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CV - CONFLICT OF INTEREST

10 years medical doctor

6 years clinical research,
mainly breast cancer
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Patient advocate

ePAG representative for Li Fraumeni
syndrome for ERN GENTURIS
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Dr. Rita Magenheim drcancergirl
FUCK CANCER !



BREAST CANCER SCREENING

* Breast cancer screening start: Germany: 50 years
UK: 45 years
USA: 40 years low risk, high risk earlier

 Breast cancer risks assesment never done

1. Family history: mother 3 primary cancers (37y cervix, 48y lung, 63y pancreaqs)
2. Eastern European (Ashkenazi) Jewish ancestry

3. Normal weight

4. Over 15 years night shift

5. Child birth 38 and 40 years

« Mammography: neg
Ulirasound 4 and 7 mm lesion in both breast
Breast MRI left negativ

, NO breast or ovarian cancer = Family history: empty*



BREAST CANCER TREATMENT

 Invasive breast cancer left, DCIS right (probably cancer as well)
« PEN Il Risk Model: 40 % for BRCA1 and 2 mutation

. ?ecome.n’ro’rion: Lumpectomy, iIradiation )
Genetic consuelling: Fast track result in 2-3 months...

» Genetic test in Hungary in 10 days
* Li Fraumeni diagnosis

* Bilateral mastectomy
immediate reconsfruction
over the muscle silicone implant

Patients are not correctly informed about all the possible options..



wWouLDbD YOoU LIKE A
DOCTOR WHO OFFERS
EVIDENCE-BASED MEDICINE,

- OR
PERSONALIZED
MEDICINE?

—
ey

A
A

Evidence-based medicine

Doctors think OR know what
the best tfreatment is

Personalized medicine

The best treatment
for the majority OR for you
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PERSONALISED TREAMENT DECISIONS

 When to start with the iherqghy
Neoadjuvant hormonal theraphy (before the surgery)

 Surgery planning .
Bilateral sentinel lymp node removal I’I%\h’f only DCISE
Should be considered during PROPHYLACTIC MASTECTOMY as well

 Additional examination on the tumor tissue
HER-3 measurement
Dual HER-2 blockade (transtuzumab + pertuzumab)

* Therapeutic dru.]g monitoring
Tamoxiten metabolits serum level measurement, 40 mg dosage (CYP2D6)

« Steroid before chemotherphg
8 mg Dexamethason before all vs. only before the first 3 administration of paclitaxel




WHOLE BO

ady! PROBLEMS
* Mostly unknown diagnostic method
* 3 month waiting time for kids

* In narkosis until the age of 6-9
No preparation programm
No TV in the MRI

* Siblings on one day not possible

« Radiologists have limited clinical
information

DY MRI'IN GERMANY

SOLUTION
* Only in LFS centers
 Training for the radiologist
* Preparation course for the
kids
» LFS specific questionaire




Congratvlations,\.
it only took yeu

what they are looking for
the probability that they find it
is much higher.
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| see with sound
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What's your superpower?

ADRENAL GLAND AN
DOMINAL ULTRASOUN

1. ,Itis impossible to examine adrenal gland
with abdominal ultrasound”

2. ,tis very difficult”
3. ,Of course | can”

Ultrasound experts,
for children and adults,
whole family.




PERSONALIZED SCREENING PROTOCOL

 Family history

* Personal history (IVF and ovarian cancer risk)

* Treatment (tamoxifen endometrium cancer)

* Genotype — phenotype correlation

 Most common tumors for gender and age (Reqgistry...)

Some guidance in the guideline would help:
If.... consider adding ..... to the screening protocol
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PERSONALIZED SCREENING PROTOCOL

Cancer Additional risk Additional examinations
factor

Ovarian Endometriosis Adnexectomy
3 x IVF Vaginal ultrasound and tumor marker (CA125)
Endometrium Tamoxifen Hysterectomy
Vaginal ultrasound until the surgery
Lung Mother 48 y Tumor marker (CEA, CYFRA 21-1) every 6 month
Pancreatic Mother 63 y Tumor marker (CEA, CA 19-9)
Adrenocortical 2 published cases  Abdominal ultrasound every 6 month for me
genotype-phenotype every 3 months for my sons
Skin Dysplastic naevus  Dermatologist every 6 month

Tumormarker (S100)
Colorectal Septin-9 test between the colonoscopies



MOST COMMON TUMORS

FOR ADULT WITH LFS
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Males Females

1. Soft tissue 1. Breast

2. Brain 2. Soft tissue

3. Colorectal/Gastrointestinal 3. Brain

4. Bone 4. Gastrointestinal
5. Skin 5. Lung

6. Lung 6. Ovary

7. Hemopoetic 7. SKin

8. Prostate 8. Bone




HORMONE //:f< CANCER
Terapy Weeadl  TREATMENT
7 OPTIONS

IMMUNOTHERAPY

RADIATION

e | THERAPY

BONE MARROW
TRANSPLANTATION

CHEMOTHERAPY

TARGETED
THERAPY



'O" NUTRITIONTHERAPY

PSICHOTHERAPY
g CANCER

orione (@ed ( TREATMENT
% OPTIONS

m IMMUNOTHERAPY

RADIATION

SURGERY ;[HERAPY

BONE MARROW
TRANSPLANTATION

TARGETED
THERAPY

CHEMOTHERAPY
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https://www.eattobeat.org/
http://www.angio.org/

 What to eat
 When to eat ,Intervall tasting*
« Weight

Nutriceutica:
* Nigella sativa (Black seed oill)
« Fermented wheat germ extract (Avemar)
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CHEMOPREVENTION

Pills and Lifestyle
Change

* Tamoxifen reduces breast
cancer risk by 33% |
Not only 20 mg dose exist...

» Off-label:
Metformin
Propranolol
Aspirin
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DOLINIUM

If surveillance includes brain MRI, at least the first scan
should be conducted using dedicated brain MRI with
Gadolinium enhancement.

Breast MRI should always be conducted with gadolinium
confrast agent.

Before After
Gadolinium injection Gadolinium injection

_

. . ¥ oA N T .
Gadolinium Pass \ LW |

Linear vs. macrocyclic




Goals: Raise awareness f,
Inform patients
Build a network LI-FRAUMENI ASSOTIATION -
Promote research GERMANY
* Germany: inhabitants 80 million

Estimated number of LFS patients: 16.000
Diagnosed LFS patients: estimated 200-300 1-2 %

 Very limited number of LFS experts and LFS centers

* LFS register: 30 patients
Open for other countries

http://www.krebs-praedisposition.de/en/



Li-FRAimsiN] S MO

LF'SA Blaue Karte .
LPSA Grune Karte

ASSOCIATION f'._,.lr PEFSUHE“ mit I_FS‘ e
ASSOCIATION fl_.lf dEﬂ Arlt

Malnahmen zur Fruherkennung von
Krebserkrankungen

Fiir alle Personen mit LFS, beginnend ab iinischer oder penetischer Dizpnosestellung, lebenslang

Fruherkennungsempfehlungen
Fiir alle Persomen mit LFS, beginnend ab idinkscher oder genetischer Diapnosestellung, lebenslang
|Clin Camcer Res; 23 11); e38~4%; Details: hitp:)dinmnoernes sacrjournals.ongfontent (23,11,/=38)

[Clin Cancer Res; 23{11); =38-45)

Korperfiche
uUntersuchung alle 3-4
Maonate

Zeitnahe arzthiche
Untersuchung bei
miedizinischen
Problemen

Uhraschall Bauch und
Becken alle 3-3 Monate
Falls Ultraschall
Bildgualitat
unzuveriassig:
Turmormarker im Blut
Jahrich MRT vom Kopf
Jahrkich Ganzkarper
MRT

Kdrperliche Untersuchung alle & Monate
Zeitnahe arztliche Untersuchung bei
medizinischen Problemen

Jghrlich MRT vom Kopf

Jahrlich Ganzkirper MRAT?

Jahrlich ultraschall Bawch und Bedken
Untersuchung des Magendarmiraktes alle 2-5
Jahre ab 25. Lebensjahr

Jahrlich hautarztliche Unbersuchung

Zusatzlich fur Frauen

»  Risikobewusstsein fiir Brustkrebs fr Frauen
Elinische Brustuntersuchung zweimal jahrich
ab 20. Lebensjahr
Jghrliches Brust-BRT-Scresning (von 20-75
Jahra)t

D= Brust-MAT sowie URreschalluntersuchung der
Bawuchorgane und des Beckens soltbe sich mit der @hrichen
Sanzkdrper MAT sbwerhoen |mindestens 2in Son e &

Kionate]

= Korperliche Untersuchung alle
3-4 Monate, einschlieflich
Blutdruckmessung,
Wachstumskurve und
neuralogischer Status

- Sofortige Abklarung neuer
Symptome

= U5 Abdomen+Becken alle 3-4
Monate

= Im Falle unzureichender US
Qualitat: Alle 3-4 Monate:
Blutentnahme [Gesamt-
Testosteron,
Dehydroepiandrosteronsulifat
und Androstendion]

= lahrlich MRT-5chadel [zunachst
mit Kontrast, danach chne
Kontrast, wenn vorherige MRT
normal und keine neuen
Aspekie)

- lahrlich Ganzkorper MRT

= Korperliche Untersuchung alle 6
Monate

- Sofortige Abklarung neuer Ssymptome

- Ganzkorper-MATY: Kopf bis Ful,
einschliefilich Extremitaten

= Jdhrlich MRT-5ch3del {zundchst mit
Kontrast, danach chne Kontrast, wenn
vorferige MET normal und keina
newen Aspekte)

» U5 AbdomensBecken alle 12 monate?

= Obere Endoskopie und Koloskopie alle
2-5 lahre (ab 25 lahre]

= lahrliche dermatologische
Untersuchung

Zusdtzlich fidr Frawen

= Brustkrebs-Risikobewusstsein

= Klmische Brustuntersuchung zweimal
jahrlich [akx 20 Jahre)

= Jahrliches Brust-MRT [20-75 Jahre) *

= Risikominimierende bilaterale
Mastektomie erwagen

EBrust MRTY US AbdomensBecken mit FEhrficher
Ganzkorper MBET abvaechsein (mindestens ein
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ZWEITES DEUTSCHES LI-FRAUMENI-SYNDROM-FAMILIEN TREFFEN
14. UND 15. SEPTEMBER 2019, HANNOVER

RLFSA

2nd German Li-Fraumeni family meeting
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