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First cases at the end of 2014

1. WE GAVE DIRECTIONS ON HOW TO START

A tal fine. s1 chiede che tutti 1 pazienti portatrici di protesi mammarie ed affetti da un

sieroma periprotesico tardivo ‘fieddo” (comparso a distanza di almeno 6 mesi PERFORMING A PROPER BIA-ALCL DIAGNOSIS

dall’intervento. non su base traumatica o infettiva), specie se persistente e recidivante,

debbano essere sottoposti ad un agoaspirato sotto controllo ecografico di almeno 20 cc

di siero e questo inviato all’esame citologico. Il campione, centrifugato e strisciato sul

vetrino, dovra essere sottoposto a colorazione Giemsa e Papanicolaou e in caso di

2. MULTI-DISCIPLINARY APPROACH

positivita certa o dubbia per anomalie cellulari 1 pazienti dovranno essere inviati ad un

centro specializzato di emopatologia per la conferma citologica di ALCL.
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Se confermata la diagnosi, s1 dovra prendere in considerazione per i1l paziente un

approccio multidisciplinare con terapia idonea coerente con 1 dati presenti in letteratura. 3. URGE NOTIFICATION OF NEW
Per semplificare il processo di segnalazione dei nuovi casi di ALCL in pazienti portatrici )

di protesi mammarie. si potra utilizzare il modulo pubblicato on-line sul sito del BIA-ALCL CASES

Ministero della Salute.
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Si rinnova pertanto l'invito ad attenersi alle indicazioni contenute nella suddetta circolare

nbadendo:

- I'importanza per 1 pazienti di sottoporsi ai regolan controlli di follow-up indicati dal proprio

BIA-ALCL MANAGEMENT

News e media

Ministro e Ministero

medico curante e prescritti con cadenza vanabile in base alla condizione clinica del singolo

THE IMPORTANCE OF UNDERTAKING PERIODICAL
FOLLOW-UPS FOR ALL IMPLANTED PATIENTS WITH
ANY TYPE OF PROSTHESIS

ziente

O una

rificati di libera

siero

T

periprotesico. Indagini citologiche sul siero e¢/o istologiche ed immunoistochimiche sul

tessuto capsulare consentiranno di porre una corretta diagnosi.

istruzioni d"eso che costituscono pare integrante della documenimione teomica del dispositve

(it 1 151

medufmeng-vigilanza ).
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e protesi mammarie e
i scientifici disponibili,
bne Europea SCHEER.

3‘— IX Conferenza Nazionale dei Dispositivi Medici
;‘ e Data evento: 19 - 20 dicembre 2016
Archivio eventi
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GUIDELINES ON BIA-ALCL
DIAGNOSIS AND TREATMENT

N

PATHOLOGY
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g*g CENTRALIZED DATA COLLECTION
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CASES DIAGNOSED BEFORE 2014 WERE RECOVERED
FROM THE LITERATURE AND BY CONTACTING
AUTHORS AND HEALTH-CARE FACILITIES THAT TOOK
CARE OF THE PATIENTS

\J

Gender and Age

Clinical history;

Implant indication;

Implantation date;

Implant characteristics at the time of the onset of the symptoms;
Previous implant history;

Date of diagnosis;

Implant characteristics at the time of diagnosis;
Date of the onset of the symptoms;

Symptoms;

MDA TNM classification;

MDA TNM staging;

Treatment;

Outcome.
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RESEARCH ON BIA-ALCL

Antonella Campanale, M.D.
Rosana Boldrini
Marcella Marietea, M.D.

Rowe, Italy

BREASTIIN

JANUARY 2018

22 Cases of Breast Implant-Associated ALCL:

Awareness and Outcome Tracking from the
Italian Ministry of Health

Background: To date, 359 cases of anaplastic large cell lymphoma (ALCL) in
women with breast implants (breast implant-associated ALCL [BIA-ALCL))
worldwide have been reported among more than 10 million patients who
have received implants, but health care authorities suspect this is a possible
underestimation, and the limited number of cases makes it difficult 1o clarify
its cause. The General Directorate of Medical Devices and Pharmaceutical
Services of the Italian Ministry of Health has examined and studied the Italian
BIA-ALCL cases.

Methods: An official document has been diffused to all medical associations,
aiming at encouraging all physicians to notify each BIA-ALCL case. A reuo-
spective study has been performed on the notified BIA-ALCL cases collected
in the database named Dispovigilance.

Results: Rescarch on Dispovigilance returns a list of 22 BIA-ALCL cases.
The mean patient age was 49.6 years (range. 30 to 71 years). The average
time to the onset of the symptoms was 6.8 years (range, 1 to 22 years). The
average time to diagnosis was 7.8 years (range, 4 to 22 years). The estimated
incidence of the Italian BIA-ALCL cases related o 2015 is 2.8 per 100,000
patients.

Conclusions: The pathogenesis of BIA-ALCL remains unknown. The establish-
ment of a national breast implant registry is needed to better understand some
aspects of this disease. Future genetic studies on the population affected could
clarify why only some patients with implants develop this discase.  (Plast. Reconsty.
Surg. 141: 1le, 2018.)

Volume 51, Number 5 @ Lemers
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BIA-ALCL INCIDENCE
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SIGNIFICANT VARIABILITY @ new cases A dd“r‘"g a giverm—,
INCIDENCE ime perio —
OF BIA-ALCL INCIDENCE RATE = T T T
1/3.817 - 30.000 e s
B IMPLANTS/YEAR

MANDATORY BREAST
IMPLANT REGISTRY PENOMINATOR =

IMPLANTS WITH AESTHETIC PURPOSES
IMPLANTS WITH RECONSTRUCTIVE PURPOSES

MEAN LIFE OF THE IMPLANT
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RESEARCH ON BIA-ALCL
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PATIEMNT
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The Crucial Role of Surgical Treatment
in BIA-ALCL Prognosis in Early- and
Advanced-Stage Patients

Backgrownd: Studics on breast implant-associated anaplastic large cell -
phoma (BIA-ALCL) are oying to optimize medical and surgical treatments
for carly and advanced stages of this discase. The aim of this article s to
share the experience gathered on the authors’ prospectively collected 46 well-
documented cases.

Methods: ltalian physicians are obliged 1o repon BIA-ALCL cases to the Italian
Ministry of Health. Because of this cooperation with health care profession-
als, the competent authority has coordinated and centralized the collection
of information for each patient in 46 cases of BIA-ALCL. Satistical analy-
ses with cumulative incidence and corresponding 45 percent confidence
interval are provided for each vear, dividing the number of new cases that
occurred ina defined year and the population at sk of experiencng BLA-ALCL
during the same year.

Results: The mean time to the onset of sympioms is reduced to 6.4 £ 3.77 years
(range, 1 to 22 years). Increascd knowledge has also shortened the average
time to diagnosis, at 7.2 £ 3.71 vears (range, 2 to 22 years). A late seroma ap-
pears in %1 percent of cases. The patent who died underwent lmited surgery.

The Italian incidence has been estimated as 2.8 per L00 patients receiving

im]:rla.nL'i (95 percent Cl, (B8 to 4.84) in 2015, 21 (95 peroent CL 045 to
3.86) in 2016; 3.2 (95 percent CL 1.11 to 5.31) in 2017; and 3.5 (95 percent
Cl, 1.36 to 5.78) in 2018,

Conclusion: Although the number of cases has risen slightly, BIA-ALCL is
siill a rare disease with a siable incidence, easily recognized and with a favor-
able prognosis also in advanced stages if complete surgical excision s per-
formed.  (Plast. Reconstr. Surg. 146: 5350, 2024).)

THE MONITORING INCIDENCE RATE PER
YEAR IS FUNDAMENTAL

Incidence per 100,000 patients

Incidence rate
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RARE DISORDER WITH AN INCIDENCE
ABOUT 3/100.000 IMPLANTED PATIENTS




g*? RECOVERING THE COMPLETE IMPLANT HISTORY
IS FUNDAMENTAL TO UNDERSTAND THIS DISEASE
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Implant

m Devices were SIMILAR at the
onset of symptoms and at
the time of diagnosis

Devices were DIFFERENT at
the onset of symptoms and
at the time of diagnosis

m YES 62%
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33% DIFFEREN
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ITALIAN BIA-ALCL REPORT

Apsneia i Tk

Initial Implant Indication
January 2010 — September 30th 2020

NOTIFIED CASES: 64 CASES

MEAN AGE: 54.7 YEARS
m Aesthetic

MEAN TIME TO DIAGNOSIS: 7.7 YEARS ™ Reconstructive




ITALIAN BIA-ALCL REPORT - INVOLVED DEVICES AT THE ONSET OF THE

Moo i S SYMPTOMS

Implant history Type of Implant at the onset of symptoms

11%

P\

= No
= Yes

O

95% OF BREAST IMPLANTS SOLD ARE TEXTURED

81%

EU ISO 14607

® Double Lumen Saline/Silicone/
Macro Textured
m Silicone/ Macro Textured

= Silicone/ Micro Textured

Silicone/Polyurethane



ITALIAN BIA-ALCL REPORT - SYMPTOMS

MEAN TIME TO THE ONSET OF SYMPTOMS: 7.1 YEARS

Other
symptoms

0% 20% 40% 60% 80% 100%
M Seroma alone ® Seroma with other symptoms ® Other symptoms




ITALIAN BIA-ALCL REPORT - OUTCOMES ACCORDING WITH STAGE AND TREATMENT ADOPTED
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Stage I Stage 11

B, MEDIAN FOLLOW UP

= Surgeryand Other TIME OF 30 MONTHS
= Surgery and Other I ]

< Surgery and Other I

% OF THE PATIENTS
- Surgery 94 o
OTHER TREATMENT:

: HAD A COMPLETE |+ Pharmacotogicar

ath of Disease
Complete Respon

Therapy

| RESPONSE e

2 Surgery and Other

III Surgery and Other

v

0 1 2 3 4 0 1 2 3 4

Complete Responce Complete Responce Persistence of Disease M Death of Disease
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The Crucial Role of Surgical Treatment .
in BIA-ALCL Prognosis in Early- and BIA-ALCL LIKE A SOLID TUMOR

Advanccd-Stagc Patients

Antonella Campanale, M.D.

. . Background: Studies on breast implant-associated anaplastic large cell lym-
Alessandra Spagnoli. Ph). " P . s &

Lucia Lispi. 513 phoma (BIA-ALCL) are trying to optimize medical and surgical treatments
ucta Lispl, .1 for carly and advanced stages of this discase. The aim of this article s to
Rosaria Boldrni, 5.0 )

*  RADICAL SURGICAL TREATMENT IS

Rowse, Ttaly Methods: lalian physicians are obliged to report BIA-ALCL cases to the ltalian
Ministry of Health. Because of this cooperation with health care profession-
als, the competent authority has coordinated and centralized the collection

PATIEMT of information for each patient in 46 cases of BIA-ALCL. Siatistical analy- TH E KEY FACTOR THAT CAN LEAD
ses with cumulative incidence and corresponding 95 percent confidence

imterval are provided for cach vear, dividing the number of new cases that

occwrred in a defined year and the population at risk of experiencing BIA-ALCL

during the same year.

Rt T e b st s e 0.7 v THIS DISORDER TO A COMPLETE

{range, 1 to 22 years). Increased knowledge has also shortened the average
time to diagnosis, at 7.2 + 3.71 years (range, 2 to 22 years). A late seroma ap-
pears in 41 percent of cases. The patient who died underwent limited surgery.
The Ialian incidence has been estimated as 2.8 per W00 paticnts receiving

implants (95 percent CL, .88 to 4.84) in H)15; 2.1 (95 percent CI, 0043 to RE M ISSION EVE N I N PATI E NTS I N
3.86) in 2016; 3.2 (95 percent CL 1.11 to 5.51) in 2017; and 3.5 (95 percent ’
CI, 1.56 o 5.78) in 2018,

Conclusion: Although the number of cases has risen slightly, BIA-ALCL is
still a rare disease with a stable incidence, easily recognized and with a favor- ADVAN C E D STAG ES
able prognosis also in advanced stages if complete surgical excision is per-

formed.  (Plast. Reconste Surg. 146: 530e, 2020, )
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STATE OF ART ON BIA-ALCL ISSUE
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* BIA-ALCL IS A RARE DISEASE WITH A FAVORABLE PROGNOSIS

* MULTIFACTORIAL ETIOPATHOGENESYS TO BE STILL CLARIFIED GENETIC STUDIES MUST BE SUPPORTED

* BIA-ALCL HAVE BEEN ADDED TO THE RISKS OF THIS TYPE OF SURGERY

* AWARENESS FOR BOTH PHYSICIANS AND PATIENTS MUST BE CONSTANTLY PROMOTED

* ALLTYPE OF BREAST IMPLANTS MUST BE MONITORIZED

* SMOOTH IMPLANTS CANNOT BE EXCLUDED BY THE PATHOGENESIS OF THIS DISEASE

¢ In the 28 cases of smooth implants, I» have unknown prior history of implants, 8 have a

history of at least one textured implant, 9 have a history of prior implants with unknown

texture, and 1 has a history of one smooth implant and no known textured implant. It

should be noted that many MDR reports do not contain information, or contain
incomplete information, on the prior implant history of the patient. Therefore, this section
may be updated as new information emerges. As of January 5, 2020, there are no reports

of cases associated with tissue expanders.

NO DATA ABOUT POST

MARKET SURVILLANCE

OF SMOOTH IMPLANTS
WE HAVE




STATE OF ART ON BIA-ALCL ISSUE
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COMPETENT AUTHORITIES SIDE

* MANDATORY BREAST IMPLANT REGISTRY HAS TO BE PROMOTED AND SUPPORTED

* PREMARKET STUDIES HAVE TO BE ENHANCED

* THE CLASSIFICATION OF BREAST IMPLANT SURFACE HAS TO BE IMPROVED

INTERNATIONAL TASK FORCE
IS ALREADY WORKING ON
THIS MATTER




COMMENTS ON THE PRELIMINARY OPINION ON THE SAFETY OF BREAST
IMPLANTS IN RELATION TO ANAPLASTIC LARGE CELL LYMPHOMA
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* ALL ACTIONS UNDERTAKEN AND THE SCIENTIFIC EVIDENCE AQUIRED BY THE ITALIAN COMPETENT AUTHORITY
HAVE BEEN TOTALLY IGNORED WHILE OTHER PAPERS, PUBLISHED AHEAD OF PRINT , AND WHICH DO NOT FALL
WHITHIN THE CONSIDERED PERIOD HAVE SURPRISINGLY BEEN ADDED TO THE REFERENCES;

DESPITE TO WHAT HAS BEEN REPORTED:
* CLINICAL INDICATION FOR THE USE OF ONE TYPE OF BREAST IMPLANT VERSUS ANOTHER DEPENDS ON THE
PREOPERATIVE CLINICAL CONDITION FOR BOTH AESTHETIC AND RECONSTRUCTIVE PURPOSES (paragraph 2.1 page
9, line 17-20 and paragraph 4.1 page 13 line 46-49)

* ANATOMICAL SHAPED /TEXTURED BREAST IMPLANTS CANNOT BE ALWAYS REPLACED BY OTHER PROCEDURES IN
AESTHETIC SURGERY

* AFT AS AN ALTERNATIVE TO BREAST IMPLANT AUGMENTATION IS OFTEN NOT POSSIBLE AS IT DEPENDS ON THE
AMOUNT OF FAT TISSUE AVAILABLE FOR MULTIPLE SURGICAL SESSIONS (paragraph 4.3 page 17, line 27-28)

* AUTOLOGOUS RECONSTRUCTION REQUIRES A GREAT SURGICAL EXPERTISE AND PHISICIANS ARE NOT ALWAYS
ABLE TO PERFORM IT. THERE IS THE HIGH RISK THAT MANY PATIENTS DO NOT RECEIVE RECONSTRUCTION
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