relevant in various biological and diagnostic settings, so our 
topics ranging from clinical applications as disease markers 
to therapeutic avenues.

From fundamental understanding to clinical application
Cells need to communicate with each other to exchange 
information and fulfill their physiological role. In addition to 
direct cell-to-cell contact and the exchange of certain soluble 
factors, there is a third route of information transfer, which 

has recently received significant attention - extracellular 
vesicles. These small, nanometer-sized particles are respon-
sible for the exchange of small and large molecules between 
cells and tissues, and thus affect our body in many ways. In 
the past years, researchers have asked many fundamental 
and applied questions to better understand this process. 
And because many of these questions in this exciting field 
of research are still open, we decided to publish an own 
journal - Trillium Extracellular Vesicles. EVs may be used to 
counteract pathophysiological processes in the future and 
be applied as therapeutic agents, if we unravel how EVs influ-
ence biological processes. They might also serve as a novel 
class of vaccines and drug carriers, or become important 
tools for future liquid profiling diagnostics in the blood and 
bodily fluids.
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In der Phase-III-Studie CASPIAN verlängerte die Therapie mit 

Durvalumab plus EP das Gesamtüberleben (OS) gegenüber dem 

Kontroll-arm mit EP allein signifikant (12,9 vs. 10,5 Monate); dies 

entspricht einem um 25 % verminderten Sterberisiko (HR 0,75; 

95%-KI 0,62–0,91; nominal p = 0,0032; Abb. 1) [1]. Nach 2 Jahren 

lebte im Studienarm mit dem PD-L1-Antikörper noch fast jeder 

vierte Patient (22,2 %) versus 14,4 % im Kontrollarm. Zudem 

konnte für Durvalumab plus EP erstmals für eine zugelassene 

Immuntherapie ein anhaltender PFS-Vorteil nach 24 Monaten 

dokumentiert werden. So waren mit 11,0 % versus 2,9 % annä-

hernd viermal so viele Patienten im Durvalumab-Arm ohne 

Krankheitsprogress wie unter EP allein.

Bekanntes Sicherheitsprofil, anhaltende Symptomkontrolle
Für die Akzeptanz einer Therapie im palliativen Setting ist neben 

dem möglichen Lebenszeitgewinn mitentscheidend, in welchem 

Umfang die Lebensqualität von Patienten erhalten werden kann. 

Insofern ist relevant, dass die CASPIAN-Studie für Durvalumab-EP 

das bekannte Sicherheitsprofil dieser Arzneimittelklasse bestä-

tigte. Die Inzidenz unerwünschter Ereignisse der Grade 3/4 war in 

beiden Studienarmen vergleichbar (62,3 % vs. 62,8 %), ebenso die 

Raten für Therapieabbrüche (10,2 % vs. 9,4 %) [1]. 

Zusätzliche klinisch relevante Information wurde mithilfe vali-

dierter Lebensqualitätsfragebogen-Module erhoben. (EORTC 

QLQ-C30 und QLQ-LC13) [2, 3]. Für mehrere vorab spezifizierte 

Schlüsselsymptome der Erkrankung wurde im Studienarm mit 

Durvalumab plus EP versus EP allein eine geringere Symptom-

last (Husten, Dyspnoe, Brustschmerz, Müdigkeit, Appetitverlust) 

berichtet. Zudem wurde im Studienarm mit Immuntherapie eine 

längere Zeitspanne bis zur Verschlechterung von Symptomen 

festgestellt; kognitive, emotionale und physische Funktionen 

blieben länger erhalten. Insgesamt zeigte sich die Lebensqualität 

der Patienten unter Immuntherapie verbessert im Vergleich zur 

Kontrollgruppe [3]. 

Auch solche Ergebnisse lagen aus Studien zum ED-SCLC bislang 

nicht vergleichbar vor. Bei der Umsetzung einer Immuntherapie mit  

Durvalumab ist zu beachten, dass sich das Dosisintervall in der 

Erhaltung – bei gleichbleibender Fixdosis von 1.500 mg – von 3 

auf 4 Wochen verlängert. Auch dies könnte aufgrund eines grö-

ßeren Abstands zum Klinikalltag zum Erhalt von Lebensqualität 

beitragen. 

Durvalumab plus EP ist somit die erste zugelassene Immuntherapie, 

für die beim ED-SCLC nach 24 Monaten – in der Erhaltung – bei anhal- 

tender Symptomkontrolle ein PFS-Vorteil nachweisbar war. Die The-

rapie mit dem PD-L1-Inhibitor plus EP war im Vergleich zu EP allein  

bei allen präspezifizierten Symptomen, der gesundheitsbezoge-

nen Lebensqualität sowie allen Bereichen der Funktionsfähigkeit 

vorteilhaft.                                                                                                       Daniel Neubacher 

*Kleinzelliges Lungenkarzinom im fortgeschrittenen Stadium (Extensive Disease); 
in der Fachinformation bezeichnet als Extensive Stage SCLC oder ES-SCLC

Literatur
1. Paz-Ares L et al. J Clin Oncol 2020, 38 (suppl): #9002.
2. Paz-Ares L et al. Ann Oncol 2019; 30 (suppl_5): v851-v934.
3. Goldman JW et al. Lung Cancer 2020; 149: 46-52.
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Durvalumab + EP (n = 268)

Durvalumab + EP 12,9 (11,3–14,7)

10,5 (9,3–11,2)

Medianes OS in Monaten
(95%-KI)

EP allein (n = 269)

EP allein

HR = 0,75 (95%-KI 0,62–0,91), p = 0,0032

Erschienen in Trillium Krebsmedizin 2021; Band 30 Heft 3, S. 253
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quae ipsum quam fugitiossima quibus illes re pos renime earum 
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Einleitungstext sIt, sus. Minvell aborit occus diorehenis dolupti isseque volupta commollate plitiores aut eium, cus, quis aut occum is dita-
tibusame endusap ientem im eos ditatib eritem rerion re, quo omnis ma dolorum qui acit, sincili quunto qui officia quat.
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corum que aspersped et ut et aut vollab ipsaero consedi tassinvel il modigendant latur? Qui veriassitis ut ut doluptas prem nonsernatest 
labo. Itate nosam, venecepudae verchic itasincta vollaut es reiur molores serenissum dolorrum, officabo. Nequaturi nonecus.
Cum et fugit, consectur serum consequia dent et am es aliate doluptatis que re eos ipitia porrum et esti optis sit faces nectemp orumet 
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Abb. 1 Beschreibung
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Überschrift 2

Extracellular vesicles (EVs) have emerged as important players in intercellular communication, capable of transfer-
ring signaling molecules between cells and altering their behavior and function. More and more studies reveal an 
association of factors of the Wnt pathway with EVs. A tight and coordinated regulation of Wnt signaling is essential 
for maintaining tissue homeostasis, and dysregulation has been associated with several diseases, including cancer. 
The influence of Wnt signaling on EV biogenesis has revealed a new mechanism by which Wnt proteins can regulate 
the creation of a favorable tumor microenvironment promoting the growth and survival of cancer cells. This review 
summarizes our current understanding of the connections between EVs and Wnt signaling and discusses their rel-
evance in human cancer.

Keywords: extracellular vesicles, WNT signaling, cancer, biogenesis, biomarkers
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eos rero eossinimaxim utaquib usanit 
eum que ipsa aligent hiciet laborionecus 
pe et pa que et assi cus.
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quam, nos rempore mpeliti onsenis ero-
vide por re nosaperum dis et aliquidem-
por maionsequiam ex eumenimusda con 
num ius erum esendanda pero volorrum 
senimint ma pa cuptam, odicit ut ver-
feribus audam estiusandit eosam eos ex-
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Table : Antibodies

Name Company Catalogue 
Number

Alix GeneTex GTX42812

TSG101 Santa Cruz sc-7964

hnRNPA2B1 Abcam ab6102

Synaptophysin Abcam ab16659

Grp75 Abcam ab53098

Flotilin-2 Santa Cruz sc-25507

Calnexin Abcam ab2301

Annexin A1 Abcam ab214486
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The following General Terms and Conditions (GTCs) shall also apply to all future advertising orders, both for prin-
ted products of the publisher and for all other forms of publication (e.g. the publisher‘s website or digital data 
carriers). Therefore, the formulations of these GTC with regard to the printed products always correspondingly 
include all other forms of publication.

Conclusion of contract: 
If a customer places an advertising order, he acts in his own name and for his own account, unless otherwise 
declared. The prices and discounts shown in the price list can be calculated uniformly for all customers. Contractual 
contents are exclusively determined in writing (as a rule via the order confirmation). 
Ancillary agreements of any kind, including those with representatives or employees of the publisher, are consi-
dered non-binding preliminary discussions and are not the subject of the contract until they have been confirmed 
in writing by the publisher. 
Cancellations of advertisements, supplements and bound inserts after the advertising deadline specified in the 
currently valid media data or agreed individually will be charged at the full agreed rate.
If special advertising formats or preferential placements are cancelled four weeks or less before the advertising 
deadline, the customer/agency will be charged 50% of the agreed remuneration as cancellation costs. For cancel-
lations two weeks or more before the advertising deadline, the full agreed remuneration will be charged.
Discounts shall not apply if the customer does not accept agreed advertisements, unless the non-performance is  
the fault of the publisher.

Mutual rights and obligations: 
The client is responsible for the timely delivery of advertisement orders in complete form or returned proofs no 
later than the respective closing date for advertisements, about which the client must inform himself by consulting 
the advertisement scheduling department. If data defects are not detected immediately, but only during the prin-
ting process, warranty claims of any kind will not apply. Rectifications, e.g. in electronic media, will be carried out 
as quickly as possible following a complaint by the client.
The publisher guarantees the technically correct reproduction of the advertisement only in accordance with 
the usual print quality within the framework of the given technical possibilities and the paper quality used. 
The customer shall indemnify the publisher against all possible claims by third parties, in particular for reasons of 
copyright or competition law. He shall bear the costs of a counterstatement caused by an advertisement in accor-
dance with the applicable advertisement rates.
In the event of incorrect, illegible or incomplete reproduction and if the advertisement is not published or is not 
published on time or in the agreed place, the customer shall be entitled to a reduction in payment or a replacement 
advertisement to the extent that the purpose of the advertisement has been impaired.
Claims for damages on legal grounds of any kind are excluded except in cases of intent or gross negligence on the 
part of the publisher, his legal representative or his vicarious agents. The same applies to the absence of warranted 
characteristics. Complaints must be made no later than four weeks after receipt of the invoice. In the case of repeat 
advertisements, all warranty claims shall lapse if the client fails to point out the error in good time before the next 
advertisement goes to press. In the case of orders and changes placed verbally or by telephone at short notice, the 
publisher accepts no liability for the correctness of the reproduction.
As a rule, proofs are only supplied upon express request for an appropriate expense allowance. There is no entit-
lement to this. If the client does not return the proof provided to him within the set period, the consent to printing 
or publication in accordance with the proof shall be deemed to have been tacitly granted.

Delivery and performance:
No guarantee is given for the inclusion of advertisements in specific numbers, issues or in specific places in the 
magazine, unless the client has expressly made the validity of the order conditional on this, acknowledges a cor-
responding place surcharge and explicit written confirmation to this effect is given by the publisher. If the issue 
structure or the scope of the magazine changes, the publisher has the right to cancel the order. The customer may 
only cancel advertisements in writing up to the editorial deadline for the respective issue.
Advertisements which are not or only with difficulty recognizable as advertisements due to their editorial design 
may be marked accordingly by the publisher. The publisher is authorized to reject orders for advertisements, 
inserts or bound-in inserts, even if confirmed as binding, in accordance with uniform, objectively justified prin-
ciples of the publisher if, in the publisher‘s due discretion, their content violates applicable legal standards, official 
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GTCs

regulations or good morals, or if their publication is unacceptable to the publisher. The publisher can only decide 
whether to accept a print order after a sample has been submitted.
Unless special size specifications have been agreed, the advertisement will be set by the publisher in the usual 
format and the actual print height will be used as the basis for calculating the price.
The publisher is authorized to order the printing material required for the advertisements at the expense of the 
customer. Additional costs incurred as a result of changes requested by the customer to the originally agreed 
design shall be borne by the customer.
In the case of box number advertisements, the publisher shall be liable for the safekeeping and timely forwarding 
within the scope of due commercial care. For the forwarding of any offers or messages, customary means of trans-
mission (e.g. by post) shall apply without any special costs (e.g. for accelerated processing).

In the event of loss or delay in the transmission of offers, warranty claims and claims for damages are excluded 
to the extent permitted by law. The publisher reserves the right, in the interest of the customer, to open incoming 
offers for checking purposes in order to protect against misuse of the numbering service.

Invoicing, due date, payment, default:
Unless otherwise agreed, invoices are payable within 14 days of the invoice date without deductions. Receipt of 
payment by the publisher shall be decisive for compliance with the deadline. If the deadline is exceeded, interest 
on arrears and necessary collection costs of any kind will be charged.
In the event of late payment, the publisher may defer further execution of the order until payment has been made 
and may demand advance payment for any further advertisements. This shall also apply mutatis mutandis in the 
event of reasonable doubt as to the solvency of the customer.
Agencies ordering advertisements in their own name and for their own account, but for third parties, shall be 
jointly and severally liable for all claims arising from this order. In addition to the invoice, the publisher will supply 
an advertisement voucher on request.

Place of performance: 
For both parties, the place of performance is the registered office of the publisher in Grafrath. The place of jurisdic-
tion is the competent local court in Fürstenfeldbruck nearest to Grafrath. This also applies to non-merchants. The 
law of the Federal Republic of Germany shall apply as it applies among German residents. The application of any 
deviating international conventions is excluded.

Data storage:
With the publication of an article in the print medium, the client agrees to the article being placed in the Internet 
archive at www.trillium.de for retrieval. Furthermore, the client agrees that data necessary for contacting him/her 
will be processed and stored by Trillium GmbH. A passing on of (order) data to third parties by Trillium does not take 
place. The publisher is entitled to destroy all data of the advertisements after 24 months. In the event of any loss 
before the expiry of this period, the publisher shall only be liable in the event of gross negligence.

Pricing:
The prices listed in the media data apply. In the case of longer running orders, changes 
- unless other agreements have been made - the new prices shall take effect.

Severability clause:
Should individual provisions of a contract be or become invalid, this shall not affect the remaining provisions or the 
validity of the contract as a whole. Only the (void) provision in question shall be replaced by a provision that comes 
closest to the meaning and purpose of what was contractually intended by both parties.


