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— 13-year-old female; Past Medical History : asthma

— Emergency Department : non-productive cough of one month duration and an
abnormal chest radiograph showing left lung hyper-expansion with mediastinal

shift, remodeling of the sternum, and no acute pneumonia.
— Physical examination : absence of breath sounds on the left

— Routine laboratory investigations: normal.

e Chest CT scan: a large, gas-filled, septated
lesion occupying the majority of the left lung
with pronounced rightward mediastinal shift.

* The lesion demonstrated an internal nodular,
lobulated solid focus which raised the concern for
a potential underlying neoplasm, rather than a
congenital pulmonary airway malformation
(CPAM)

ESCP Wehinars s:pa &
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— Video-assisted thoracoscopic resection
of the left lower lobe lung lesion.

— Gross examination showed a 14.0 x
11.5% 3.7 cm primarily cysticlesion
with an irregular granular to nodular
mass-like area.

— Histopathologic diagnosis was noted to
be pleuropulmonary blastoma, type Ir.

— Negative for DICER 1

— No further treatment after surgery

ESCP Webinars
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Pre adolescent female with PPB type Ir completly resected at diagnosis

What is the difference between PPB type | and PPB type Ir?

How would you treat and follow up a type | and type Ir PPB?

What is the prognosis of type | and type Ir PPB?

i
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* 4-month-old boy admitted to PICU
— cough, dyspnea, cyanosis
— afebrile
— HR: 144bpm, Sp0,:86%

* No family history of genetic disease

e Normal lab tests

CASE REPORT | Med Arch. 2021;75: 61-65
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— No breath sounds in the right pulmonary area

— Chest x-ray o ‘ T -
— Ultrasonography
— CT scan

ESCP Webinars CASE REPORT | Med Arch. 2&{?@5(1 ) %S



Case presentation

— No breath sounds in the right pulmonary area
— Chest x-ray o
— Ultrasonography

— CT scan
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Case presentation

— No breath sounds in the right pulmonary area
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— Chest x-ray
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— Surgery (radicalresection of a 7.0x 5.0 cm mass that included cystic

lesions.
— Histopathological examination confirmed the diagnosis of type || PPB

— Chemotherapy with the IVADo chemotherapy protocol (50% reductionsin

dosages, infant)

— Genetic analysis of germ line DICER1 mutations by NGS was negative.

CASE REPORT | Med Arch. 2021;75: 61-65
ESCP Webinars supa g
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— A second CT scan performed 2 months after initiating
chemotherapy treatment revealed a new, growing mass

Patient succumbed of respiratory distress followed by sepsisand ~ CASEREPORT | Med Arch. 2021;75: 61-65
cardiopulmonary arrest. ESOP Vebinars gpg sre
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— Infant with recurrent disease

How would you treat this patient?
What is the prognosis of recurrent PPB?

What is the role of novel therapies in recurent PPB?

ESCR Webinars CASE REPORT | Med Arch. 2021,75: 61-65 S“PQ &
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A 6-year-old girl right upper lobectomy for type || PPB in May
2015

* fever, cough, sputum, and dyspnea from 10 days ago

* upper respiratory infection, no improvement
referred to the emergency department

* tachypnea and wheezing

* right lung total collapse on chest X-ray

Chest computed tomography (CT): 22.3 x13.2 x 12.7 cm?3 sized

cystic and solid mass in the right hemithorax

Radiation Oncology Journal 2020,;38:148-150.
ESCP Webinars supa o
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— disease-free interval of 4 years,

— PPB recurred with rapid progression.
e atria collapse
e compression superior and inferior vena cava

— |VADo regimen to relieve vascular obstruction

e 2 days after chemotherapy, transferred to a PICU
for

* respiratory failure and obstructive shock with
tumor progression.

— Radiotherapy

* anteroposterior/posteroanterior field (11 x 20
cm?2) weighted 1:1 to a total dose of 20 Gy in 4
fractions using 10 MV photon

Radiation Oncology Journal 2020;38:148-150.
ESCP Webinars supa e
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Therapy

One week after RT: extubation

one month without any further chemo- or
radiotherapy,

* the cysticand solid mass in the right hemithorax
markedly reduced to 6.5 x 6.2 x 5.3 cm3 in chest CT

stable respiratory status in room-air

9 months after RT: 3.5x 3.1 x2.5cm?3 in the last
follow-up chest CT

4 pulse VAC (vincristine, actinomycin D, and
cyclophosphamide)
needle biopsy: only fibrous tissues

next-generation sequencing analysis: DICER1
mutation (previous sample)

Radiation Oncology Journal 2020;38:148-150.
ESCP Vebinars ;
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* Recurrent type Il PPB, DICER 1 positive

What is the role of radiotherapy in PPB?
Is PPB radiosensitive?

What is the role of genetic predisposition in PPB?
What is the prognostic implication of DICER 1 positivity?

Prognostic significance of DICER 1 in irradiated
patients

Radiation Oncology Journal 2020,;38:148-150.
ESCP Webinars supa o



Case presentation (4)

— 3-year-old previously healthy male

— Persistent cough and fever

— Absence of respiratory sounds on the right
hemithorax

— X-ray, Ct-scan, PET-scan, MRl

* Coronal chest CT scan (lung window) showing a solid
mass in the right middle and lower lobes with short

pleural effusion. Parahilar left cystic lesion

— Core needle biopsy consistent with type || PPB

G

ESCP Webinars Pediatr Blood Cancer 2017; 00: 26438 S#PF
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Enrollment in the International PPB Registry (IPPBR, http://www.ppbregistry.org)
Neoadjuvant chemotherapy with ifosfamide, vincristine, actinomycin-D, and doxorubicin
(“IVADO”).

remarkable objective volume shrinkage of the solid tumor was noticed after 12weeks of
chemotherapy,‘macroscopicaIIy complete resection.

24 additional weeks of ifosfamide, vincristine, and actinomycin—D (IVA)

1 year after primary diagnosis:

* the left sided lung cystic lesion was surgically removed

— pathological report : a4 cm cystic formation, located in the peripheral portion of the lung parenchyma,

showing internal epithelial lining and focally low cuboidal epithelium without signs of atypia.

Pediatr Blood Cancer 2017; 00: e26438
ESCP Webinars supa s
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— DICER1 gene sequence analysis revealed a germline
heterozygous p.R688X mutation.

— Genetic testing from both parents and one sister was normal.

— Three additional small cystic lesions became apparent: one left
para-hilar lesion of 18mm at the age of 4 years, and two
lesions(3 and 7 mm) within the right upper lobe at the age of 5
years.

They decided to adopt a watch and wait policy and all these cystic lesions remained stable without further therapy

Six years after primary diagnosis the patient is alive and well.

Pediatr Blood Cancer 2017; 00: e26438
ESCP Webinars s:pa i
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e Type lll pleuropulmonary blastoma in a DICER1
germline mutation carrier and residual lung cystic

lesions

How would you manage this patient?

What is the role of surgical resection of cystic lung lesions in
young children with PPB-tumor predisposition syndrome?

How should you follow-up these patients?

Pediatr Blood Cancer 2017; 00: e26438

ESCP Wehinars supa o
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Very rare tumor which originates from either the lungs or pleura

It occurs mainly in childrenaged <5 years

Morphologically, PPB has three types : | cystic, Il solid- cystic, Il solid
The progression fromtype | to type lll is documented

Type Il and Il may show a mixed pattern including high grade sarcoma elements

DICER1 mutations are presentin a majority of PPBs and may be partof a
familial tumor predisposition syndrome.

ESCP Webinars SI',JPQ?' &
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Current therapeutic guidelines were not well established until now,
making treatment decisions
and managementdifficult for clinicians

ESCP Webinars SPYF aw
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GENERAL RECOMMENDATIONS
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« Atumor board discussionis highly recommended at diagnosis and
during therapy.

. The enrolment of patients in a prospective trial if available and data
collection in national or international databases should be proposed
to patients and families

ESCP Webinars supa e
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Staging investigations
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Chest Computed Tomography (CT) with contrast enhancement with extension to the
abdomen for evaluation of diaphragm and liver.

Distant metastasis investigation should be searched in case of type II-1ll PPB:
- Brain MRI.
- Radionuclide Bone scan

- Echocardiography (for vascular invasion and intra-cardiac involvement).

Considered to look for synchronous DICER1-related disorders > abdominal ultrasound is
recommended to exclude cystic nephroma and ovarian tumors (see genetic section).

ESCP Webinars supa e
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TYPE | PPB: SURGERY L.

Cystic lung malformation/CCAM?

Initial tumor resection > thoracotomy is the recommended surgical
approach

All residual disease should be resected to prevent later transformation to
types II-1lI

ESCP Webinars SPF @
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Type I Pleuropulmonary Blastoma: A Report From the (e poar
International Pleuropulmonary Blastoma Registry

John R. Priest, D. Ashley Hill, Gretchen M. Williams, Christopher L. Moertel, Yoav Messinger,
Marsha J. Finkelstein, and Louis P. Dehner

A B s T R A c T

Purpose

TypI:a | pleuropulmonary blastoma (PPB) is a rare, cystic lung neoplasm in infants characterized by
subtle malignant changes and a good prognosis. Recurrences after type | PPB are usually
advanced type Il or type Illl neoplasms with a poor prognosis. This article describes the first
collection of type | PPB cases, analyzes outcome based on treatments of surgery or surgery plus
chemotherapy, and presents type | PPB management recommendations.

Patients and Methods

Type | PPB cases from the International PPB Registry and literature were evaluated using standard
statistical methods for outcomes based on age at diagnosis, sex, thoracic side, surgical extent,
length of follow-up, constitutional/familial disease, pre-existing lung cysts, intrathoracic findings,
and treatments (surgery or surgery and chemotherapy).

Results

Thirty-eight type | PPB cases were identified: Registry (n = 30) and literature (n = 8). Twenty
children had surgery alone; eight (40%) experienced recurrence; and four died. Eighteen children
had surgery and adjuvant chemotherapy; one experienced recurrence and died. All recurrences
were type |l or Ill PPB. Recurrence-free survival was higher in the surgery + chemotherapy group
(P = .01); overall survival did not differ (P = .18). The improved recurrence-free survival was found
only in males. Four of nine children with recurrence survived.

Conclusion
Adjuvant chemotherapy appears to benefit type | PPB patients. Benefit limited to males requires
broader substantiation. Salvage after types Il and |ll recurrence is poor (four of nine; 44%). A
rigorous surveillance schedule after type | PPB diagnosis might detect early recurr
acceptable alternative to adjuvant chemotherapy.

J Clin Oncol 24:4492-4498. © 2006 by American Society of Clinical Oncology

ESCP Webinars
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350 Centrally Confirmed PPB Cases/Messinger et al Pleuropulmonary Blastoma: A Report on 350 Central
Pathology-Confirmed Pleuropulmonary Blastoma Cases by the
TABLE 1. Demographic, Treatment, and Outcome Data for Cystic PPB Types | and Ir International Pleuropulmonary Blastoma Reglstry
Type | Type Ir Total Gystic PPB Yoav H. Messinger, MDY, Douglas R. Stewart, MD% John R. Priest, MD": Gretchen M. Williams, BS', Anne K. Harris, MPH';
Kris Ann P. Schultz, MD'; Jiandong Yang, PhD**; Leslie Doros, MD®; Philip S. Rosenberg, PhD®; D. Ashley Hill, MD*%;
Total, n {3) 88 (77) 26 (23) 115 {100) and Louis P. Dehner, MD”
Age at diagnosis (mo), median {range) B {0-114) 46.5 (7-546) 12 {0-548)
Sex, n (%)
Famala 38 (43) 7(27)
Male 51 (57) 18 (73)
Preumatharax, n (%) TABLE 2. Prognostic Cox Hazard Model®
No 20 (22) 4(15)
Ves 29 (33) 509 Disease-Free Survival Overall Survival
Unknawn 40 (45) 17 (BE)
Anaplasia, n (%)
Yes 404 0 (D) Prognostic Factor Types | and Ir Type Il Types Il and 1l Types | and Ir Type Il Types IVl and I
No 85 (96) 26 (100} _—
DICERT, /N (36)® .
Positive 17128 {51) 46 (57) Upfront chematherapy ‘ A1 , 0B 00007 < 83 ) 29 a7
Negative 11/28 (38) 2/6 {33) Latarality KA 94 .96 12
Treatment, n (%) Pleural effusion 13 iz 33 2 13 27
Surgery anly 52 (58) 23 (88) Sex 14 .08 .33 82 .03 18
Surgary with chemotherapy 29 (33) a1z Tumor spillage AT 01 T AT .08 BT
Surgery with unknown 8 (3} o (o) Focality A7 S 56 48 .38 .52
Follow-up {mo), median {rangs) 59.9 (0-477) 55.3 (0-472) Date of birth = 2002 25 06 A1 25 2 25
Recurrence or pr\:!grlassinnb DICERT mutation 28 84 B3 MO a7 m
Recurrence (to type 1 ar Ir), n (%) - 114) Intratharacic nodas AT i .B& 13 2 T4
Progression to types [l and I, n (%) 2103y 218 Upfront radiation .48 58 32 B8 38 i)
Progression after surgery only, n/M (3)° 752 (12} 104) Lasion size 52 .04 B4 25 28 6
Progression after surgary with chemotherapy, /N (3)° 2/29 (7} 1(33) Preumotharasx 55 oz° .oaz® az 04 01
Survival, n (%) Age at PPB diagnosis (4 steps) BT 03 a8 81 R A2
Alive 84 (34) 26 (100} Anaplasia 12 AB 38 23 BB R
Dead 5 (6) e Distant metastasis Nane nez? .0002® Mane .ooz® .ooz?
S-year OS % (85% Cl) 89 (B0-99) 100
S-year DFS % (95% CI) 73 (B8-91) 93 (80-100)

Abbraviations: ND, not determined; PPB, pleuropulmanary blastoma.
#Cox models of prognostic factors are presented for dissase-free survival and overall survival. Typas | and Ir and types 71l and Il are greuped together
becasss of small numbars. Obsarved P valuss significant by the falss discovery rate are flagged.

#The DICERT percantage was calculated only for the evaluated patients.
“The median time to prograssion was 23 mo {range, 3-53 ma). o
©The progression percantage was calculated for patiants treated with surgery only and for patients treated with surgery and chemot| EF =01
P =1
4P «05.

ESCP Webinars
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TNM: blastoma: An EXPeRT report

Tl 12/13 Gianni Bisogno ™", Bernadette Brennan " Daniel Orbach ¢, Teresa Stachowicz-Stencel ¢,

NO 13 Giovanni Cecchetto®, Paolo Indolfi’, Ewa Bien”, Andrea Ferrari®,

MO 13 Florence Dommange-Romero"

Therapy:

No adjuvant therapy: 6 pts R0 — 2 relapses
AdjuvantCT: 7 pts [6 R0, 1 R1] — O relapse

Survival:
5Y PFS: 83.3% (48.2-95.6)
5Y OS: 91.7% (53.9-98.8)

ESCP Webinars SPYF aw
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« Proposition: adjuvant therapy to try to
avoid progression in Types Il-IlI.

o Chemotherapy maybe avoided for
complete surgery (RO resection), but is
strongly recommended for any other
situations

« [ chemotherapy with 6 courses of VA
IS recommende

ESCP Webinars
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VAregimen (Vincristine + Actinomycin-D)
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Cystic lesion with solid pattern

Types|llil PFB

All patients with
types lI-lll PPB
should receive chemotherapy

No furthet local therapy [ Pleuro-pneumaneclomy ]

Or external radiotherapy

Adjuvant Ad-IVA
(total of 9 courses)

ESCP Webinars
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Some data seem to support the use of a doxorubicin-containing regimen

Treatment and prognostic factors in pleuropulmonary @c,mk
blastoma: An EXPeRT report

Gianni Bisogno ™", Bernadette Brennanb, Daniel Orbach®, Teresa Stachowicz-Stencel ©,
Giovanni Cecchetto®, Paolo Indolfi’, Ewa Biend, Andrea Ferrari®,

08
Florence Dommange-Romero”

VAW / IVADO (20 pts )

CEVAIE (20 p1s.}

VAIA or IVADo 5-year PFS of 70%
versus 31.3 for all the other regimens

p=0.01

| Other CT {5 pts.)

0.0

0 5 10 15 20
Time (years) Stinna

ESCP Webinars




CHEMOTHERAPY SCHEDULE FOR TYPES lI-IlIl PPB

Doxorubicine:
4x 60 mg/m?
Chest Chest Chest
or CcT cT
4 4 ¥
I I I I I I I I I
VVV | |[VVV ||V Vv v A% A% Vv A%
A |lA A A ||A A A A | A .
Do |[Do ||Do | |Do VAIA regimen
wk 1 4 7 10 13 16 19 22 25

IVADo regimen (Expert group)

Doxorubicine:
4x 80 mg/m?




| Cystic lesion with solid pattern |

Types Il PPB
consenvative surgery
~ [

Pleuro-pneumonectomy
Adjuvant Ad-IVA
(total of 9 courses)
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« The role of external radiotherapy is
unclear in PPB.

« Deliver radiotherapy only in the case
of residual tumor after chemotherapy
that contains viable cells
incompletely resected despite a
second look surgery.

. Total dosage between 45 Gy (R1
margins) to 54 Gy (R2 margins).

ESCP Webinars SPF @

S0 s



Reference
Network

for rare or low prevalence
complex diseases

@ Network
Paediatric Cancer
{ERN PaedCan)

Type | PPB

Second

R1/R2 with
viable cells

viable celis

Fleurc-pneumaonectony
Or external radiotherapy

Adjuvant Ad-IVA
(total of 9 courses)

FIGURE 1 The therapeutic strategy proposed by EXPeRT-PARTNER (European Cooperative Study Group for Pediatric Rare Tumors within
the European Union-funded project Paediatric Rare Tumours Network - European Registry) for pleuropulmonary blastoma. Abbreviations: RO,
complete delayed surgery; R1, microscopic incomplete delayed surgery; R2, macroscopic incomplete delayed surgery. Ad-IVA: IVAdo/IVA or VAIA
regimens. “The decision for chemotherapy versus observation after surgery for Type | pleuropulmonary blastoma (PPB) depends on a variety of
factors

ESCP Webinars SSPF
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Back to the cases i Nk

Case n. 1 Pre adolescent female with PPB type Ir
completelyresected at diagnosis

What is the difference between PPB type | and PPB type Ir ?
How would you treat and follow up atype | and type Ir PPB?

What is the prognosis of type | and type Ir PPB?

ESCP Webinars SPY
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ORIGINAL ARTICLE

Type | and Ir pleuropulmonary blastoma (PPB): A report from

the International PPB/DICER1 Registry

Alexander T. Nelson BS™?>*%® | Anne K. Harris MPH?>?© | Dave Watson PhD® |

Doug Miniati MD® | Mike Finch PhD® | Junne Kamihara MD, PhD” & |

Sarah G. Mitchell MD? | David B. Wilson MD, PhD? | Katie Gettinger CPNP® |
Arun A. Rangaswami MD® | José M. Campos MD'! | Sara Lederman MD%34 |

Brad A. Feltis MD'2 | Lauren M. Vasta MD'2 | Laura A. Harney BSN, RN4

Douglas R. Stewart MD*? | Louis P. Dehner MD** | Yoav H. Messinger MD123 |

D. Ashley Hill MD%'7 | Kris Ann P. Schultz MD*%3 &

international Pleuropulmonary Blastoma/DICFR1 Registry, Children's Minnesota, Minneapolis, Minnesota, USA

Fnternational Ovarian and Testicular Stromal Tumor Registry, Children's Minnesota, Minneapolis, Minnesota, USA

ACancer and Blood Disorders, Children's Minnesata, Minneapolis, Minnesata, USA

“*University of Minnesota Medical School, Minneapolis, Minnesota, USA

“Hesearch and Sporsored Programs, Children's Minnesota, Minneapolis, Minnesota, USA

“Division of Pedialric Surgery, Kaiser Permanente Northern California, Roseville, California, USA

?Pediatric Oncology, Boston Children's Hospital/Dana-Farber Cancer Institute, Boston, Massachusetts, USA

Aaflac Cancer and Blood Diserders Center, Children's Healthcare of Atlanta, Emory University School of Medicine, Atlants, Georgia, USA
*Department of Pediatrics, Washington University School of Medicine, St Louis Children's Hospital, St Louis, MO, USA
Wivisian of Pediatric Hematology and Oncology, University of Califormia San Francisco, San Francisco, California, USA
Unjjvision of Pediatric Surgery, Hospital Sotero del Rio, Santiago, Chile

Diivision of Pediatric Surgery, East Tennessee State University, Johnson City, Tennessee, USA

MiCkinical Genetics Branch, Division of Cancer Epidemiclogy and Genetics, National Cancer Institute, Rockville, Maryland, USA
Westat, Rockville, Maryland, USA

*Lauren V. Ackerman Laboratory of Surgical Pathology, Department of Pathology and Immunology, Washington University Medical Center, St Louis, Missouri, LISa

14Department of Pathology and Laboratory Medicine. Children's Mational Medical Center, Washington, District of Columbia, USA
W hesourcePath LLC, Sterling, Virginia, USA
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TypeIr is a purely cystic tumor which does not
have a primitive cell component

The 5-year overall survival rate for type l/Ir PPB
patientsis 91%, but 10% may later progress to
type Il or lll.

In the latest IPPBR study that included 26 patients
with PPB type Ir, 4% had disease recurrence and
8% progressedto type Il/lI

ESCP Webinars SPF @
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Case n. 2 Infant with recurrent disease o
and a type Il PPB

What is the prognosis of recurrent PPB?
What is the role of novel therapiesin recurent PPB?

How would you treat this patient?

ESCP Webinars S Pa o
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Clinical characteristics
Progressive Disease Relapsed Disease
Number of patients 9 26
Median age 3.9 4.3
Typellll All 16 (65%)
IRS 11(2), 111 (6), IV (2) 1 (4), 11 (5), 111 (12), IV (5)

First line CHT

ALL

ALL

Progressive disease: local control in 4 cases, all died

Relapsed disease: patients were treated with salvage CHT (n=20), surgery
(n=10), and/or RT (n=10).
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Patient, Locatio Firstline Respons Time of Second line CHT Tumor Salvage Follow- Outcome

IRSgroup | mnofRD CHT e RD after respons  secondar up from

at imitial initial eto ¥ diagnosi

diagnosis, diagnosi second surgery/ | sof_

Delmer s line RT relapse

classificatio CHT (years)

n

1.LII. Type 3 CNS VA PR [ carboplainVAC, PR nonoe 21 DOD

Cisplatin/dexorubicine

2. I, Twvpe | CNS IVaDo Minor o7 carboplatin‘etoposide PD ves'no 04 DoD

3 PR

3.III. Tvpe | local VAC CR 19 ICE D no/'ves 03 DoD

2

4. IV, Tvpe | local Iva na. 1.0 carboplatin/ etoposide PD ves'yves 71 2 relapse:

2 Adriamyai
o,
CGsplatine.
gtoposide:
PR. then
CR: ACR:

5. 0. Type3 | local Iva na. 10 carboplatin/ etoposide CR noenoe 08 DoD

6. IV, Type | CNS, CEVAIE., na. 0.0. topotecan/cvclophosphamide D no'no (0] DOD

3 Orbifal O-TIE

7.1, Type | local ~ VAIA, O CR 18 carboplatin/etoposide/ PD yesmo 09 DOD

2 TIE hosphamide

8.1. Type3 CNS VATA na. 0.5, PEI(cisplatin, etoposide, ifosfamide) | FD no/no 01 DOD

9.IV, Type | CNS CEVAIE. na 14 irinotecan ' temodal FR ves /no 10 Alive with

3 O-TIE residue

10,11, Type | local IVADo CR 18 carboplatin/etoposide’ PR yes'ves 21 ACR:

2 (after cyclophosphamide

initial

Typel)

11.IV, Type Local. IVADo, PR on 12 ICE and PR yes'yes 31 2~ relapse,

3 bone  CYCAN PT CRon  caboplatin/etoposide/cydophosphami targeted

B bone de treatment
metas@si Alive on
s therapy
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Salvagesurgery
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Salvageradiotherapy

S —,

Time (years)

poor prognosis BUT patients with relapse may have a chance

Local control is important

New therapy is warranted for these patients

International collaboration is mandatory

i
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Case n.3 Recurrent type Il PPB, DICER 1 positive

What is the role of radiotherapy in PPB? Is PPB radiosensitive?
What is the role of genetic predisposition in PPB?

What is the prognostic implication of DICER 1 positivity and irradiated
patients?
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Radiotherapy

uuuuuuuuuuuuuuuu
nnnnnnnnnnn

« Radiotherapyis notrecommended for PPB type I.

. We recommend radiotherapy only in the case of residual viable tumor after
chemotherapy and second look surgery in PPB type II-IlL.

. Specific attention should be paid to potential long-term side effects of
myocardial irradiation after anthracycline exposure.
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(GENETIC CONSIDERATIONS

T Insertion TTransition/Transversion g

T Duplication

T Deletion

Heluse, C- Ribonuclease llla

terminal domain

1 350 700 1050 1400 1750 1922

(Amino Acids)

Ribonuclease Ilib
domain

DICER1 Pathogenic Germline Mutations. Mutations reported in DICER1 include deletions, duplications, insertions,
transitions, or transversions. The DICER] gene encodes 1922 amino acids, arranged into specific domains including
the helicase 1/2, ATP-binding domain, the helicase, C-terminal domain, the Dicer dimerization domain (DDD), the

PAZ domain (PAZ). the ribonuclease Illa domain, and the ribonuclease II1Ib domain. [see Tables 1-3).

DICER1 syndrome is a rare genetic condition predisposing to hereditary

cancer

many individuals who carry a mutation in the DICER1 gene do not
develop abnormal growths >> second mutation

Prevalence of DICER1 syndrome is currently unknown

The full spectrum of clinical manifestation may not yet be fully defined
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Age <10 years Age 10-40 years
Nasal chondromesenchymal
hamartoma
- ~————— Multinodular goiter
Pineoblastoma

Differentiated thyroid

Ciliary body )’/cancer

medulloepithelioma Ovarian Sertoli-Leydig

¢d
cell tumor
. / p /
PPB ———— — Cystic nephroma
Anaplastic sarcoma
q ’ of the kidney
l \Cervical embryonal

rhabdomyosarcoma

Wilms tumor /
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Genetic counsellingshould be proposedto all patients with PPB and their family
Radiological and clinical screenings in case of DICER; mutation recommendations are not validate

Overallrecommendations in patients with constitutional DICER; mutation:
Chest X-Ray at birth, then every 4 months until 6 years with an additional low dose thoracic CT scan at

6 months of age,
Abdominal pelvic and abdominal US at birth for all; and every year in female since 10 years of age,
Clinical cervical examination every year

Thyroid palpation yearly
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Type lll pleuropulmonary blastoma in a DICER1 germline mutation carrier and
residual lung cystic lesions

How would you manage this patient?
What is the role of surgical resection of cystic lung lesions in young children
with PPB-tumor predisposition syndrome?
How should you follow-up these patients?
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Challenging situation e

Surgical resection Aggressive surgical
IS recommended Approach >>
when feasible ‘; complications

Not all cysts are malignant
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Many questions still open.... o Netwer

nnnnnnnnnnn

. Best timing for delayed surgery in type II-Ill: early or not?

. Role of radiotherapy in type Il-1ll with residual disease after surgery?
. Indication, fields and dosages of radiotherapy?

. Treatment of poor responders, metastatic or relapsed tumors

. Efficacy of new drugs in PPB: topotecan?

ESCP Webinars supa e



.
3a» European
.. '0 Reference

Thank you .
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