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Klinische Forschung

Der Mensch ist ein komplexes System
Krebs ist eine komplexe Systemerkrankung
Integrative Medizin: komplexe Interventionen

Wissenschaftliche Methodik: ,komplex®
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—> Methodenpluralismus



Integrative Onkologie: “mixed method approach”

Cognition Based Medicine, Einzelfallstudien

Randomised Controlled Trial (RCT)

Kohortenstudien

vV V. V V

Outcome/Versorgungsforschung, SER/whole system research
- PROMS, Uberleben

Studien, Konzeptforschung
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Unbedenklichkeit, Hypothesengenerierung



Stellung der Versorgungsforschung

Vor-/klinische » Versorgungsforschung

Forschung
sicher \/
wirksam v/ JJetzte Meile”
Msiiiniatia Deietis erk$amkelt erksamkglt unter
der Gesund- Alltagsbedingungen —

heitsleistung Real Life

efficacy effectiveness
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Univ.-Prof. Dr. Prof. Dr. h.c. Edmund A.M. Neugebauer
Deutscher Kongress fur Versorgungsforschung, 7.-8.10.2015
Deutsches Netzwerk Versorgungsforschung,

Probleme Klinischer Studien



Generalisierbarkeit und Versorgungsforschung

Trials that are larger and that evaluate
Efficacy = Effectiveness less complex therapies are the most

likely to be applicable in routine clinical

practice (ie, efficacy = effectiveness).

larger

Size of trial

Efficacy > Effectiveness

smaller

Those that are smaller and evaluate
lass more complex therapies may have important
Complexity of treatment differences between efficacy and

effectiveness

Flather M et al. Generalizing results of
randomized trials to clinical practice: reliability
and cautions. Clin Trials 2006; 3:508-512

» Beschreibung der Gesundheitsversorgung im Alltag
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» Vielfalt und Komplexitat der Versorgung

» Nutzenbewertung und Patientensicherheit Gber die Moglichkeit von RCTs
hinaus

» Pharmakovigilanz nur Gber Register realisierbar

Prof. Dr. Neugebauer E,
Deutsches Netzwerk Versorgungsforschung, Probleme Klinischer Studien
Deutsches Arzteblatt, Jg 114, Heft 24, 6-2017
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Zellulare Effekte von Viscum album L.
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Mistletoe: From Basic Research
to Clinical Outcomes in Cancer
and Other Indications

Guest Editors: Matthias Kroz, Gunver Sophia Kienle, Gene Feder, Srini Kaveri,
and Steven Rosenzweig

Hindew Padlizbing Corpoastion
Bridecce-Besed Complanessiry aad Altarastie Madiciss
Volsme 2014, Asticke 1D 724238, 11 pages

b/ dxdai ooy 101130 2014724208
Hindawi

Research Article

Adverse Drug Reactions and Expected Effects
to Therapy with Subcutaneous Mistletoe Extracts
(Viscum album L.) in Cancer Patients

Megan L. Steele,' Jan Axtner,' Antje Happe,' Matthias Kroz,'"*'
Harald Matthes,"” and Friedemann Schad'*

' Research nstitade Havelbooke, 1089 Berfin. Germeny
* Hospital Havelhoche, MOSS Berkn, Germasy
! putivate for Sockil Medicine, Eptdenaiology and Health Feowomics. Chuarite- Uiversity Medioal Centey, 10017 Berbie, Gerssavy

Correspondence should be addressod to Friedemann Schad; fschad @havelhoche de
Heceived 23 September 2005 Accopted 36 Decemnber 2015 Published 19 Jansary 2004

Academic Edinor: Gene Fader

Hadeown Pobbshusg Cocpanatisa
Evideace-Bused Complemencany sod Aerastve Sledaaze
Vabuoe 20504 Artaclhe ID 250006, 10 puges

Mrp il deoiong 10 115N 0147230000
Hindawi

Research Article

Safety of Intravenous Application of

Mistletoe (Viscum album L.) Preparations in Oncology:
An Observational Study

Megan L. Steele,' Jan Axtner,' Antje Happe,' Matthias Kriz,'~

Harald Matthes,"* and Friedemann Schad"?

" Research attute Havelloeke, 14089 Berlle, Germany

* Hospital Heveloche, HOSY Berfin, Germiany

! nststute for Sockal Medichve, Eptdesmology and Hoakh Economics, Charié- Untrersity Madioal Centre, XAU7 Berite, Germaany
' mstitute of Integrative Medicine, Withow Hendecke Uiversity, 58303 Herdecke. Germany

Correspondence ould be addressaxd 10 Priedemann Schad: fuhad@havdbochede

Recetved 21 November 2005 Revised 2 April 2004 Accepled 3 Ageil 2014, Published 15 May 2004

Academi; Ednoc: Srinl Kaveni



rr

Havelhohe

A\

A\

Sicherheit von Mistelgesamtextrakten
Sc. n=1923; iv. n =475; it. n = 123 Patienten

Die meisten UAW'’s (80%) waren “General disorders and administration
site conditions” und nahezu alle UAW'’s (99%) waren sog. erwartete

Reaktionen.

98% aller UAW’s waren von milder bis moderater Intensitat

Nur 8.4% (sc.) bzw. 4.6% (iv.) der Patienten hatten eine UAW'’s
Traditional sc. und iv. Applikation von VA sind sicher in der Anwendung

Off-label sc. and it. Applikation resultieren in deutlich héheren
UAW-Raten (26.1% and 21.1%); keine schwerwiegende UAW trat auf.

Steele M, Axtner J, Happe A, Kréz M, Matthes H, Schad F “Adverse Drug Reactions and Expected Effects to Therapy
with Subcutaneous Mistletoe Extracts (Viscum album L.) in Cancer Patients,” Evidence-Based Complementary and
Alternative Medicine, vol. 2014

Steele M, Axtner J, Happe A, Kroz M, Matthes H, Schad F “Safety of Intravenous Application of Mistletoe (Viscum
album L.) Preparations in Oncology: An Observational Study,” Evidence-Based Complementary and Alternative
Medicine, vol. 2014

Steele, M. L., Axtner, J., Happe, A., Krdz, M., Matthes, H., & Schad, F. (2014). Use and Safety of Intratumoral
Application of European Mistletoe (Viscum album L) Preparations in Oncology. Integrative cancer therapies,
1534735414563977.



Safety of combined treatment with targeted
anticancer therapies and Helixor Viscum album
L. preparations

Safety of combined therapy with Helixor mistletoe preparations

and targeted therapies in cancer patients

0 s, 7 Aatac A . VAT 28 3 Wt e - Sews
agon| O st

- Helixor und AntikOrper intravenos
zeitgleich gegeben / versus Helixor
alleine oder Antikorper alleine.

- 5 fach geringere UAW-Rate bei der
Kombination Helixor und Antikorper

Fazit: sichere Anwendung eines
Mistelgesamtextraktes mit Antikorper
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Schad F, Axtner J, Kroz M, Matthes H & Steele M. (2016). Safety of Combined Treatment with
Monoclonal Antibodies and Viscum album L preparations. Integr Cancer Ther.



Klinische Sicherheit: kombinierte Gabe von
Immune Checkpoint Inhibitoren und VA bei Patienten mit
fortgeschrittenen Krebserkrankungen

Clinical safety of combined therapy of immune checkpoint inhibitors and Viscum album L. therapy in patients
with advanced or metastasized cancer
Anja Thronicke, Megan Steele, Christian Grah, Burkhard Matthes, Friedemann Schad
Research Institute Havelhoehe, Hospital Havelhoehe, Berlin, Germany

BACKGROUND RESULTS
Despite improvement of tumour response rates in patients with 3. Which relevant safety-associated factors were detected? ]
progressive and metastatic cancer, anti-PD-1/PDL-1 and CTLA-4

immune checkpoint monocional antibodies (ICM) potentiate toxicities Combined theragy ICINVAY 3 patents (56.3%) + No association between concomitant V(A reatment and occurrence

in cancer patients. Viscum album L (VA) extracts have been safely of AE (OR: 1467, 95%CI: 0.183-11.693 p=0.720)

[1- How were the patients treated? ]

and effectively applied as add-on therapy in antineoplastic concepts ziu ':Z i j"“""“ "m""’:“_“"“'"ﬁ + No association between occurrence of AEs and:
and have been shown to support health related quality of life and to d * greater cycle-numbers (>10) of ICM treatment
reduce chemotherapy-induced adverse side effects in cancer - s ~vBkmEREEEr G, 11

+ pre-freatment with platinum-based chemotherapy, targeted therapy

patients. 1M~ pllmumatiAbnota Vissum. -1 or with VA
Table 2. Treatmant schame of patients recaiving either ICM or ICM/VA
. 44.4% of the ICM/VA patients received VA subeutaneously (SC), 66.7% [2-What was the disease response in both treatment groups? |
intravenously (V' » Differences between treatment groups for CR, PR, SD and PD
As a first step towards determining the safety profile of combinatory | e mme,%t(a szatiem received chemotherapy during ICM or ICMVA were not significant, see table ag . n
ICMVA therapy, we compared the adverse event (AE) profiles of treatment = 33.3% partial response in the ICM/VA group vs. no response in the
pafients with advanced or metastasized cancer who received either ICM group
ICM treatment alone or combinatory ICM/VA therapy. [2.What types of AES and how many ocsurred for eash treatment group? ] « Combined ICM/VA treatment in partial response patients:
« ICM alone: 71.4% of patients experienced an adverse event = stabilized size and number of metastases (1 patient)
“ « ICM/VA: 66.7% of patients experienced an adverse event * size reduction of metastases and lymph nodes (2 patients)

ICM or combinational ICM/VA therapies were applied in an integrative  © DiTerences between treatment groups with respect to AS or ADR rate

oncology setig of 3 carified Cancer Canire (K Havlohe) AE . o= o S, o1 yere reactions i tota conort === = =
rates of both therapy groups were compared. Initial assessment of . gsog of AEs were expected |CM reactions Complete respanse. n (%) o 1 A
disease response was performed. Statistics: Application of univariate  « Malaise (18 8%), pyrexia (12 5%), bronchitis (12 5%), and skin reactions Partal responia, n (%) 0 3@
analysis for detection of differences in AE rates and tumour response (12.5%) were most frequent AEs in total cohort

01
‘Stabie dse3se, N (%) 2(88) 222 e
rates; performance of adjusted muftivariate regression analyses for 036

e BRI e
identification of safety associated factors in ICM treated patients.

GEmtinesna a.nk ac Table 4. pol 2y point inhibitors
‘General dsorders and administration site g.k ab
e o e i e ' e
Musculosieletal and connacive lssue L]
e e T G 64 (57.5; 62.3) Mervous system o + Approval of known toxicity profile of current PD-1/PDL-1 and
\ Gender, male, n %) 7138 Renal and urnary El CTLA- immune checkpeint inhibitors (ICM)
N ] 1 {58.8) FRespiratory, thorscic and medasing s e » Nograde 3 and 4 AEs (CTC)
Mallgnant meianama. n (%] 3188 ‘Sain and subcutanenus = ae * IV and SC applications of Viscum album L. (VA) extracts during
PioUral Mesoimelioma, f (%) 163) e e e - C therapy with ICM did not alter the AE rate for ICM - first
Uveat metanoms. n (%] 153 B T wre indication for a safe concomitant SC and IV application of VA
LACC stage 1A, (%) apsn) A e X L e extracts to ICM therapy
UCC stage IV, n %) 12 {75.0) Table 3. Frequency of By System Organ treatment group; Individual + Positive ICM-induced disease response has been maintained
Table1 patients having experianced AEz Guring trestment are indicated by letters 31 [ was dismizzed); "One ADR during additive VA therapy
8 patientz 5 per treztment group: nausea

Thronicke, A., M. Steele, C. Grah, B. Matthes, Friedemann Schad.:
P3.02¢-037 Clinical Safety of Combinational Therapy of Immune Checkpoint Inhibitors and Viscum Album L. in Patients with

Advanced or Metastasized Cancer. Journal of Thoracic Oncology 2017; 12: p. S1295-51296
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Klinische Sicherheit: kombinierte Gabe von
Immune Checkpoint Inhibitoren und VA bei Patienten mit
fortgeschrittenen Krebserkrankungen

System Order Class AE (preferred term), grade 1-2 ICM (n=7)  VA+ICM (n=9)
Gastrointestinal Constipation § f
Vomiting® § g
Abdominal pain upper § ab
Abdominal colic §
Diarrhoea §
o Nausea®) §
General disorders and administration site Decreased appetite § f
Pyrexia § a h
Pain § f
Malaise § C f,h
Metabolism and nutrition disorder Hyponatraemia § i
Marasmus f
Hypercholesterolemia § d
Musculoskeletal and connective tissue Pain in extremity § h
Nervous system Altered visual depth perception § h
Renal and urinary Urinary tract infection § f
Respiratory, thoracic and mediastinal Bronchitis chronic k
m Respiratory distress § g
Pneumonia staphylococcal § [
.: Bronchitis § e |
\ Cough §
N D Pneumonia §
E Skin and subcutaneous Decubitus ulcer f
Skin reaction § c i .
g Surgical and medical procedures Supportive care i § erwar_tete Neb_enwnkung laut
Q Total number of patients experiencing AE 5(714)  6(66.7)) ICI Fachinformation (85%)
na Fazit: Die zusatzliche VA-Gabe erhtht nicht das Nebenwirkungsprofil der ICI-
&1 Therapie bei fortgeschrittenem Lungenkarzinom und Melanom.
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Sicherheit auch bel initial
Immune-related and adverse drug reactions to low versus high initial doses @
of Viscum album L. in cancer patients

CrossMar "

Friedemann Schad” ja Thronicke®, Antje Merkle”, Harald Matthes™”, Megan L. Steele™“

hohen Mistelstarken

Von 1361 Krebspatienten starteten 516 (39%) mit < 0.02 mg VA (low inititial
dose) und 845 (62%) mit > 0.02 mg VA (high initial dose)

Ergebnisse:

* ADR-Inzidenz in der ,High initital dose” Gruppe signifikant hoher (20.7% vs.
0.8% in der Niedrigdosisgruppe, p<0.001)

* Wahrscheinlichkeit um 38fach erhoht, in der ,High initial® Gruppe ein VA-
basiertes ADRs zu erhalten (adjustierte multivariable Regression, p<0.001)

E * Trotz erhdhter Inzidenz waren die Nebenwirkungen:

0 * Von milder und moderater Intensitéat

E + erwartete Reaktionen (Fieber, lokale Reaktionen)

Q + Reaktionen an der Verabreichungsstelle, immunbezogene und
> Allgemeinerkrankungen

g + Keine schwerwiegenden Nebenwirkungen

Schad F, Thronicke A, Merkle A, Matthes H, Steele M. Immune-related and adverse drug reactions to low
versus high initial doses of Viscum album L. in cancer patients. Phytomedicine : international journal of
phytotherapy and phytopharmacology. 2017. https://doi.org/10.1016/j.phymed.2017.09.004



Sicherheit bel initial hohen Mistelstarken

System organ class Low dose group High dose group

No. of No. of No. of No. of
patients ADRs (%) patients ADRs (%)

Blood and lymphatic system - - 1 1(0.4)
disorders
i Cardiac disorders - - 1 1 (0.4)
_ane Gastrointestinal disorders = = 5 7 (2.6)
A General disorders and 2 2 (50.0) 174 253 (92.7)
administration site
conditions
Investigations - - 2 2(0.7)
Nervous system disorders - - 3 3(1.1)
Respiratory, thoracic and - - 1 1(0.4)
mediastinal disorders
Skin and subcutaneous 2 2 (50.0) 3 5(1.8)
tissue disorders
TOTAL 4 4 (100.0) 175* 273*
(100.0)
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No. = number; % = percentage of total adverse drug reactions (ADRs) per dose group;
*Some patients experienced multiple ADRs.

Fazit: Die Initiierung einer VA-Therapie mit héheren als nach
Fachinformation vorgegebenen Stéarken ist unter fachgerechter
Anwendung sicher.

Schad F, Thronicke A, Merkle A, Matthes H, Steele M. Immune-related and adverse drug reactions to low
versus high initial doses of Viscum album L. in cancer patients. Phytomedicine : international journal of
phytotherapy and phytopharmacology. 2017. https://doi.org/10.1016/j.phymed.2017.09.004



Intrakutanes, humanes Adenokarzinom vor und
nach 35 Tagen unter peritumoraler Injektion von
Mistelgesamtextract (Pini)

Before After 35 days
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Klopp R et al. DZO 35 2003: 5-14 Changes of microcirculation in tumor and
surrounding tissues after application of standardised mistletoe extract .



Einzelfalle mit intratumoraler Mistelapplikation

* HCC
. « Osophagus Carcinoma

» Colon Carcinoma

» Oropharynx Carcinoma

* Breast Cancer

* Duodenal Carcinoma

» Merkel Cell Carcinoma

» Cutaneous Squamous Cell Carcinoma
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Werthmann PG, Strater G, Friesland H, Kienle GS. Phytomedicine 2013;20(3):324-327
Orange M, Fonseca M, Lace A, von Laue HB, Geider S. Eur J Integr Med. 2010;2(2):63-69.
Orange M, Lace A, Fonseca M, et al.2009: Eur J Integr Med. 1;223—-260

Kroz, M., F. Schad, et al. 2002: Forsch Komplementarmed Klass Naturheilkd 9(3): 160-7
Nabrotzki M, Scheffler A. Die Misteltherapie in der Tumortherapie, KVC Verlag Essen
2001;453-464.

Schad, F., M. Kroz, et al. 1999: Merkurstab 52(6): 399-406

Schad, F., B. Matthes, et al. 1999: Der Merkurstab 52(2): 120-22

Scheffler, A., H. Mast, et al. 1996: Grundlagen der Misteltherapie. Hippokrates Verlag
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Scheffler, A., H. Mast, et al. 1996: Grundlagen der Misteltherapie. Hippokrates Verlag



211 intratumorale Applikationen beil 39 Patienten

n min max
Abnoba viscum Fraxini
in mg 17 20 160
160 Abnoba viscum Quercus
. iIn mg 1 60 100
140 Helixor M in mg 26 50 1400
Iscucin Tiliae in mg 6

120

100

80

60
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F Schad, J Axtner, D Buchwald, A Happe, S Popp, M Kr6z, H Matthes: Integrative Cancer Therapies 2013



Intratumoral Mistletoe (Viscum album L.) Therapy in
Patients With Unresectable Pancreas Carcinoma:
A Retrospective Analysis
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F Schad, J Axtner, D Buchwald, A Happe, S Popp, M Krdz, H Matthes: Integrative Cancer Therapies 2013



UICC Stage 1l = 11,8 (clower= 8,2, Clupper= 22.8) months

UlCC Stage |V = 8,3 (Cllower= 6,4, Clupper= 15,2) months

— uICCHI
-------- uicc-Iv

0.2

medians -

0.0 T T |

years

F Schad, J Axtner, D Buchwald, A Happe, S Popp, M Krdz, H Matthes: Integrative Cancer Therapies 2013



MISTELTH ERAPIE BEIM FORTGESCHRITI"ENEN PANKREASKARZINOM
Ablaufplan
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MISTELTHERAPIE BEIM FORTGESCHRITTENEN PANKREASKARZINOM

Overall Survw al

Mediahes Gesamtiiberleben Alle Patienten
Kontrolle = 2.7 Monate
Mlstelextrakt 4.8 Monate

' Hazard Ratio = 0:49

.95% Cl =(0.36 — 0.65)

: - p<0.0001

75%

50%:'

12-Monats-Uberleben

'l'.'lberleb:enswahr'schel.nllcghkelt § '

) 25% 1 : . S : 5 :

=> 17 von 110 Patienten (ME)

z . : o o ; ;
I [ R W - WO W S
| Zensiert+ : : ""’";-—{-—-l— S>> 2von 110 Patienten (Kontroll .
0% T ————

301 2345617891011121314
Iunter Risiko . : ” - Zeit nach. Einschluss . (Monate). .

lontrolle 110 106 64 50 35 29 20 11 7 5§ 3 2 1 0
: ME 110 109 88 74 62 54 45:36 32 28 26 19 14 1

0

Cox-Regression, adjustiért auf Proanosestadium:
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Global quality of health
60

Physical functioning

Role functioning

Emotional functioning

Cognitive functioning

1-+ Mistletoe treatment | - Mistletoe treatment | -+ Mistletoe treatment | - Mistletoe treatment | — Mistletoe treatment
== Control -= Control -» Control == Control -+ Control
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201 1 l 1 } . } ] l
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Month Month Month Month Month
Social functioning Fatigue Nausea/vomiting Pain Dyspnea
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Month Month Month Month Month
Insomnia Appetite loss Constipation Diarrhea Financial problems
607, Mistletoe treatment | ~ Mistletoe freatment | ~ Mistletoe treatment | — Mistletoe treatment |~ Mistletoe treatment
-= Control == Control -+ Control -+ Control =+ Control
401 . 1 -
- |
201 : . ] 1 ‘
i< | et
=201 i B 1
—40+ . 1
00T 213 6 0 T2] ol1T213]e6la12] ol11213Tel912] ol112T3Tel0al12] ol172T13l6la12]

Month

Month

Month

Month

Month

Changes on the 15 quality-
of-life scales of the EORTC-
QLQ-C30 questionnaire
relative to baseline (mean %
standard deviation) in
patients with locally
advanced or metastatic
pancreatic cancer who
underwent at least one
follow-up examination. 96
patients were treated with
mistletoe, and 72 control
patients were not. The
increasingly pale connecting
lines are meant to represent
the diminishing number of
patients, as seen in Table 4.
The related data tables,
along with a further
representation stratified by
time of death with
corresponding data tables,
can be found in the
eSupplement, as can the
raw data for the Figures.

Troger, W; Galun, D; Reif, M;
Schumann, A; Stankovi¢, N;
Milicevié¢, M

Quality of life of patients with
advanced pancreatic cancer
during treatment with
mistletoe—a randomized
controlled trial

Dtsch Arztebl Int 2014; 111(29-
30): 493-502; DOI:
10.3238/arztebl.2014.0493
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Axtner et al. BMC Cancer (2016) 16:579

DOI 10.1186/512885-016-2594-5 BMC Cancer

Health services research of integrative ® e
oncology in palliative care of patients
with advanced pancreatic cancer

Jan Axtner'®, Megan Steele'?, Matthias Kréz', Glinther Spahn®, Harald Matthes'~ and Friedemann Schad'



Kaplan Meier Gesamtuberleben, UICC IV
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Lo
0.0 T T [ e e e e
0 1 2 3 4 5 6 7 8
yrs
N Events Median [months] Cl [months]
Gr1: Noor <1 week VA & no chemotherapy 24 16 2.5 1.7-NA

Gr2: Noor<1week VA & chemotherapy 40 33 7.3 56-14.0

Gr3: >4 weeks VA & no chemotherapy 43 23 54 3.8-10.6

: Gr4: >4 weeks VA & chemotherapy 107 57 121 8.7-175

Fig. 4 Kaplan Meier survival based on the UICC IV patients. Stratified for patients receiving no or less than 1 week of VA therapy and those who
had it for more than 4 weeks, as well as for patients receiving chemotherapy or not

Patients receiving a combination of chemo & mistletoe therapy lived longer than patients receiving chemotherapy alone
(log rank test, x*>= 5.9, p= 0.0155).Patients receiving mistletoe therapy lived longer than patients receiving no
chemotherapy and almost no mistletoetherapy (log rank test, x?>= 7.5, p= 0.0062)

Havelhohe

Axtner, J, Steele S, Kréz M, Spahn G, Mathes H., Schad. F. BMC Cancer 2016



Table 3 Proportional hazard models on patient survival

Covariate w.mean Coefficient Exp (Coef) SE (Coef) Wald p
| Intercept 1613 1.730 0.351
. = Age 64 4 0.021 1.021 0009 0024
Male 0.5 0423 1.540 0.1/79 0.016
Chemotherapy 0.8 -0.985 0.374 0.196 <0.001
VA therapy 0.9 -0.921 0.398 0.204 <0.001
Number of NPI 4.4 -0.010 0.990 0.032 0./65

Ww.mean’is the weighted (against exposure time) means of the covariate;
weighted relative frequencies of levels of factors
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Axtner, J, Steele S, Kroz M, Spahn G, Mathes H., Schad. F. BMC Cancer 2016
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Phase Il randomized, double blind, multicenter, placebo
controlled trial on overall survival and health-related
quality of life

Wode et al. EUDRAC 2014-004552-64

Karolinska University Hospital, & 3 Swedish Cancer Centers
Inoperable Pancreatic Cancer

290 patients

Iscador Qu vs. Placebo

Primary: Survival

Secondary: Quality of life, body weight, costs, safety

VvV V V V V VY

And others: Iscador /Gem and Helixor iv. palliative PCa
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VEREIN FUR KREBSFORSCHUNG

Society for Cancer Research, Arleshgim, Switzerland

Wy ;
JX VEREIN FUR KREBSFORSCHUNG

Society for Cancer Research, Arlesheim, Switzerland

¥

Mistletoe Extract in the Palliative Therapy

of Patients Suffering from Pancreatic Cancer

A multinational, multicentre, prospective,
parallel, randomized open label study
(EudraCT No. 2014-002386-30)

The following table shows the main characteristics of the actual study.

Investigational Product
Fermented aqueous extract of the mistletoe plant Viscum album in dosages of

0.01 mg, 0.1 mg, 1 mg,10 mg, and 20 mg,
applied as 1ml s.c. injections three times weekly over maximally 9 months

Indication

Patients with diagnosis of locally advanced or metastatic
adenocarcinoma of the pancreas (UICC stadium Il or IV)

No curative surgical resection or radiation possible

Gemcitabine therapy starting within the next 4 weeks

Study Centres (Poland / Bulgaria / Serbia)

Warsaw, Grudzigdz, Zielona Gdra, Elblag, Torur, Konin;

Sofia, Vratsa, Plovdiv, Kozloduy, Pleven, Gabrovo, Dobri¢, Varna;
Belgrade

Study Patients:

Main Inclusion criteria

1. Adenocarcinoma of the pancreas (UICC stadium il or IV)

2. Age18-90 years

3. No curative surgical resection or radiation possible

4. Planned chemotherapy with Gemcitabine

Main Exclusion criteria

1. Second primary malignancy in the previous5 years

2. Previous chemotherapy, other systemicor radiotherapy of current disease
3. Significant weight loss (= 20% body weightin the preceding 6 weeks)
4. Knownintracranial and spinal tumours and/or metastases

Standard Therapy
1. Chemotherapy with Gemcitabine at1000mg/m?* over 30 minutesi.v.
2. Bestsupportive care over entire study period

Study Aims
Improvement of overall survival and cancer-related fatigue,
health-related quality of life, pain symptoms, body weight, neutropenia

Study Centres Poland

Warsaw (2 centres), Grudziadz, Zielona Gora, Elblag, Torun, Konin

Study Centres Bulgaria

Sofia (4 centres), Vratsa, Plovdiv, Kozloduy, Pleven, Gabrovo, Dobri¢, Varna
Study Centre Serbia

Belgrade

Coordinating Investigator
Maciej Chwaliriski MD, PhD, Szpital sw. Elzbiety Mokotowskie Centrum
Medyczne, ul. Goszczyriskiego 1, 62-616 Warsaw, Poland
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Klinisches Register und OnkoZert

» Schnittstelle zum klinischen Krebsregister Brandenburg-

Berlin

» www.xml-oncobox.de/de/Home/VerifizierteSysteme

DKG. ONKo

EBSGESELLSCHAFT

©:0ncoBox

Konformitidtsbescheinigung

Kennzahlenbagen / Matrix Ergebnisqualital Darm
(Version Erhebungsbogen Darm G3; 18.11.2018)

Durch diese Konformitaisbescheinigung wird bestatigt, dass das Tumerdokumentationssystem

QuaDoSta

» www.studybox.de/search A i e e

mit Akkreditierung Netzwerk Onkologie und unserer

Datenbank QuaDoSta @@

Ethikvotum in 5 Landern,15 Anfragen



Vielen Dank fur Ihr Interesse !
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