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Themen

Anaplastische Schilddrisenkarzinom

®  Lenvatinib und Pembrolizumab

Medullares Schilddriisenkarzinom
®  RET-Inhibitor LOX0O-292
"  RET-Inhibitor BLU-776

Radiojod-refraktares Schilddriisenkarzinom

"  COSMIC-311 Studie (Cabozantinib); Prof. Spitzweg,
Minchen (Start 2020)

= E7080-201 Studie (Startdosis 18 vs. 24 mg beim RI-DTC;
Start ggf. 2020)

AWMF S3-Leitlinie ,,Schilddriisenkarzinom



ATLEP-Trials

Phase Il Trial in Anaplastic Thyroid carcinoma
(ATC) and poorly differentiated thyroid
carcinoma (PDTC) with Lenvatinib and

Pembrolizumab

Christine Dierks, Cornelius Miething, Anette May, Juri
Ruf, Jochen Seufert, Nikolas von Bubnoff, Tobias Mayer,
Melanie Boerries, Matthias Kroiss, Andreas Zielke,
Justus Duyster, Oliver Thomusch

Tumor board for thyroid carcinomas, University Hospital
Freiburg, University Hospital Wirzburg, Stuttgart



Anaplastic Thyroid Carcinoma

1-3% of all thyroid cancers, but responsible for 40% of deaths

Very bad prognosis with a median survival of 3,8-5 months despite

multimodal therapy (tumor resection, irradiation und chemotherapy)

Rapid aggressive tumor growth with local invasion, lymphnode metastasis and
distant metastasis in lung, bone and kidneys

frequently > 100 and up to 1000 somatic mutations

no approved kinase inhibitor or immune checkpoint inhibitor in Europe

B-Raf mutated tumors: Dabrafenib + Trametinib



ATC: Rationale for combination of Lenvatinib and
Pembrolizumab

highly aggressive growth und high mutation frequency (>100)

Lenvatinib (Multikinase inhibitor)

RET, KIT, PDGFR VEGFR1-3 FGFR, PDGFRa FGFR1-4
l y
Tumorwachstums- _I_-Iemmu_ng der Hemmung der Aufhebung der Resistenz
requlierun GefaRneubildung und Tumor-Mikroumaebun gegen antiangiogene
9 9 Lymphangiogenese g g Arzneimittel

approved for differentiated thyroid cancers (PFS 19,3 Monate)
rapid effects within 2-4 weeks

Lenvatinib only in 3 patients with ATC: PFS between 3-5 months
published results: PFS 6.4 months




ATC: Rationale for combination of Lenvatinib and
Pembrolizumab

highly aggressive growth and high mutation frequency (>100)

Pembrolizumab (Immun-Checkpoint-Inhibitor)

ATCs have PD-L1 expression of 10 - 90% + high mutation
frequency

Best effect in Colon carcinoma is associated with:

- high mutation frequency

- high PD1/PD-L1 expression

NSCLC: pos. PD-L1 expression predicts response to
Pembrolizumab treatment

(Borghaei et al., 2015, Le et al., 2015, Rizvi et al., 2015, Reck et al., 2016)



ATC: Rationale for combination of Lenvatinib and
Pembrolizumab
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Combination of Lenvatinib and Pembrolizumab
In 8 patients with ATC/PDTC in Freiburg

Treatment duration in months PFS 13.8 months, BOR 38% CR
2 ATC _
1PDTC Biomarkers for response:
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Dierks ESMO 2018, DGHO 2018, CCR in revision




lIT-clinical trial example for immunotherapies in endocrine tumors:
ATLEP |

Phase Il Trial in anaplastic thyroid carcinoma treated with Lenvatinib/Pembrolizumab

Patients with

AT_C/PDTC Lenvatinib + Pembrolizumab
(n=18) 21-day cycles
Primary Endpoint
218 Jahre ORR
ood pressure Secondary Endpoint
<150/90 mmHg [ ZLImEl -> e
: 0 20 mg 200 mg DCR (ORR + SD)
no previous (O)
therapy with -1 14 mg abz' a{;l; 21 S
:_rﬁnmvl?r?.mb o] 2 10 mg
Checkpoint Treatment until
T Additional scientific program: PD1/PD-L1, IRR-verified disease

progression by
IRECIST

TILS, WES

Trial centers: Freiburg, Zlrich

=> aktuell eingeschlossen: 12 Patienten



Study design ATLEP Il

Phase Ill, randomized, 2-armed, multicenter trial (10 centers)
1st line systemic treatment

Primary Endpoint
PFS

Arm A (36 pts)
Lenvatinib + Pembrolizumab
21-day cycles

72 ATC patients
after tumor
resection and

Secondary Endpoint

radiochemo ORR
DCR
1st line systemic OS
treatment Safety
Arm B (36 pts)
1 measurable Carboplatin + Taxol Treatment until
leasion according 21-day cycles IRR-verified disease
to RECIST progression by
IRECIST
Additional scientific program: cross over possible

PD1/PD-L1, TILS, WES, RNAseq

« Study costs of 1,55 Mio are requested for at the BMBF (3 Gutachten vorliegend)
Eisai Lenvatinib / MSD Pembrolizumab centers: Freiburg, Essen, Wlrzburg, Stuttgart,
Leipzig, Minchen LMU, Halle, Munster, Magdeburg, Dusseldorf, Zlrich



Inclusion/Exclusion criteria

Inclusion criteria

e >18years

* ECOG Performance Status: 0, 1 oder 2 (Appendix 1).

e Patient with histologic criteria for ATC (confirmation required)

* At least 1 measurable leasion according to RECIST criteria/iRECIST
* Surgery/resection and cervical irradiation is required

* Previous irradiation of brain metastasis is required

* Previous B-RAF/MEK Inhibitor treatment is allowed

* Adequate liver, kidney and bone marrow function: Neutrophils/ANC > 1,5x109/L, Thrombozytes >
50x109/L, Hemoglobine > 8 g/dL. Bilirubin <=1xULN, alkaline phosphatase (AP) < 2,5xULN,
aspartat transaminase (AST) und alanine transaminase (ALT) < 2.5xULN

* GFR >40 mL/min
* Life expectancy > 1 month according to the PI

Exclusion criteria

Pretreatment with Lenvatinib or Immune checkpoint Inhibitor
Significant cardiovascular oder gastrointestinale dysfunktion
uncontrollable blood pressure

Previous SAB /cerebral bleeding

Proteinurie 21 g/24 hours



Study end points and goals

Primary Endpoints

® PFS (start of treatment until IRR-approved disease progression or death)
® Response rate (complete remission + partial remission, ORR)

e Survival ( 0S)

e Safety

® DCR Disease control rate (ORR + SD)

Goal

® Pilot study to assess the efficacy (DCR/ORR) and safety of Pembrolizumab/Lenvatinib in
ATC/PDTC patients after maximal therapy

e Randomized multicenter trial to compare the efficacy (PFS/ORR) and safety of Len/Pem
versus best available chemotherapy with Carbo/Taxol in ATC patients as 1st line
systemic treatment

e |dentification of biomarkers which predict response to chemotherapy or Len/Pem in ATC
patients



Kontakt ATLEP Studie

christine.dierks@uniklinik-freiburg.de



mailto:christine.dierks@uniklinik-freiburg.de

Medulldres Schilddriisenkarzinom

(mit RET-Keimbahnmutation oder somatischer RET-Mutation)

Phase 1/2 Study of LOX0O-292 in Patients With
Advanced Solid Tumors, RET Fusion-Positive
Solid Tumors, and Medullary Thyroid Cancer
(LIBRETTO-001)

Kontakt:
Universitatsklinikum Wirzburg
PD Dr.Dr. Matthias Kroil3, Kroiss M@ukw.de; Telefon 0931/201-39740

Universitatsklinikum Koéln
Prof. Dr. med. Jirgen Wolf, katja.ruge@uk-koeln.de; Telefon 0221/478-89050

Universitatsmedizin Goéttingen
Dr. Tobias R. Overbeck, tobias.overbeck@med.uni-goettingen.de; Telefon 0551/39-10521



mailto:Kroiss_M@ukw.de
mailto:katja.ruge@uk-koeln.de
mailto:tobias.overbeck@med.uni-goettingen.de

Clinical Activity of LOXO0-292, a Highly
Selective RET Inhibitor, in Patients with
RET-Altered Thyroid Cancers:

An Update from ASCO 2018

Lori J. Wirth, Maria E. Cabanillas, Eric J. Sherman, Ben Solomon, Sophie LeBoulleux, Bruce Robinson, Matthew
H. Taylor, Todd Bauer, Jyoti D. Patel, Karen Reckamp, Jochen H. Lorch, Daniel S. W. Tan, Valentina Boni, Steve
Smith, Brian Tuch, Kevin Ebata, Edward Y. Zhu, Michele Nguyen, Xin Huang, Scott Cruickshank, S. Michael
Rothenberg, Geoffrey R. Oxnard, Benjamin Besse, Martin Schlumberger, Alexander Drilon, Vivek Subbiah,
Manisha H. Shah

Massachusetts General Hospital Cancer Center, MD Anderson Cancer Center, Memorial Sloan Kettering Cancer Center, Peter MacCallum Cancer
Centre, Institut Gustave Roussy, Royal North Shore Hospital, Oregon Health and Science University, Sarah Cannon Research Institute/Tennessee
Oncology, University of Chicago, City of Hope National Medical Center, Dana-Farber Cancer Institute, National Cancer Centre Singapore, START
Madrid CIOCC Hospital Universitatio Sanchinarro, Loxo Oncology, The Ohio State University Comprehensive Cancer Center

88th Annual Meeting of the American Thyroid Association, Oct 3-7, 2018



RET is activated by two major mechanisms in cancer

Non-small cell lung cancer (2%) RET mutations Medullary thyroid cancer

Papillary and other
thyroid cancers (10-20%)

sporadic (>60%)
hereditary (>90%)

H 0,
Pancreatic cancer (<1%) Activation by ligand- Direct kinase

Salivary gland cancer (<1%) independent dimerization activation

Spitz tumors (<1%)
Colorectal cancer (<1%)

Covalentdisulfide

. <19
Ovarian cancer (<1%) bonds in cysteine-rich

Myeloproliferative disorders (<1%) AO% region
Many others (<1%)

Kinase domain —©@

mutation

® ®
® ®
® ®
® ®

KIFSB (most commonin lung cancer) LI
CCDC6 or NCOA4 (most common in thyroid cancer) Common mutation: RET M918T

\

Drilon et al. Nat Rev Clin Oncol 2018;15:151-67; Kato et al. Clin Cancer Res 2017; 23:1988-97; Pietrantonio et al. Ann Oncol 2018;Mar 10; Su et al. PLoS One 2016;11(11)



LOX0-292 is a potent and selective RET inhibitor

Kinome selectivity Xenograft models Orthotopic brain model
Highly selective for RET Multiple fusions/mutations/histologies CCDCG6-RET orthotopic brain PDX
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Tumor models Treatments
B KIFSB-RET (PDX-NSCLC) Vehicle
M CCDCB-RET (PDX-CRCA) —— LOX0-29230mg/kg BID =» Day 52 = 3 mg/kg BID

CCDC8-RET-V804M (PDX-CRCA)
B KIF5B-RET (NIH-3T3)
B KIF5B-RET-V804M (NIH-3T3)
B RETC6E34W(TT cellline-MTC)
B CCDCB-RET (LC-2/ad cell line-NSCLC)

Ponatinib 20 mg/kg QD =» Day 52 =» 2 mg/kg QD

Subbiah et al. Ann Oncol 2018
Cabo = cabozantinib; PDX = patient-derived xenograft, NSCLC = non-small cell lung cancer, CRC = colorectal cancer; MTC = medullary thyroid cancer; BID = twice-daily; QD = once-daily



LIBRETTO-001: phase | dose escalation and

pharmacokinetics

« 82 patients enrolled across 8 dose levels

Eligibility

Age 212 years, ECOG 0-2

Patients with locally advanced or
metastatic solid tumors refractory or
intolerant to standard therapy

CNS metastases with stable
symptoms allowed

QD = once-daily; BID = twice-daily; PK = pharmacokinetics
Patients enrolled as of April 2, 2018

240 mg BID

r 160 mg BID
Any number of prior therapies

RET alteration not required initially r 120 mg BID
(‘triggered’ by adequate PK)

3 + 3 design

28-day cycles

Intra-patient dose
escalation allowed

Additional enroliment

permitted at doses
deemed safe

Concentration of LOX0-292

10000

in plasma (ng/mL)

- 240 mg BID (Cohort 8, n=5)
Patient plasma exposures % 160 mgBID (Cohort7. n=12)

—$— 120 mg BID (Cohort 6, n=4)
exceeded ICy, targets mg BID (Cohort 5, n=17)

—&— 60 mg BID (Cohort 4, n=10)

- 40 mg BID (Cohort 3, n=16)
A 20 mg BID (Cohort 2, n=9)
T -®- 20 mg QD (Cohort 1, n=5)

—- RET M918T @

—- RET wild type
________________ RET M918T
————————————————— RET wild type
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Time (h) on Day 8 (steady state)

Horizontal lines represent the plasma level at which the unbound

LOX0-292 concentration corresponds to I1C;, or 1Cg, of
the indicated target based on cellular assays



Efficacy of LOXO-292 in RET-mutant MTC and RET
fusion-positive thyroid cancer (RECIST 1.1)

ORR
(95% ClI)

Confirmed ORR
(95% ClI)

CR

PR¢
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PD
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RET-mutant MTC? positive thyroid

59% (17/29)
(39-77%)

56% (15/27)°
(35-75%)
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78% (7/9)
(40-97%)

78% (719)
(40-97%)
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+ All unconfirmed responses at ASCO have since been

confirmed

= 17/24 (71%) responding patients responded at
patient’s starting dose

+ Activity independent of prior therapy
+ 1/1 intracranial response (1 PR, pending

confirmation) in RET fusion-positive thyroid patient
with measurable CNS lesions
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% pending confirmation, s complete response. Patients enrolled as of April 2, 2018. Follow-up as of July 19, 2018. a. Includes 2 patients with non-measurable disease (confirmed CR and SD); b. Includes 1 patient with non-

measurable disease (SD); c. Excludes two patients with unconfirmed PRs pending confirmation at time of data cut-off, d. RET-mutant MTC includes 13 confirmed PR, 2 unconfirmed PRs pending confirmation;
Note: The three patients with non-measurable disease are not shown on the waterfall plots.



Duration of LOX0-292 treatment in RET-mutant MTC
and RET fusion-positive thyroid cancer
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1. One patient withdrew consent from study treatment while in response.
Patients enrolled as of April 2, 2018. Follow-up as of July 19, 2018.

Time on treatment (months)



Substantial decline in MTC tumor markers

Carcinoembryonic antigen (CEA)

-
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Best CEA response (%)
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Patients enrolled as of April 2, 2018. Follow-up as of July 19, 2018.

Best calcitonin response (%)

—80

-100

Calcitonin




Hereditary RET V804M-mutant MTC response to
LOX0-292

57 year old man with hereditary MEN2A,
advanced MTC, and a germline RET
V804M gatekeeper mutation

Progressive disease after cabozantinib,
vandetanib, and lenvatinib

* Initiated LOXO-292 at 80 mg BID,
escalated to 120 mg BID at C4D1,
currently 160 mg BID (escalated at

Baseline Week 8 C6D1)
2000 704
g“‘“"i 0. « RECIST CR observed at his first
2" gjg response assessment at C3D1,
75 b .
Tumormarker £ = %] confirmed at C4D1
decreases g % 8 5
8 25 10 . .
0 = = * Remains in response and on study in

0 4 8 16 24 32 40 0 4 8 16 16 32 40
Time on Treatment (weeks) Time on Treatment (weeks) m Onth 9

Follow-up as of July 19, 2018.



LOX0-292 safety profile

« 8 treatment-emergent AEs, regardless of attribution, in 210% of patients; most were Grade 1 and judged not related to LOXO-292

All doses and patients, n=82

Treatment-emergent AEs (210% overall) Treatment-related AEs
Grade 1 Grade 2 Grade 3 Grade 4 Grade 3 Grade 4
Diarrhea 15% 7% 1% - 23% 1% - 1%
Fatigue 9% 13% — — 22% — - 17%
Dry Mouth 21% - - - 21% - - 13%
Constipation 17% 2% — — 20% — — 4%
Hypomagnesemia 12% 1% — — 13% — — 2%
Cough 11% 1% — — 12% — - 1%
Headache 10% 1% 1% - 12% - - 1%
Nausea 9% 4% - - 12% - - 5%

« Four patients experienced treatment-related AEs = grade 3 (all grade 3): diarrhea, increased ALT/AST, thrombocytopenia (DLT @
240mg BID), tumor lysis syndrome (DLT @ 240mg BID); all were reversible with dose interruption
+ 160mg BID selected as RP2D, with dose exploration ongoing at 200 mg BID to further characterize LOX0-292 safety and efficacy

AE = adverse event; DLT = dose limiting toxicity; ALT = alanine aminotransferase; AST = aspartate aminotransferase; RP2D = recommended phase 2 dose;
Note: Total %s for any given AE may be different than the sum of the individual grades, due to rounding. Patients enrolled as of April 2, 2018. Follow-up as of July 19, 2018.



Medulldres Schilddriisenkarzinom

(mit RET-Keimbahnmutation oder somatischer RET-Mutation)

Phase 1/2 Study of LOX0O-292 in Patients With
Advanced Solid Tumors, RET Fusion-Positive
Solid Tumors, and Medullary Thyroid Cancer
(LIBRETTO-001)

Kontakt:
Universitatsklinikum Warzburg
PD Dr.Dr. Matthias Kroif3, Kroiss M@ukw.de; Telefon 0931/201-39740

Universitatsklinikum Kaéln
Prof. Dr. med. Jirgen Wolf, katja.ruge@uk-koeln.de; Telefon 0221/478-89050

Universitatsmedizin Gottingen
Dr. Tobias R. Overbeck, tobias.overbeck@med.uni-goettingen.de; Telefon 0551/39-10521

Rekrutierung (weniger Patienten) noch maoglich
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Phase Ill Studie
LOX0O-292 vs. Cabozantenib oder Vandetanib

Protocol Title:

A Multicenter, Randomized, Open-label, Phase 3 Trial Comparing LOXO0-292 to Physicians
Choice of Cabozantinib or Vandetanib in Patients with Progressive, Advanced, Kinase Inhibitor
Naive, RET-Mutant Medullary Thyroid Cancer|(LIBRETTO-531)

Short Title:

A Phase 3 Trial Comparing LOX0-292 to Cabozantinib or Vandetanib in Patients with
Medullary Thyroid Cancer

Treatment until progression,
unacceptable toxicity, or death
according to Section 7.

(h:;:#:‘];ar}' Thyroid Cancer Arm A

*  Unresectable locally n =267 =] E
advanced or metastatic LOX0-292 — % N '
disease. 160 mg BID = z z
Documented RECIST 1.1 Investigator’s 'E Q Q
progression within 14 decision for [ 175} :j
months patient (o receive Arm B 2= Eﬁ @)
Measureable disease by cabozantinib or n=133 E o 5
RECIST 1.1 vandetanib if . : y Q

*  RET mutation® identified randomized to Physwlans ChOl.CE of! E g g
via local NGS or PCR Am B B1: cabozantinib < » i~
testing on tumor, germline 140 mg QD v = » N &
DNA, or blood or E Crossover® =

+  No prior ireatment with .
kinase inhibitor(s) B2: vandetanib

+ =400 300 mg QD

Studienzentren: Wurzburg, Essen, Mainz, Munchen, Magdeburg




Medulldres Schilddriisenkarzinom

(mit RET-Keimbahnmutation oder somatischer RET-Mutation)

Phase 1 Study of the Highly-selective RET
Inhibitor BLU-667 in Patients With Thyroid
Cancer, Non-Small Cell Lung Cancer, and Other
Advanced Solid Tumors

Kontakt:

Universitatsklinikum Essen

Prof. Dr. Dr. D. Fuhrer-Sakel, Dagmar.Fuehrer-Sakel@uk-essen.de, Telefon 201 723-64 01
Dr. Heike Richly, Heike.Richly@uk-essen.de; Telefon 0201/723 3245

Universitatsklinikum Heidelberg
Prof. Michael Thomas, Michael.Thomas@med.uni-heidelberg.de; Telefon 06221 396-1301

Klinikum der Universitat Minchen
Prof. Dr. C. Spitzweg, christine.spitzweg@med.uni-muenchen.de; Telefon 089-440073012
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S3-Leitlinie “Schilddrusenkarzinom®
Zwischenstand 7/19

Kick-off Meeting in Essen 11/2018
8 Arbeitsgruppen wurden gebildet

Arbeitsgruppenleiter wurden benannt; pro Fachgesellschaft 1
Person

Fragenkatalog wurde erstellt einschl. Aufteilung zwischen
Cochrane Arbeitsgruppe Koln und den jeweiligen Arbeitsgruppen
(TK's mit allen AGs fanden statt)

Geplantes Arbeitstreffen (2 Tage) aller beteiligten Personen (bzw.
,2Hauptvertreter’) Ende November 2019



S3-Leitlinie ,,Schilddrasenkarzinom® (AWMF-Reg.Nr.: 031-0560L)
Arbeitsgruppen (konsentiert am 22.11.2018)

DTC und PDTC
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Radiojodtherapie bei
Rezidiv bzw. Persistenz

AG 8

medikamentdse Therapien bei Rezidiv bzw. Persistenz

Varia

|
|| Varia

Jede AG wird mit jeweils einem verantwortlichen Vertreter der
federfihrenden Fachgesellschaften besetzt und um weitere Experten erganzt.

Untergruppen mit selber Farbe sollten mit denselben Personen besetzt werden.
durchgehende Balken: Eine Unter-Arbeitsgruppe arbeitet der Organ-Arbeitsgruppe zu.
Varia: z.B. Thermoablation, Palliativtherapie, Psychoonkologie

Varia
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S3-LL SD-Ca (031-0560L)
AG-Leiter*innen
Stand: 20.03.2019

AG-Nr AG-Titel Fach Name Ort [E-Mail Telefon
1 DTC und PDTC CHR |Musholt, Thomas; Herr Prof. Dr. Mainz Musholt@uni-mainz.de +49.5131.175117
END |Fuhrer-Sakel, Dagmar; Frau Prof. Dr. Dr. Essen fuehrer-sakel.prorektorin@uni-due.de +49.201.1833898
NUK |Schmidt, Matthias; Herr Prof. Dr. med. Koéln Matthias.Schmidt@uk-koeln.de 0221-478-5024
2 MTC CHR |Scheuba, Christian; Herr Prof. Dr. Wien christian.scheuba@meduniwien.ac.at +43 (0)1 40400 - 69430
END [Raue, Friedhelm; Herr Prof. Dr. Heidelberg friedhelm.raue@raue-endokrinologie.de +49.6221.439090
NUK |Luster, Markus; Herr Prof. Dr. med. Marburg luster@med.uni-marburg.de 06421-58-628-15
3 ATC CHR |Lorenz, Kerstin; Frau Prof. Dr. Halle/Saale kerstin.lorenz@uk-halle.de +49.345.5572060
END |Tiedje, Vera; Frau Dr. Essen vera.tiedje@uk-essen.de +49 201 723 6401
NUK [Bartenstein, Peter; Herr Prof. Dr. med. Miinchen  peter.bartenstein@med.uni-muenchen.de  +49 (0)89-4400-74610
4 Ubersicht; Pathologie/Genetik CHR |Dralle, Henning; Herr Prof. Dr. med. Essen Henning.Dralle @sjk.uk-essen.de
END |Karger, Stefan; Herr PD Dr. Leipzig info@endokrinologie-herrmann-karger.de  +49 341 960 01 92
NUK |Gorges, Rainer; Herr Prof. Dr. med. Essen rainer.goerges@uni-due.de 0201-7232032
5a pra-/peritherapeutische initiale Dagnostik CHR [Schabram, Jochen; Herr Dr. med. Lich j.schabram@asklepios.com
END |Feldkamp, Joachim; Herr PD Dr. med. Bielefeld joachim.feldkamp@klinikumbielefeld.de +49521581350
NUK |KreiB3l, Michael; Herr Prof. Dr. med. Magdeburg michael .kreissi@med.ovgu.de 0391-6713000
5b Diagnostik bei Rezidivverdacht und V.A. Progress CHR |Niederle, Bruno; Herr Prof. Dr. med. Wien bruno.niederle@meduniwien.ac.at
END |Feldkamp, Joachim; Herr PD Dr. med. Bielefeld joachim.feldkamp@klinikumbielefeld.de +49521581350
NUK |Krei3l, Michael; Herr Prof. Dr. med. Magdeburg michael kreissi@med.ovgu.de 0391-6713000
6a initiale (chirurgische) Therapie CHR |Dotzenrath, Cornelia; Frau Prof. Dr. Wuppertal cornelia.dotzenrath@helios-gesundheit.de +49 202 896-2742
END [Karges, Wolfram; Herr Prof. Dr. med. Aachen wkarges@ukaachen.de +49 241 80 80867
NUK |Freesmeyer, Martin; Herr PD Dr. med. Jena martin.freesmeyer@med.uni-jena.de 03641-932-9801
6b (Chirurgische) Therapie bei Rezidiv bzw. Persistenz CHR [Weber, Theresia; Frau Prof. Dr. Mainz t-weber@kkmainz.de +49.6131.5751236
END |Karges, Wolfram; Herr Prof. Dr. med. Aachen wkarges@ukaachen.de +49 241 80 80867
NUK |Freesmeyer, Martin; Herr PD Dr. med. Jena martin.freesmeyer@med.uni-jena.de 03641-932-9801
7 Nachsorge inkl. Substitutions-/Suppressionsmedikation [CHR |Simon, Dietmar; Herr Prof. Dr. med. Duisburg d.simon@bethesda.de
END [Schott, Matthias; Herr Prof. Dr. Disseldorf matthias.schott@med.uni-duesseldorf.de +49.211.8104860
NUK |Amthauer, Holger; Herr Univ.-Prof. Dr. med.  Berlin holger.amthauer@charite.de 030 450 657 003
8 medikamentdse Therapien bei Rezidiv bzw. Persistenz CHR |Holzer, Katharina; Frau Prof. Dr. med. Marburg katharina.holzer@uk-gm.de
END |Spitzweg, Christine; Frau Prof. Dr. Minchen  christine.spitzweg@med.uni-muenchen.de +49.8944000
NUK [Nagarajah, James; Herr Prof. Dr. med. Nijmegen james.nagarajah@radboudumc.nl +31243615306




. Vielen Dank!
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