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Further staging investigations and wide margin surgery were
proposed to the patient. The patient was informed that after
surgery the substantial defect between the nasal and oral cavities
would be closed by wearing an obturator prosthesis. In view of
these consequences and his advanced age, the patient refused
surgery as well as further staging investigations and asked his
general practitioner (specialising in phytotherapy and with
4.5 years of surgical training) for an alternative cancer
treatment.

TREATMENT
The patient received intratumoural high-dose injections of
ABNOBAviscum Quercus and ABNOBAviscum Fraxini, both of
which are endotoxin-free plant extracts from defined parts of

European VAE. ABNOBAviscum Quercus is derived from the
host oak tree and ABNOBAviscum Fraxini from the host ash
tree. A 20 mg dose contains about 8000 and 14 000 ng/mL
mistletoe lectins, respectively.

The injections were started 18 days after the initial diagnosis
of the tumour with a low first dose to prevent a possible local
inflammatory response in this sensitive area. The dose was then
increased and later changed to a lectin-rich VAE preparation
(for amount of injections per month table 1, for course of injec-
tions figure 2). The injections were inserted in three different
places across the tumour without prior anaesthesia. Irregularities
in the intervals of injections were due to organisational difficul-
ties in visiting the general practitioner. The treatment was con-
ducted over 10 months.

Figure 1 Patient’s tumour (A) before therapy, (B) on day 12 of Viscum album extract therapy, (C) at the beginning of the 2nd month, (D) in the
3rd month, (E) in the 5th month and (F) in the 10th month.

2 Werthmann PG, et al. BMJ Case Rep 2014. doi:10.1136/bcr-2013-203180

Novel treatment (new drug/intervention; established drug/procedure in new situation)
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varying between weeks and months. At every contact, the
physician documented information on mistletoe dosage,
general condition and/or fatigue.

During this time, dosage of mistletoe extracts varied sub-
stantially. Changes of dosage were usually recommended
by the doctor, and recurring temporary treatment inter-
ruptions decided by the patient herself. The patient's rea-
sons for interruption were improvement of fatigue to a
satisfactory level, and her discomfort with ongoing anti-
cancer therapy despite being considered disease-free. Alto-
gether the patient reported a highly variable level of
fatigue and overall condition. A close correspondence
between mistletoe application, fatigue and general condi-

tion emerged. The common pattern was a worsening of
overall condition and fatigue during longer treatment
breaks or dose reductions, and an improvement after
restart or intensification of the mistletoe therapy.

For the timing (A, B, ...) of the following description, see :
Figure 1:

(A) Follow-up 3 months after rehabilitation period. After
a period of varying intensity of fatigue, and repeated per-
spiration during the initial weeks of mistletoe treatment,
the patient continued to inject mistletoe S0 and felt less
tired. Mistletoe dosage was now slightly decreased due to
local skin reactions.

Table 2: Anamnesis, findings and treatment.

Age State of disease Treatment

26 Diagnosis: Left breast cancer, 1.2 cm
Histology: moderately differentiated, ductal invasive, Elston-Ellis grade 
II, estrogen receptor positive, progesterone receptor pos, S-phase 
impossible to calculate, 2 of 18 axillary lymphnodes positive, no 
extranodal growth, benign ovaries
TNM-classification: pT1 pN1 pM0

Surgery
• Local surgery, not radical
• Quadrant resection and axillary surgery, radical
• Bilateral oophorectomy
Radiotherapy: Local 50 Gy, 2 Gy × 25
Hormone therapy: Tamoxifen 20 mg/day, stopped after 4 months 
due to side effects 
(bad mood, lower capacity, sensitivity to noise – the symtoms 
disappeared when therapy was stopped)

34 Onset of severe fatigue
35 Relapse: bone metastasis of breast cancer in sternum, verified by 2 

fine-needle biopsies, hormone receptor negative, MIB-1 30%, HER-2 
neg. On computer tomography two changes in lungs measuring 6 
mm, considered as possible metastasis
Complete radiological and clinical remission

Palliative chemotherapy: FEC-60 (Fluorouracil, Epirubicin, 
Cyclophosphamide) stopped after 5 cycles due to side effects 
(headache, nausea, pain, anxiety)
Radiotherapy: Breast bone 39 Gy, 13 Gy × 3

Diffuse pain especially in knees Bisphosphonates, stopped by patient after one month because of 
lack of improvement

Reduced fatigue for some months after chemo- and radiotherapy
36 Severe fatigue 10-day rehabilitation in an AM hospital Start of mistletoe 

treatment
36–38 Fatigue of varying intensity

Relapse-free
Mistletoe treatment: Individually adapted dosage and repeated 
breaks (see text and : Figure 1)

Changes in mistletoe dosage, fatigue and general condition (pain, nausea, mood, headache)Figure 1
Changes in mistletoe dosage, fatigue and general condition (pain, nausea, mood, headache).  ‚ - improvement 
of symptoms, ‰ - worsening of symptoms, → - no change of symptoms.   S0 – Series 0, S1 – Series 1. Letters (A, B, ≡) refer 
to description in text.  
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Fallberichte in	der	Evidence-based	Medicine

Prof. Milos Jenicek (*1935)
McMaster University, 

Hamilton, Ontario, Kanada

… the future of
clinical case reporting
in all health sciences
is bright.3

1987 Das erste Buch 
über Metaanalysen1

19992

1. Jenicek M. Méta-analyse en médecine: évaluation et synthèse de 
l’information clinique et épidémiologique. St-Hyacinthe, Québec: Edisem; 1987.

2. Jenicek M. Clinical case reporting in evidence-based medicine. Oxford: 
Butterworth-Heinemann; 1999. 154 p.
3. Jenicek M. Writing, reading, and understanding in modern health sciences : 
medical articles and other forms of communication. Boca Raton: Taylor & 
Francis; 2014.
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Fallberichte in	der	heutigen Medizin

Dr. Thomas R. Frieden
ehem. Leiter des Centers 

for Disease Control and 
Prevention (CDC) der USA

T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

n engl j med 377;5 nejm.org August 3, 2017 465

Review Article

A core principle of good public health practice is to base all 
policy decisions on the highest-quality scientific data, openly and objec-
tively derived.1 Determining whether data meet these conditions is difficult; 

uncertainty can lead to inaction by clinicians and public health decision makers. 
Although randomized, controlled trials (RCTs) have long been presumed to be the 
ideal source for data on the effects of treatment, other methods of obtaining evi-
dence for decisive action are receiving increased interest, prompting new ap-
proaches to leverage the strengths and overcome the limitations of different data 
sources.2-8 In this article, I describe the use of RCTs and alternative (and some-
times superior) data sources from the vantage point of public health, illustrate key 
limitations of RCTs, and suggest ways to improve the use of multiple data sources 
for health decision making.

In large, well-designed trials, randomization evenly distributes known and 
unknown factors among control and intervention groups, reducing the potential 
for confounding. Despite their strengths, RCTs have substantial limitations. Al-
though they can have strong internal validity, RCTs sometimes lack external valid-
ity; generalizations of findings outside the study population may be invalid.2,4,6 
RCTs usually do not have sufficient study periods or population sizes to assess 
duration of treatment effect (e.g., waning immunity of vaccines) or to identify rare 
but serious adverse effects of treatment, which often become evident during post-
marketing surveillance and long-term follow-up but could not be practically as-
sessed in an RCT. The increasingly high costs and time constraints of RCTs can 
also lead to reliance on surrogate markers that may not correlate well with the 
outcome of interest. Selection of high-risk groups increases the likelihood of hav-
ing adequate numbers of end points, but these groups may not be relevant to the 
broader target populations. These limitations and the fact that RCTs often take 
years to plan, implement, and analyze reduce the ability of RCTs to keep pace with 
clinical innovations; new products and standards of care are often developed be-
fore earlier models complete evaluation. These limitations also affect the use of 
RCTs for urgent health issues, such as infectious disease outbreaks, for which 
public health decisions must be made quickly on the basis of limited and often 
imperfect available data. RCTs are also limited in their ability to assess the indi-
vidualized effect of treatment, as can result from differences in surgical tech-
niques, and are generally impractical for rare diseases.

Many other data sources can provide valid evidence for clinical and public 
health action. Observational studies, including assessments of results from the 

From Atlanta, GA. The author is the for-
mer director of the Centers for Disease 
Control and Prevention. Address reprint 
requests to Dr. Frieden at  tfrieden@ 
 gmail . com.
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Evidence for Health Decision Making — 
Beyond Randomized, Controlled Trials
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In this article, I describe the use of RCTs and 
alternative (and sometimes superior) data sources ...

Case reports and series:

• Can provide inexpensive, detailed 

assessments

• Useful for evaluation of rare diseases, 

identification of rare events

• Can lead to reasonable conclusions about 
relative benefit of different treatments for 

rare disease
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Wofür brauchen wir Fallberichte?

● Medizinischer	Fortschritt	

● Klinische	Information	

● Lehre	(Case	based learning)	

● Kontextualisierung		

● Ausbildung	von	Könnerschaft		

● Qualitätssicherung		

• Entdeckung	neuer	Erkrankungen
• Entdeckung	neuer	Therapien
• Behandlung	seltener	Erkrankungen,	
• Nebenwirkungen

• Off-label	use
• Standard	of care

• "data	goes	in	one	ear	and	out	the	other	
but	narratives	stick”

• tacit	knowledge
• reflection	in	action
• Gestalterkennen	–

bildet	sich	an	Einzelfällen
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Qualität von	Fallberichten

Dr. Richard L. Nahin
Leitender Epidemiologe

des NCCIH

Nahin RL. Use of the best case series to evaluate complementary and alternative therapies for cancer: A systematic review. 
Seminars in Oncology. Dezember 2002;29(6):552–62.

Reasons Cases Not Evaluated by Author (from 27):

1. Inadequate documentation of disease and regression

2. Inadequate documentation of diagnosis and treatment; 
inadequate follow-up;

3. Incomplete documentation

4. Inadequate documentation of disease, intervention, and regression

5. Inadequate documentation; concurrent treatment with conventional therapy; 
inadequate prognosis (3 wk minimum survival); inadequate time of therapy (3 wk

minimum)

6. Incomplete documentation, previous conventional treatments, no disease before starting therapy

7. Lack of supporting documentation; concurrent or recent conventional treatment

8. Inadequate documentation of disease; noncompliance with therapy; those who had recently started therapy

9. Inadequate documentation of disease; concurrent or recent conventional treatment
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Abstract

Background: Well-written and transparent case reports (1) reveal early signals of potential benefits, harms, and information on the use
of resources; (2) provide information for clinical research and clinical practice guidelines, and (3) inform medical education. High-quality
case reports are more likely when authors follow reporting guidelines. During 2011e2012, a group of clinicians, researchers, and journal
editors developed recommendations for the accurate reporting of information in case reports that resulted in the CARE (CAse REport)
Statement and Checklist. They were presented at the 2013 International Congress on Peer Review and Biomedical Publication, have been
endorsed by multiple medical journals, and translated into nine languages.

Objectives: This explanation and elaboration document has the objective to increase the use and dissemination of the CARE Checklist
in writing and publishing case reports.

Funding: The 2012 CARE consensus meeting in Ann Arbor, Michigan,
received funding from the Department of Orthopedic Surgery, the Office of
the Executive Vice President of Research from the University of Michigan,
Ann Arbor, Michigan, and Global Advances in Health and Medicine (grant
number: 201210-3). CARE planning and working group meetings have
been hosted by the University of Ottawa, Ottawa, CA (D.M. is supported

by a University Research Chair, University of Ottawa); Integrative Medi-
cine Institute, Portland, Oregon; and the Institute for Applied Epistemology
and Methodology at the University of Witten/Herdecke in Freiburg, Ger-
many. No funding, direct or indirect, was received to write this article.

* Corresponding author. Tel.: þ505 690-0688; fax: þ503 227-3750.
E-mail address: dsriley@care-statement.org (D.S. Riley).

http://dx.doi.org/10.1016/j.jclinepi.2017.04.026
0895-4356/! 2017 Elsevier Inc. All rights reserved.
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Patient	mit	adenoidzystischem	Karzinom	und	
Regression	unter	alleiniger	Misteltherapie

Falldarstellung:	Ein	78	Jahre	alter	Patient	mit	histologisch	gesichertem	
Plattenepithelkarzinom	lehnte	eine	operative	Entfernung	ab	und	wurde	
mit	lokalen	Mistelinjektionen	behandelt.	Nach	10	Monaten	Behandlung	
hatte	sich	das	Karzinom	vollständig	zurückgebildet.	Der	Patient	ist	seit	
11	Jahren	tumorfrei.	

Werthmann PG, Strater G, Friesland H, Kienle GS. Durable response of cutaneous squamous cell
carcinoma following high-dose peri-lesional injections of Viscum album extracts - A case report. 
Phytomedicine. 15. Februar 2013;20(1618–095X (Electronic)):324–7.
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Patient	mit	adenoidzystischem	Karzinom	und	
Regression	unter	alleiniger	Misteltherapie

Falldarstellung: Ein	aktiver	88-jähriger	Patient	mit	einem	schnell	
wachsenden	ACC	im	Bereich	des	harten	Gaumens	verweigerte	eine	
operative	Entfernung	und	fragte	nach	alternativen	
Behandlungsmethoden.	Er	wurde	mit	hochdosierten	intraläsionalen
Injektionen	von	VAE	über	einen	Zeitraum	von	10	Monaten	behandelt.	
Der	Tumor	verringerte	sich	in	der	Größe,	wurde	weicher	und	
verschieblich.	Eine	Probeentnahme	des	Tumors	im	Verlauf	zeigte	eine	
stark	entzündliche	Reaktion	im	Tumorgewebe.	Der	Patient	blieb	in	
einem	guten	Allgemeinzustand	während	der	Therapie	und	der	
Folgezeit	(fünf	Monate),	bis	zu	seinem	plötzlichen	Herztod,	ohne	
Beziehung	zur	Karzinom-Erkrankung	oder	der	Behandlung.	Die	VAE	
Behandlung	zeigte	keine	Nebenwirkungen.

Werthmann PG, Helling D, Heusser P, Kienle GS. Tumour response following high-dose intratumoural application of Viscum album
on a patient with adenoid cystic carcinoma. BMJ CaseRep. 2014;2014(1757–790X.



Paul G. Werthmann 11/14

Institut	für	angewandte	Erkenntnistheorie	
und	medizinische	Methodologie
An-Institut	der	Universität	Witten/Herdecke

Patientin	mit	krebsassoziiertem	Müdigkeitssyndrom	mit	
Reduktion	der	Müdigkeit	unter	Misteltherapie

Falldarstellung: Eine	36-jährige	Schwedische	Frau	mit	einer	seit	10	Jahren	bestehenden	Brustkrebs-
erkrankung	litt	unter	einem	starken	Müdigkeitssyndrom.	Sie	begann	eine	komplementärmedizinische	
Behandlung	mit	Mistelextrakten.	Über	2	½	Jahre	wurde	eine	Korrespondenz	zwischen	der	Intensität	der	
Mistelbehandlung	und	der	Stärke	der	Fatigue beobachtet.	Mistelextrakte	scheinen	einen	positiven,	
dosisabhängigen	Effekt	auf	das	krebsassoziierte	Müdigkeitssyndrom	zu	haben.	

Cases Journal 2009, 2:77 http://www.casesjournal.com/content/2/1/77
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varying between weeks and months. At every contact, the
physician documented information on mistletoe dosage,
general condition and/or fatigue.

During this time, dosage of mistletoe extracts varied sub-
stantially. Changes of dosage were usually recommended
by the doctor, and recurring temporary treatment inter-
ruptions decided by the patient herself. The patient's rea-
sons for interruption were improvement of fatigue to a
satisfactory level, and her discomfort with ongoing anti-
cancer therapy despite being considered disease-free. Alto-
gether the patient reported a highly variable level of
fatigue and overall condition. A close correspondence
between mistletoe application, fatigue and general condi-

tion emerged. The common pattern was a worsening of
overall condition and fatigue during longer treatment
breaks or dose reductions, and an improvement after
restart or intensification of the mistletoe therapy.

For the timing (A, B, ...) of the following description, see :
Figure 1:

(A) Follow-up 3 months after rehabilitation period. After
a period of varying intensity of fatigue, and repeated per-
spiration during the initial weeks of mistletoe treatment,
the patient continued to inject mistletoe S0 and felt less
tired. Mistletoe dosage was now slightly decreased due to
local skin reactions.

Table 2: Anamnesis, findings and treatment.

Age State of disease Treatment

26 Diagnosis: Left breast cancer, 1.2 cm
Histology: moderately differentiated, ductal invasive, Elston-Ellis grade 
II, estrogen receptor positive, progesterone receptor pos, S-phase 
impossible to calculate, 2 of 18 axillary lymphnodes positive, no 
extranodal growth, benign ovaries
TNM-classification: pT1 pN1 pM0

Surgery
• Local surgery, not radical
• Quadrant resection and axillary surgery, radical
• Bilateral oophorectomy
Radiotherapy: Local 50 Gy, 2 Gy × 25
Hormone therapy: Tamoxifen 20 mg/day, stopped after 4 months 
due to side effects 
(bad mood, lower capacity, sensitivity to noise – the symtoms 
disappeared when therapy was stopped)

34 Onset of severe fatigue
35 Relapse: bone metastasis of breast cancer in sternum, verified by 2 

fine-needle biopsies, hormone receptor negative, MIB-1 30%, HER-2 
neg. On computer tomography two changes in lungs measuring 6 
mm, considered as possible metastasis
Complete radiological and clinical remission

Palliative chemotherapy: FEC-60 (Fluorouracil, Epirubicin, 
Cyclophosphamide) stopped after 5 cycles due to side effects 
(headache, nausea, pain, anxiety)
Radiotherapy: Breast bone 39 Gy, 13 Gy × 3

Diffuse pain especially in knees Bisphosphonates, stopped by patient after one month because of 
lack of improvement

Reduced fatigue for some months after chemo- and radiotherapy
36 Severe fatigue 10-day rehabilitation in an AM hospital Start of mistletoe 

treatment
36–38 Fatigue of varying intensity

Relapse-free
Mistletoe treatment: Individually adapted dosage and repeated 
breaks (see text and : Figure 1)

Changes in mistletoe dosage, fatigue and general condition (pain, nausea, mood, headache)Figure 1
Changes in mistletoe dosage, fatigue and general condition (pain, nausea, mood, headache).  ‚ - improvement 
of symptoms, ‰ - worsening of symptoms, → - no change of symptoms.   S0 – Series 0, S1 – Series 1. Letters (A, B, ≡) refer 
to description in text.  

   

 

  

 

Wode K, Schneider T, Lundberg I, Kienle GS. Mistletoe treatment in cancer-related fatigue: a case report. Cases Journal. 2009;2(1):77.
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Charakteristika	der	Misteltherapie

! Individualisierte	Behandlungen	
! Einbezug	verschiedener	Seinsebenen

(physisch/vital/seelisch/geistig)
! ...

! Komplexe	Behandlungen
! Verschiedenen	Präparate	/	Wirtsbäume	/	Dosierungen
! Weitere	Medikamente	/	Therapien
! ...

! Behandlung	meist	von	Experten	mit	
Expertenwissen
! Hochdosis-Behandlungen
! Intravenöse	Behandlung
! Intracavitäre Behandlung
! Intratumorale	Behandlungen
! ...

im Fallbericht
darstellbar
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Fallberichte	über	Misteltherapie	
in	der	heutigen	Medizin

Laccourreye O, Werner A, Laccourreye L, Bonfils P. Benefits, pitfalls and risks of phytotherapy in clinical practice in 
otorhinolaryngology. European Annals of Otorhinolaryngology, Head and Neck Diseases. November 2016
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Vielen	Dank	für	Ihre	
Aufmerksamkeit!

Kontakt: paul.werthmann@ifaemm.de

Ich danke der Stiftung Integrative Medizin für die finanzielle Unterstützung 
unseres Projekts Fallberichte in der Misteltherapie, 
und Gunver Kienle und Helmut Kiene für ihre Beiträge zu dieser Präsentation. 


