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Dr George Beatson — 1896

104 TanLaxcer,] DR. BEATSON: INOPERABLE CABES OF CARCINOMA OF THE MAMMA. [Juwv 11, 1606

angther thirty years it would then have entirely disappeared.
The first great drop in its rate fook place in the decade
1830 -5, about the time that serious aMtention begao o be
given to sanitary reforms and especially to land drainage.
It then remained scarcely reduced for about seventeen years;
but from 1867 to 18949 it has been steadily on the decline. It
i in this period that most of the great sanitary works have
heen careied oot in this conntey.  Can we donbt that it s to
them that we owe so substantial a diminution of the disease?
\od reed we despair of carrying it on to its fittiog close!
bt iL be remembered that this improvement has taken place
m #pite of the increasing aggregation of the population in

towns awd without any special measures of repression

:a.

ON THE TREATMENT OF INOPERABLE
CASES OF CARCINOMA OF THE MAMMa.-
SUGGESTIONS FOR A NEW METHOD
OF TREATMENT, WITH ILLUSTRA-
TIVE CASES!

By GEORGE THOMAS BEATSON, M.D. Epiy.,

BURRON TO THE GLASGOW CARCER HOSPITAL ; AS*ISTANT E.Uﬂr,].:u.h.
[ LASLIY WESTHRY ISFIMSANY ; AND FIAMINER IN SURGERY 4
T THE UNINVEESITY OF EBMNITRGH,

Beatson GW. Lancet 1896



AN ANALYSIS OF NINETY-NINE CASES
OF INOPERABLE CARCINOMA OF THE BREAST
TREATED BY O0OPHORECTOMY

BY

HUGH LETT, M.B.Vier, FR.CS,

ASBIETANT ATRGEON BELGRAVE HOSPITAL FOR CHILDREX ; LATE BURGICAL
BEGISTEAR LOWDON HOSPITAL, ETC.
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six months most of nodules] 17 months
disappeared

Rapid disappearance of

currence.

in|

Mar}ted gain

Ulcer healed, and there was no 29 months

distinct lump in the left breast
three months after operation. |
Ten months after operation

had gained 2 st. 74 1bs. |
Eirhteen months’ weod health |

Relief of pain

Very slight

None

re-| 14 months

recurrence. Growths In
viscera. Died July, 1898,
lapse of growth. Cancer of
liver. Died October, 1901.

Becurrence of ualeeration 18

months after operation. Died
December, 1900.

12 months | Died 1896; secondary growths

in liver.

5 months | Died October, 1897 ; growths in

5 weeks

December 2nd, 1903 : two or |40 months
three small glands in  left | still alive

axilla ; very small hard gland
in left supra-clavicular region,
no pain, and no recurrence in
scar. September 28th, 1804 :
gmall nodule in the scar; con-
siderable increase in size in
the gland in left supra-clavi-
cular region

| Iang and liver.
i Died September, 1899,

Lett H et al. BMJ 1905



Estrogen Receptors in Human Breast Cancer

WirLiam L. McGume

From the Department of Physiology and Medicine, University of Texas
Medical School at San Antonio, San Anfonio, Texas 785229
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Cancer de mama receptor hormonal positivo (RH+)

e Mais comum

e Principal causa de mortalidade

e Doenca “luminal”=» incertezas mais frequentes

Oncologistas buscam evitar tanto sub-tratamento quanto tratamento excessivo



Cancer de mama receptor hormonal positivo (RH+)

e Terapia enddcrina é o pilar principal do tratamento

e Terapia enddcrina pode ser considerada o tratamento oncoldgico com maior impacto global, dada a incidéncia de

tumores de mama no mundo e os beneficios significativos da hormonioterapia

e Aproximadamente 25-30% dos tumores RH+ em estadio inicial terao recidiva, na maioria dos casos apds cinco anos

do diagndstico apesar do tratamento locorregional e sistémico

 Na doenca metastatica, resposta em ~30% das pacientes e beneficio clinico na ampla maioria

e Entretanto, resisténcia e progressao de doenca invariavelmente acontecem



Mecanismo de acao da terapia endocrina

Terapia-alvo dirigida a via do receptor de estrogénio (RE)
* Deprivacao estrogénica = Inibidores de aromatase e supressdo da fung¢do ovariana

* Modulacdo/degradacdo do RE = tamoxifeno e fulvestranto
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Primeiros estudos de hormonioterapia adjuvante
The Lancet *+ Saturday 5 February 1983

CONTROLLED TRIAL OF TAMOXIFEN AS
ADJUVANT AGENT IN MMANAGEMENT OF
EARLY BREAST CANCER

Interim Analysis at Four Years by Nolvadex Adjuvant
Trial Organisation™

* 1 o0u2anos de tamoxifeno
* Reducao significativa das recidivas
* Maioria das recorréncias ap0s o periodo de tratamento

* Hipdtese de que tratamentos mais longos melhorariam desfechos



Primeiros estudos de hormonioterapia adjuvante

J Matl Cancer Insi. 1996 MNov 6,83(21):1543-9.

Randomized trial of two versus five years of adjuvant tamoxifen for postmenopausal early stage
breast cancer. Swedish Breast Cancer Cooperative Group.

e ECR 2 vs 5 anos de tamoxifeno adjuvante
* Melhora da SLP e sobrevida global com HR 0.82

e SG 10 anos 80 vs 74%



EBCTCG meta-analysis: A vs tamoxifen

Aromatase inhibitors versus tamoxifen in early breast
cancer: patient-level meta-analysis of the randomised trials

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)*

Adjuvant Al in Postmenopausal
Women is Superior to Tamoxifen

=0
E-yaar galn, 2. 9% [SE, L7}

B-yaar gain, .95 |5E L
s raani 2F o 01
<0 — ]

[ | — T armox ftan

L= |

1

_—5'_='__ =0 —

(=

[ ]

=

= 0 — LE

=]

=5 .

1 15.3

—_—

T

Time (years)

Dowsett et al, SO Z005



Risco de recidiva ap0s 5 anos de hormonioterapia adjuvante

| CORIGINMNAIL ARTICLE

20-Year Risks of Breast-Cancer Recurrence
after Stopping Endocrine Therapy at 5 Years

Hongchao Pan, Ph.D., Richard Gray, M_S5c., Jeremy Braybrooke, B.MM_, Ph_Cr.
Christina Dawvies, B.M., B.Ch., Caroclyn Taylor, B.M_, B.Ch., Ph.D., Paul MoGale, Ph.D.,

FRichard Peto, F.R.S5., Kathleen

M itch Dowsett, Ph.D., and Daniel F.

. Pritchard, M.D., Jonas Bergh, M.D., Ph_.C»._,

Hayes, M.D., for the EBCTCIG™
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Adjuvancia extendida: 5 anos de |A apds 5 anos de tamoxifeno

The NEW ENGLAND
JOURNAL of MEDICINE

ESTAELISHED IN 1812 NOVEMBER 6, 2003 VOL. 349 NO.19

A Randomized Trial of Letrozole in Postmenopausal Women
after Five Years of Tamoxifen Therapy for Early-Stage Breast Cancer
Paul E. Goss, M.D., Ph.D., James M. Ingle, M.D., Silvana Martino, D.O., Nicholas J. Robert, M.D., Hyman B. Muss, M.D.,

Martine J. Piccart, M.D., Ph.D., Monica Castiglione, M.D., Dongsheng Tu, Ph.D., Lois E. Shepherd, M.D.,

Kathleen I. Pritchard, M.D., Robert B. Livingston, M.D., Nancy E. Davidson, M.D., Larry Morton, M.D.,
Edith A. Perez, M.D., Jeffrey S. Abrams, M.D., Patrick Therasse, M.D., Michael |. Palmer, M.Sc., and Joseph L. Pater, M.D.

Randomization d
(disease-free)

l' Letrozole 2.5 mg qd

Tamoxifen

Placebo qd

> | >

4.5-6 years adjuvant 5 years extended adjuvant

Primary end point. disease-free survival
Secondary end points. overall survival/safety
Substudies: quality of life, bone mineral density, bone markers,

A Disease-free Survival
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Adjuvancia extendida: 10 anos de tamoxifeno

ATLAS: Tamoxifen to 10 ys vs. Stopping
at 5 ys in Women with ER+ Disease

' Recurrence ! Breast Cancer Mortality
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‘1119%
=+ ' Treatment
4 50
580 vs 672 recurrences —
w{ RR=0.85 (95%Cl 0.76-0.95) | e gtop
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Adjuvancia extendida: 10 anos de IA

‘ ORIGINAL ARTICLE ‘

Extending Aromatase-Inhibitor Adjuvant MA1 7R: Kap|an*MEIEI‘ Ana|y5|5: .
Therapy to 10 Years (A) Disease-free and, (B) Overall Survival

P.E. Goss, J.N. Ingle, K.I. Pritchard, N.J. Robert, H. Muss, J. Gralow, K. Gelmon,
T. Whelan, K. Strasser-Weippl, S. Rubin, K. Sturtz, A.C. Wolff, E. Winer, C. Hudis,
A. Stopeck, J.T. Beck, J.S. Kaur, K. Whelan, D. Tu, and W.R. Parulekar

. HR letrozole vs placebo:
0,66 (95% CI, 0.48to 0.91; P =0.01) 0.97 (95% C1,0.73 10 1.28; P= 0.83)
, ﬁ Letrozole 25 mg p.o. 04,
Any durafion of pror 4 56 years of Arometase .
Tamaufen infibor 0 A F‘-—I';-i--i 8 Ouni 5.:..:.1
IIIII a -I:‘__W _.. o
V| P - E .
I ! ‘ AT ! | |
E _'| il Jj' Pligu
10-15 years of endocrine therapy " b A i
5-10 years of Al . R R RNy LK nERNEY Y

Goss et al, NEJM 2016



Adjuvancia extendida: 10 anos de IA

ORIGINAL ARTICLE

Extending Aromatase-Inhibitor Adjuvant
Therapy to 10 Years

P.E. Goss, J.N. Ingle, K.I. Pritchard, N.J. Robert, H. Muss, J. Gralow, K. Gelmon,

T. Whelan, K. Strasser-Weippl, S. Rubin, K. Sturtz, A.C. Wolff, E. Winer, C. Hudis,

A. Stopeck, ).T. Beck, J.S. Kaur, K. Whelan, D. Tu, and W.R. Parulekar

Diminuicao recorréncia: 7.0 vs 10.2%

(RRA =3.2%) (NNT=31) (56.730 comprimidos de IA)
Diminuicao recidiva sistémica: 4.4% vs 5.5%

(RRA=1.1%) (NNT=90) (164.250 comprimidos de IA)
Diminuicao tumores contra-laterais: 1.4% vs 3.2%

(RRA =1.8%) (NNT=55) (100.375 comprimidos de |A)

Patients [35)
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Adjuvancia extendida: 10 anos de IA

NSABP B-42 Schema . -
NSABP B-42: Overall Survival
Pastmencpausal Wamen with
ER and'cr PgR-Positive
imvabve Braast Cancer Whi Hive
Completed 5 Years of Hormonal Therapy (i e e e e
Conmasting of EMhar 5 Years of an Al o up 1o 3 e - 92.3%
Years of Tamouifen Followed by an Al R e e =
(For a Total of § Years) B # Doaths g1 A
Letrozole 164
STRATIFICATION B 146
+ Pathologic Nodal Status (negative, poaitive] Placebos  -----
¢ Tamoxifen as Adyuvant Therapy (yes, no) :!‘ 40
¢ Lowest Bone Mineral Danalty T scom for LS spine, total hip, or femoral neck =
20,5 2050) &
T AN
Randomization E
& g HE=1.15 (0.82-1.44) P=0.22
1 '| u.d
Grogp | ' Group
Piacebo ‘ Letrozole 2.6 mg -
taken orally taken ovaly |:. ;g 4 Ei T IB
nmlﬂll',rhrl',rml. . mdﬂphir!-rfn v — i than
i Lelroecle 1958 1802 1781 1498 287
510 years of endocrine therapy ke st L ri 4

2-10 years of Al |




Adjuvancia extendida: 10 anos de IA

IDEAL: Kaplan-Meier analysis:
(A) Disease-free and, (B) Overall Survival

IDEAL Trial (BOOG 2006-05)

Tamodfen

Letrozole

A B i =14y B ———
: -.L-‘-L\-""‘-n._ =55 ‘.--'-u._
Aromatase inhibitor g~ =~?JL\: i ET
2 |
Tamaxifen Letrozole b &
2
»a » » 4 | | ;
* : =
5y of adjuvant therapy 0-1y 150 Syolextended therapy B &
P=d | 5 pal
1]
T,

7.5-10 years of endocrine therapy |
| 2.5-10 years of Al

Blok et al, JNC/ 2018
Blok et al, JNC/ 2018



Adjuvancia extendida: 10 anos de |IA

Extended Adjuvant Al After Sequential DATA: Kaplan-Meier Estimates,
Endocrine Therapy (DATA) Adapted Disease-free Survival

A
1K -._._‘_____T__‘“_
* Postmenopausal ; e = B0~ s
randomization Anastrozole - ‘2
+ ER+ andlor PR+ v 6 years $ .
* No sign of disease e |
fecurrence _ Nodal status E 40
+  After 2-3 years of adjuvant rn il Anastrozol e
tamoxifen HER2 status ¢ T X
'E . -
Tamaxifen duration &3 years < 20 — b yeaw anastranch
— — — §yeal EETL e
s o 070 (05 O 0-60-1-03 pe et
'5-9 years of endocrine therapy ROk T T . . B L.
I AET
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Tjan-Heljnen, Lancet Oncol 2017 Tjan-Heijnen, Lancet Oncol 2017



Extending Al Duration Beyond 5 years

Number Duration DFS 0S benefit New BC
(% Node+) ET/AI benefit benefit
MA-17R {;93 ;f} 155‘11{5' Yes No Yes
Y AR
IDEAL {1:_.?::;:} ;:gjg No No Yes
DATA E,;f} . No No No
i ;ﬁ} &40 contint | MO e £

ET- endocrine therapy, Int- intermittent, Al- aromatase inhibitor, Cont- continuous,




Meta-analysis: Extended Al Therapy

Forest Plot for Disease-free Survival According to Nodal involvement
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Goldvaser ¢t al, Cancer Treatment Reviews 60 (2017) 53-59



Extending Al Duration Beyond 5 years:
Percent Experiencing Adverse Events by Arm

MA-17R | NSABP B42| IDEAL PATA SOLE
(years 0-6)
P — - | A AN NE.
5ys }':5 Gys | 3ys | Cont.| Int.
Arthralgia 53 a0 147 | 13.2 | 860 54 (1] 66
Hot 38 | 37 131 | 105 54 | 52
Flashes
Vaginal
o el 1 | 10
Cardio-
it 12 | 10 15 | 14
Fracture 14| o |54|as8| 5 |28| 10| 8 | 10| @
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Conclusdes: hormonioterapia adjuvante extendida

e Modesto aumento de SLP/SG com 10 anos de tamoxifeno

* Aumento minimo/ausente em SLP com extensdo da terapia com IA

* NUNCA foi demonstrado aumento da sobrevida com mais de cinco anos de IA
* Discreta diminuicao na taxa de tumores contra-laterais

e Aumento no perfil de efeitos adversos (MA17 Number need to harm fracture: 20)



Conclusdes: Quem precisa de 10 anos de hormonioterapia?

DE UMA MANEIRA GERAL, 5 ANOS DE HORMONIOTERAPIA ADJUVANTE E O TRATAMENTO PADRAO

CANDIDATAS A ADJUVANCIA EXTENDIDA:
PACIENTE COM BOA TOLERANCIA E TUMORES COM ALTO RISCO DE RECIDIVA TARDIA

APOS 5 ANOS DE TAMOXIFENO:
CONSIDERAR 5 ANOS DE TAMOXIFENO ADICIONAL (ATLAS/ATTOM)

CONSIDERAR 5 ANOS DE IA (MA17)

APOS 5 ANOS DE IA:
DISCUTIR RISCO X BENEFICIO
CONSIDERAR:

SOMENTE pacientes que vem tendo boa tolerancia

SOMENTE pacientes com tumores de alto risco (N+)
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