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Introduction:

In recent decades, the treatment of advanced non-small-cell lung cancer (NSCLC) has
changed significantly. However, a metastatic stage (UICC IV) remains unchanged in about
75 % of patients at initial diagnosis. In the past, mistletoe therapy (VAE) was thus faced with
very different concepts of conventional oncology. 30 years ago, it was the sole option of best
supportive care. Since 1990 it has additionally been an option palliative chemotherapy (CTX).
Around10 years ago about 15% of those affected received a therapy with specific inhibition of
driver mutations - goal-oriented therapy. Within the last year, therapy for the activation of the
immune defence, - Checkpoint inhibitors (ICl), has been possible for 25% of those affected,
which can soon be effective in combination with CTX for 50 % of all patients.

Methods:

What significance will mistletoe therapy have in this context in the future? Since 1990 there
have been few but promising studies for the NSCLC. Following initial studies in the 1970s,
Piao1 published positive VAE results on quality of life in 2004. Bar-Sela2 found evidence of
reduced side effects during CTX. In the PHOENIX 1 study (Grah3), the option of RCT was
explored for the first time in an anthroposophic hospital from which now further projects follow
as "PHOENIX studies (VAE therapy)" and "ACCEPT studies (complex therapy)".

Results:

In the Network Oncology - a health services research registry - we have published our first
results on the combination of VAE and Goal-Orientated Therapy and/or ICI (Thronicke4). The
Phoenix Ill project is investigating mistletoe preparations in combination with ICI.

Conclusion:

There is increasing evidence that VAE provides a safe and even over-additive effect in
combining ICI with VAE (fist results in 2018; still unpublished). In order to further clarify the
importance of mistletoe therapy for patients with NSCLC and to continue to investigate and
elicit the various indications, research projects in the PHOENIX and ACCEPT programs at
the Havelhdhe Research Institute are planned over the next ten years.
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