MynbmuKuHa3HblIe
uHaubumopsi! (VEGFRI, BRAFiI,
MEKIi, mTORI, CDK 4/6 i)

[logrotoBuna ctygeHTKa 5 Kypca
[Mepsoro MI'MY nm. .M. CeuyeHoBa
[TanbdnHckaga O.B.



TapretHaga Tepanums — Tepanus HanpasneHHOro
OEVUCTBUA, TO €CTb BO3OENUCTBNE Ha ONYyXOJieBLIe
«MULLEHN» (DErnku, peuenTopsbl, reHbl),
NMerLLine BaxHenlee («KpPUTUHECKOEY)
3Ha4YeHne Ans pasBuTmnst HOBOOH6pPa3oBaHUN.
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Mpenapat

MuweHb gencTBUA

Moka3zaHusa

CopadeHnb (Hekcasap)

BHyTpukneToyHble knHa3sbl (c-CRAF,
BRAF) 1 knHasbl, pacnonoXxeHHble Ha
nosepxHoctu knetkn (KIT, FLT-3, RET,
VEGFR-I, VEGFR-2, VEGFR-3 u
PDGFR-B)

*NeYeHOYHO-KITETOYHbIN pak;

*MECTHO-PaCnpPOCTPAHEHHbIN UK
MeTacTaTtu4yecknm
AndpepeHUMpOBaHHbIN pak
LMTOBUOHOM Xere3bl, PE3NCTEHTHLIN K
pagnoakTUBHOMY Moay

eMeTacTaTUMYeCKU NOYEYHO-KINETOYHbIN
pak

CyHUTUHNG (CyTeHT)

NHrmbutop peuentopos
TpombouunTapHOro gaktopa pocTa
(PDGFRa n PDGFRR), peuentopoB
dhakTopa pocTta COCyaMCTOro aHAOTENMS
(VEGRF1, VEGRF2 n VEGRF3);
peuenTopa gpakTopa CTBOMOBbIX KNETOK
(KIT), peuentopa Fms-nogo6Hom
TMpO3nHKMHa3bl-3 (FLT), peuenTopa
KONOHMEeCTUMynupytoLiero oakropa u
peuenTtopa HENPOTPONYECKOro
rmnansHoro daktopa (RET)

. raCTPOUHTECTUHANbHbIE
CTpOMarbHbIE€ OMYXONKn Npu OTCYTCTBUK
addekTa oT Tepanmm uMaTMHMOOM
BCreacTBne pe3nCTeHTHOCTM UNn
HenepeHoOCNMOCTN;

. pacnpoCcTpaHEHHbIN W/nnu
MeTacTaTU4YeCKNN NOYEYHOKNETOUHbIN
pak y naumMeHToB, He Nofy4YaBLUMX
paHee cneundunyeckoro fevyeHns nnm
npun oTcyTCTBUKN 3chbhekTa OT Tepanum
LMTOKMHaAMM

[MazonaHnb (BoTpueHT)

NHrmbuTop TnposmHkuHasel VEGFR-1,
VEGFR-2, VEGFR-3, PDGFR-a u
PDGFR-[3, peuenTtopa gakTopa pocrta
dunbpobnacTtos-1 n -3 (FGFR-1, -3),
peuenTtopa umTtoknHa (Kit), peuentopa
MHTepnenknHa-2, nHOyunpyemoro
knHason T-knetok (ltk),
nenkoumTtcneundunyeckon npoTenH-
TUPO3MHKMHa3bl (Lck) n
TPaHCMeMBPaHHOrO rMMKONPOTEMHOBOIO
peuenTopa TMPO3NHKMHAa3bI (C-Fms)

. pacnpocTpaHeHHbIN NOYEYHO-
KIETOYHbIN pak;
. pacnpocTpaHeHHas capkomMa

MSATKUX TKaHewn (Kpome
raCTPONHTECTUHANbHbIX CTPOMAarnbHbIX
Oonyxoneun u NMnocapkomsbl) y
naumeHToB, paHee Nony4aBLUNX
XnmunoTtepanuio




MNMpenapat MuweHb aencTeus Noka3aHunA
BangetaHnb(3akTnma, NHrmMbunTop TMpO3NHKMHAE3bI * HepeseKkTaberbHbIN
Kan enca) VEGFR-2, EGF MECTHOPaCMNPOCTPaAHEHHbIN 1N
P MeTacTaTU4YeCKnin MeaynnsipHbIn pak

LLNTOBUOHOWN XKenesbl

AKCUTNHNO (NHNuTa)

NHrmbunTop TMpO3NHKMHA3bI
VEGFR-1, VEGFR-2, VEGFR-3

pacnpocTpaHEeHHbIN NOYEYHO-
KIETOYHbIN paK

JlenBatnHnO (JleHBuma)

NHrmbutop knHas VEGFR, FGFR,
RET, KIT u PDGFR

nporpeccupyoLmin
AnddepeHLMpoBaHHbIN pak
LLMTOBNOHOW Xenesbl, pepakTepHbIn
K paguoakTuBHOMY noay

Peropadenunb (Ctusapra)

NHrmbuTop TMpO3NHKNHA3bI
VEGFR-1, VEGFR-2, VEGFR-3

KOnopekTarbHbIN pak;

raCTponHTEeCTUHAlIbHbIE
CTpomMaribHble OMyXonu

Adonnbepuent (3antpan)

BriokupyeT akTMBaLuio peLenTopoB
VEGF

meTacTtatnyeckmn KPP,
PE3UCTEHTHbIN K OKCanuniaTuH-
cogepXxawen xmumumoTtepanum unmn npu
nporpeccupoBaHnn onyxonu nocne
NPUMEHEHNS Takon Tepanuun B
COYETAHUN C PEXMMOM, BKITHOHAOLLUM
MPUHOTEKaH, pTopypaumn 1 Kkanus
donuHat (FOLFIRI)




The New England
Journal of Medicine

ORIGINAL ARTICLE

Lenvatmib versus Placebo in Radioiodme-Refractory Thyroid
Cancer

Martin Schiumberger, M.D., Makoto Tahara, M.D., Ph.D., Lori J. Wirth, M.D., Bruce Rohinson, M.D., Marcia S. Brose, MD., PhD.,
Rossella Elisei, M.D., Mouhammed Amir Habra, M.D., Kate Newhold, M.D., Manisha H. Shah, M.D., &na O. Hoff, M.D., Andrew
G. Gianoukakis, M.D., Naomi Kiyota, M.D., Ph.D., Matthew H. Taylor, M.D., Sung-Bae Kim, M.D., Ph.D., Monika K.
Krzyzanowska, M.D., M.P H., Corina E. Dutcus, M.D., Begofia de las Heras, M.D., Junming Zhu, Ph.D., and Steven |. Sherman,
M.D.

N Engl J Med 2015; 372:621-630 |February 12, 2015 |DOL: 10.1056/NEMoa1 406470

Median (95% CI)

18.3 mo (15.1-NE)
3.6 mo (2.2-3.7)

Lenvatinib
Placebo

el Hazard ratio for progression or death,
< 90+ 0.21 (99% Cl, 0.14-0.31)
— 80 P<0.001
.g 70—
=
.
:g_, 50+ Lenvatinib
s 497
@ 30
B 20+
% 104 Placebo

0 T T T T T

No. at Risk
Lenvatinib
Placebo

261 225 198 176 159 148 136 92 66 44 24 11 3 0
131 71 43 29 19
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Months
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Table 2. Efficacy Measures.*

Qutcome

Progression-free survival
Primary analysis, IRR and ITT populations:
Median (95% Cl) — mo
Rate — % (95% Cl)
6 mo
12 mo
18 mo
24 mo
Prespecified sensitivity analyses
Investigator assessment, ITT population — mo
Median
95% Cl
IRR population — mo¥|
Median
95% ClI
Secondary efficacy end points
Overall survival, RPSFT adjusted, ITT population
Median (95% Cl) — mo
Rate, RPSFT adjusted — % (95% Cl)
6 mo
12 mo
18 mo
24 mo
Response rate — no. (%)**
Complete response
Partial response
Stable disease
Durable stable disease =23 wk
Progressive disease
Could not be evaluated
Exploratory efficacy end points
Disease-control rate — no. (%) 171
Clinical-benefit rate — no. (%)
Time to first objective response — mo
Median
95% ClI

Lenvatinib
(N=261)

18.3 (15.1-NE)

77.5 (71.7-82.3)
63.0 (56.5-68.9)
51.1 (43.3-58.3)
443 (35.1-53.1)

16.6
14.8-NE

16.6
14.8-20.3

NE (22.0-NE)

90.7 (86.4-93.7)
81.6 (76.2-85.8)
72.3 (65.7-77.9)
58.2 (46.0-68.6)
169 (64.8)
4 (1.5)
165 (63.2)
60 (23.0)
40 (15.3)
18 (6.9)
14 (5.4)

229 (87.7)
209 (80.1)

2.0
1.9-3.5

Placebo
(N=131)

3.6 (2.2-3.7)

25.4 (18.0-33.6)
10.5 (5.7-16.9)
3.8 (1.1-9.2)
NE

3.7
3.5-5.4

3.6
2.2-3.7

NE (14.3-NE)

85.3 (78.0-90.4)
70.0 (57.1-79.7)
63.0 (44.3-76.9)
NE
2 (15)
0
2(15)
71 (54.2)
39 (29.8)
52 (39.7)
6 (4.6)

73 (55.7)
41 (31.3)

5.6
1.8-9.4

Hazard Ratiof

0.21 (0.14-0.31)§

0.24 (0.16-0.35)§

0.22 (0.15-0.32)§

0.62 (0.40-1.00) |

Odds Ratio
(95% Cl)

28.87 (12.46-66.86)§

5.05 (2.98-8.54)§
7.63 (4.55-12.79)§




Table 3. Adverse Effects.

Effect

Any treatment-related adverse effect — no. of patients (%)
Adverse effect developing during treatment — no. of patients (%)
Serious*
Total
Treatment-related
Fatal
Totalf
Treatment-related

Treatment-related adverse effect of any grade in =10% of patients, of grade =3
in 22%, or both — %

Hypertension
Diarrhea

Fatigue or asthenia
Decreased appetite
Decreased weight
Nausea

Stomatitis
Palmar-plantar erythrodysesthesia syndrome
Proteinuria
Vomiting
Headache
Dysphonia
Arthralgia
Dysgeusia

Rash

Constipation
Myalgia

Dry mouth

Upper abdominal pain
Abdominal pain
Peripheral edema
Alopecia

Dyspepsia
Oropharyngeal pain
Hypocalcemia

Pulmonary embolism

Lenvatinib (N=261)

All Grades
254 (97.3)

130 (49.8)
79 (30.3)

20 (7.7)
6(2.3)

67.8
59.4
59.0
50.2
46.4
41.0
35.6
31.8
31.0
28.4
27.6
24.1
18.0
16.9
16.1
14.6
14.6
13.8
13.0
11.5
11.1
11.1
10.0
10.0

6.9

27,

Grade =3
198 (75.9)

41.8
8.0
9.2
5.4
9.6
2.3
42
34

10.0
19
2.7
11

0.4
0.4
15
0.4

0.4
0.4

0.4
23,
2.7

Placebo (N=131)

All Grades
78 (59.5)

30 (22.9)
8 (6.1)

6 (4.6)
0

9.2
8.4
27.5
115
9.2
13.7
3.8
0.8
15
6.1
6.1
3.1
0.8
135
1:5;
8.4
2.3
3.8
3.8
0.8

3.8

0.8

1.5

Grade =3
13 (9.9)

=3 A =
o w w

o

w

* A complete list of serious adverse effects is provided in Table S2 in the Supplementary Appendix.
T A complete list of fatal adverse effects that developed during treatment is provided in Table S3 in the Supplementary Appendix.
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MHrmoutopel BRAF

BemypadceHno (3endopad) — neveHne HeonepabernbHOU nnu

meTacTtatunyeckom menaHombl ¢ BRAF V600 myTaunen y B3pocnbix
NaunMeHTOB B BUOE MOHOTEpanun.

HNabpadeHundb (TachnHnap) — neveHne HeonepaberibHOW NNn
MeTacTaTU4yeCcKon MenaHoMbl Yy naumMeHToB ¢ MyTaunen reHa BRAF

V600, neyeHne metactatndeckoro HMPJ1 ¢ mytaumen reHa BRAF
V600.
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Dabrafenib in BRAF-mutated metastatic melanoma: a

T H E LAN C E T multicentre, open-label, phase 3 randomised controlled trial

Prof Axel Hauschild, MD, Prof Jean-Jacques Grob, MD, Prof Lev ¥ Demidaov, MD, Thamas Jouary, MD, Ralf Gutzmer,
MD, Michael Millward, MD, Piotr Rutkewski, PhD, Christian U Blank, PhD, Wilson H Miller Jr, PhD, Eckhart Kaempgen,
PhD, Salvador Martin-Algarra, PhD, Boguslawa Karaszewska, MD, Prof Carnelia Mauch, PhD, Yanna Chiarion-Sileni, MD,
Anne-Marie Martin, PhD, Suzanne Swann, PhD, Patricia Haney, BSN, Beloo Mirakhur, PhD, Mary E Guckert, MSN, Vicki
Goodman, MD, Paul B Chapman, MD

Published: 25 June 2012

—— Dabrafenib
—— Dacarbazine

Dabrafenib (n=187)  Dacarbazine (n=63)
Complete response 6 (3%) 1(2%)
Partial response 87 (47%) 3(5%)
Stable disease* 78 (42%) 30 (48%)
Progressive disease 10 (5%) 23(37%)
Not evaluablet 6 (3%) 6 (10%) 20
Response rate (complete+partial response, n (%, 95% ClJ} 93 (S0%, 42-4-57-1) 4 (6%, 1-8-155) 10 4

Progression-free survival (%)
A%,
)
1

Number at risk
Dabrafenib 187 184 173 113 100 41 31 5 3 0
Dacarbazine 63 53 31 14 11 6 4 2 0 0

Progression-free survival (%)
w
=]
1

204

10

0 1 2 3 4 5 6 7 8 9

: Time since randomisation (months)
Number at risk

Dabrafenib 187 182 167 112 98 39 28 7 4 0
Dacarbazine 63 53 32 16 12 5 4 2 0 0



Dabrafenib Dacarbazine

Any event 100 (53%) 26 (44%)
Skin
Hyperkeratosis*
Grade 2 23(12%) 0 Dabrafenib Dacarbazine
Grade 3 1(<1%) 0
(Continued from previous column)
Grade 4 1(<1%) e
PPE/palmar-plantar hyperkeratosist '
Arthralgia
Grade 2 12 (6%) 0
Grade3 40%) 0 Grade 2 9 (5%) 0
. Grade 3 1(<1%) 0
Squamous cell carcinoma/keratoacanthomat
Asthenia
Grade 2 4(2%) 0 e i
Grade 3 8 (4%) 0 . de ; 5 z 2
Gastrointestinal "a =
Nausea e
Grade 2 201%) 8(14%) s S 6%
Grade 3 2(1%) 0
Grade 3 0 0
24 Headache
Vomiting
Grade 2 2 (1%) 3 (5%) Grade 2 9(5%) 0
Grade 3 0 0
Grade 3 0 0
) Pyrexia
Haematological
s Grade 2 15 (8%) 0
Neutropenia Grade3 5(3%) A
Grade 2 0 2(3%) ‘ :
Grade 3 1(<1%) 3(5%) Data are number of patients (%). PPE=palmar-plantar erythrodysaesthesia.
Grade 4 0 4(7%) * Hyperkeratosis includes acanthoma, acrochordon, actinic keratoss,
. hyperkeratosis, keratosis pilaris, lichenoid keratosis papilloma, seborrhoeic
Thrombocytopenia keratosis and skin papilloma. +PPE/palmar-plantar hyperkeratosis includes
Grade 2 0 0 hyperkeratosis palmaris and plantaris, and palmar-plantar erythrodysaesthesia
Grade 3 1 (<1%) 1(2%) syndrome. $Includes squamous cell carcinoma of skin, squamous cell carcinoma,
and keratoacanthoma (grade 2).
Grade 4 0 2(3%)
Leukopenia Table 3: Treatment-related adverse events grade 2 or higher,
Grade 2 0 2(3%) experienced by at least 5% of patients on either group
Grade 3 0 1(2%)

{Continues in next column)
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MEK nHrmouTopebl

e TpameTnHno (MeknHuct) B kKOMbMHaUUM ¢ gabpadeHnbom:
rle4yeHne nauneHToB C Hepe3eKTabenbHOM Unn MetTactTaTnydecKom
mMenaHomou ¢ myTtaumen reHa BRAF V600; B Buae moHoTepanuu:
rle4yeHre nauneHToB C Hepe3eKTabenbHOM Unn MetTactTaTnydecKom
menaHomou ¢ mytauueun reHa BRAF V600.

e Kobumetnumno (Korennuk) B kKombuHaumm c semypadeHnbom:
rfieyeHne naumeHToB c HeornepabernbHOM N MeTacTaTU4eCckon
menaHomoun ¢ BRAF V600 myTtauwnen.
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Dabrafenib plus trametinib in patients with previously

T H E LAN C ET untreated BRAF®9%E_mutant metastatic non-small-cell lung

Oncology cancer: an open-label, phase 2 trial

David Planchard, MD, Prof Egbert F Smit, MD, Prof Harry J M Groen, MD, Prof Julien Mazieres, MD, Benjamin Besse, MD,
Aslaug Helland, MD, Yanessa Giannone, MPA, Anthony M D'Amelio Jr, PhD, Pingkuan Zhang, MD, Bijoyesh Moakerjes, MD,
Prof Bruce E Johnson, MDE]

B 017

100
90+
80~
70+ :
604 Investigator Independent

50 assessed (n=36)  review committee
o assessed (n=36)

30 Overall response (complete 23 (64%; 46-79) 23 (64%; 46-79)

20 . and partial responses)
10+ Disease control (complete 27(75%; 58-88) 26 (72%; 55-86)
c T L)

0 5 10 15 20 25 30 35 10 responses, partial responses,
j Time from first dose (months) and stable disease)
dumber at risk

iber censored) 36 (0)  25(4)  18(6)  11(6) 4(9) 1(11) 1(11)  1(11)  0(12) Complete response 2 (6%) 2 (6%)
C Partial response 21 (58%) 21(58%)
100~ Stable disease 4 (11%) 3(8%)

90+ Progressive disease 5 (14%) 7{19%)
80-

il : Not evaluable 4(11%) 3(8%)
60
50
A0- - i
30
20

Progression-free survival (%)

Overall survival (%)

104

0 T T T T T 1

0 5 10 15 20 25 30 35 40

TirabestmsE Time from first dose (months)

iber censored) 36 (0) 32(2) 26(2) 19(3) 12(8) 3(16) 1(18) 1(18) 0(19)



Grade 1-2 Grade 3 Grade 4 Grade 5
Total 10 (28%) 23 (64%) 2(6%) 1(3%)
Pyrexia 19 (53%) 4(11%) 0 0
Nausea 20 (56%) 0 0 0
Diarrhoea 12(33%) 1(3%) 0 0
Fatigue 13(36%) 0 0 0
Peripheral oedema 13 (36%) 0 0 0
Vomiting 9 (25%) 3(8%) 0 0
Dry skin 12 (33%) 0 0 0
Decreased appetite 12 (33%) 0 0 0
Chills 9 (25%) 0 0 0
Headache 9 (25%) 0 0 0
Rash 7 (19%) 1(3%) 0 0
Dizziness 8(22%) 0 0 0
Cough 8(22%) 0 0 0
Alanine aminotransferase increase 2 (6%) 4(11%) 0 0
Dyspnoea 4(11%) 2(6%) 0 0
Hypotension 4(11%) 2(6%) 0 0
Back pain 6 (17%) 0 0 0
Weight decrease 6 (17%) 0 0 0
Abdominal pain 4(11%) 1(3%) 0 0
Anaemia 4 (11%) 1(3%) 0 0
Arthralgia 4(11%) 1(3%) 0 0
Constipation 5(14%) 0 0 0
Insomnia 5(14%) 0 0 0
Myalgia 5(14%) 0 0 0
Hypertension 0 4(11%) 0 0
Hyponatraemia 2(6%) 2(6%) 0 0
Aspartate aminotransferase increase 3(8%) 1(3%) 0 0
Asthenia 3(8%) 1(3%) 0 0
Pruritus 3(8%) 1(3%) 0 0
Pain in extremity 3(8%) 1(3%) 0 0
Erythema 4(11%) 0 0 0
Dysphonia 3(8%) 0 0 0
Malaise 4(11%) 0 0 0
Musculoskeletal chest pain 4 (11%) 0 0 0
Urinary tract infection 4 (11%) 0 0 0
Dehydration 2(6%) 1(3%) 0 0
Ejection fraction decrease 1(3%) 2(6%) 0 0
Pulmonary embolism 1(3%) 2(6%) 0 0
Weight increase 2(6%) 1(3%) 0 0




MTOR (mammalian target of rapamycin)

Nutrients

Growth factors (e.g. VEGF)

DA A
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PTEN Cell proliferation
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NHrimbutopbl MTOR

e Temcuponumyc — tepanus 1-u NIMHKUM pacnpocTpaHEeHHOro paka
MNOYKKM Y NAUMEHTOB C HEDNaronpuUATHbIM NPOrHO30M TEYEHUS
3aboneBaHus.

 3JBeponuMyc — fie4eHme pacnpoCTpaHEHHOro paka Novku nocrie
Heyoayn aHTUaHTMOreHHOW Tepanuu, nedeHune
MecTHopacnpocTpaHeHHOro HER2-nonoXutenbsHOro paka Mono4HoOu
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THE LANCET
Oncology

Everolimus for women with trastuzumab-resistant, HER2-
positive, advanced breast cancer (BOLERO-3): a randomised,
double-blind, placebo-controlled phase 3 trial

Prof Fabrice Andre, MD, Prof Ruth O'Regan, MD, Prof Mustafa Ozguraglu, MD, Prof Masakazu Tai, MD, Prof Binghe Xu,
MD, Prof Guy Jerusalem, MD, Narikazu Masuda, MD, Sharon Wilks, MD, Francis Arena, MD, Prof Claudine lsaacs, MD,
Yoon-Sim Yap, MD, Zsuzsanna Papai, MD, Prof Istvan Lang, MD, Anne Armstrang, MD, Guillerma Lerzao, MD, Michelle
White, MD, Prof Kunweei Shen, MD, Jennifer Litton, MD, David Chen, PhD, Yufen Zhang, PhD, Shyanne Ali, Tetiana Taran,
MD, Dr Luca Gianni, MDEA =

Published: 14 April 2014

100 n/N Median PFS (95% Cl) -l Everolimus
Everolimus  196/284  7.00(6:74-8-18) - Placebo
Placebo 219/285 5-78 (5-49-6-90)
ol HR=0-78 (95% Cl 0-65-0-95)
Log-rank p=0-0067
g
=
% 60 Everolimus group  Placebo group
3 (n=284) {n=285)
E Complete response 9(3%) 7 (2%)
& Partial response 107 (38%) 99 (35%)
v
g 40+ Stable disease 137 (48%) 118 (41%)
§ Progressive disease 14 {5%) 37 {13%)
Unknown 17 (6%) 24 (8%)
20
E=)
0 T T T T 1 T 1 T T T T T T T T T T 1 1 T T T T T T T T 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120 126 132 138 144 150 156 162 168 174
Time (weeks)
Number at risk
Everolimus 284 259 233 200 161 126 98 78 54 40 35 26 18 14 14 9 5 Z 2.4 1 1 1 1 1 1 1 0

Placebo

285 253 202 177 138 109 85 64 49 38 26 23 19 16 12

4 1
10 7 4 3 3 1. 1 1 0 0 0 0 0 0 0



Everolimus group (n=280) Placebo group (n=282)

Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4
Neutropenia 24 (9%) 98 (35%) 106 (38%) 22(8%) 90 (32%) 85 (30%)
Stomatitis 138 (49%) 37 (13%) 0 74 (26%) 4(1%) 0
Anaemia 85 (30%) 47 (17%) 6(2%) 66 (23%) 16 (6%) 1(=1%)
Leucopenia 22(8%) 25 (30%) 21 (8%) 23(8%) 71(25%) 11(4%)
Fatigue 87 (31%) 33 (12%) 1(=1%) 107 (38%) 11(4%) [
Pyrexia 101 (36%) 7 (3%) (4] 62 (22%) 3(1%) 0
Diarrhoea 396 (34%) 11(4%) [} 84 (30%) 2 (<1%) 0
Nausea 91(33%) 7(3%) 0 100 (35%) 3(1%) [}
Decreased appetite 88 (31%) 4(1%) [} 46 (16%) 3(1%) 0
Constipation 82(29%) 1(<1%) 0 87 (31%) 1(<1%) 0
Weight decreased 81(29%) 2 (<1%) 0 43 (15%) 1(<1%) 0
Cough 80(29%) 1(<1%) 0 53 (19%) 1(=1%) 0
Asthenia 60 (21%) 14 (5%) 0 44 (16%) 10 (4%) 2 (=1%)
Headache 70 (25%) 2 (<1%) 0 56 (20%) 2 (<1%) 1(<1%)
Rash 69 (25%) o 0 49 (17%) 2 (<1%) o
Epistaxis 60 (21%) 3(1%) 0 38(13%) o 0
Vomiting 58 (21%) 2(=<1%) 0 57 (20%) 2 (<1%) 0
Dyspnoea 47 (17%) 4(1%) 1(=1%) 32(11%) 9(3%) [}
Arthralgia 46 (16%) 1(=1%) 0 33(12%) 2(=<1%) o
Febrile neutropenia 3(1%) 30(11%) 14 (5%) 1(<1%) 7(2%) 3(1%)
Abdominal pain 45 (16%) 0 0 48 (17%) 1(<1%) o
Peripheral oedema 42 (15%) 4] 0 24(9%) 2 (<1%) 0
Pain in extremity 39 (14%) 2 (<1%) 0 40 (14%) 2 (<1%) ]
Thrombocytopenia 30(11%) 7(3%) 3(1%) 5(2%) 1(<1%) [}
Myalgia 36 (13%) 2 (<1%) 0 31(11%) 0 0
Nasopharyngitis 38 (14%) 0 0 28 (10%) 0 0
Back pain 37 (13%) o 0 41(15%) 2 (=1%) 0
Upper respiratory tract infection 37(13%) ] 0 26(9%) 0 0
Increased alanine aminotransferase 26 (9%) 8(3%) 1(=<1%) 17 (6%) 8(3%) 0
Upper abdominal pain 32(11%) 2 (<1%) 0 36(13%) 3(1%) [}
Insomnia 34(12%) o 0 25(9%) 0 0
Hypokalaemia 21(8%) 11(4%) 1(=<1%) 16 (6%) 2 (<1%) 0
Increased aspartate aminotransferase 24(9%) 6(2%) 1(=1%) 14(5%) 7(2%) 0
Mouth ulceration 28 (10%) 3(1%) 0 6(2%) 0 0
Muscle spasms 29 (10%) 2(<1%) 0 45(16%) 1(=1%) 0
Increased gamma-glutamyltransferase 11(4%) 13 (5%) 5(2%) 7(2%) 14(5%) 2(=1%)
Bone pain 24(9%) 2 (<1%) 1(<1%) 20 (7%) 2 (<1%) 0
Peripheral neuropathy 26(9%) 1(=1%) 0 33(12%) 6(2%) 0
Hyperglycaemia 19 (7%) 6(2%) 0 10 (4%) 4(1%) 0
Peripheral sensory neuropathy 23(8%) 2(<1%) 0 15(5%) 1(=1%) 0
Decreased haemoglobin 8(3%) 14 (5%) 0 14 (5%) 3(1%) 0
Hypertension 20(7%) 2 (<1%) 0 8(3%) 1(=1%) (4]
Hypertriglyceridaemia 20(7%) 2 («<1%) 0 7(2%) 1(<1%) 0
Pneumonitis 13 (5%) 1(=1%) 2(<1%) 4(1%) 4(1%) 1(<1%)




CDK (cyclin-dependent kinases)
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NMan6oumnknub — neyeHne mecTHopacnpoCTPaHEHHOIo UK
mMeTacTtatundeckoro HR-nonoxurtensHoro n HER2-otpuuartensHoro
paka MOJIOYHOW Xenes3bl (B coveTaHun ¢ ynBeCcTpaHTOM), nocne
npeaLwecTByOLWEN rOpMOHaNbLHON Tepanuu.

ESMO 2017: B paHgomuamnposaHHoM uccrnegosaHnm MONARCH 3
abemaumknmnb npogemMoHcTpupoBan 3PdEKTUBHOCTb B Ka4YecTBe
Tepanuu nepBoun NUHUM y nauyneHTtok ¢ HR+/HER2-
pacnpocTpaHeHHbIM PpakoM MOJSIOYHOW Xeresbl.
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Fulvestrant plus palbociclib versus fulvestrant plus placebo
for treatment of hormone-receptor-positive, HER2-negative
metastatic breast cancer that progressed on previous
endocrine therapy (PALOMA-3): final analysis of the
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A
100 —— Fulvestrant plus palbociclib (n=347)
Median progression-free survival 9-5 months
(95% C19.2-11.0)
80 — Fulvestrant plus placebo (n=174)
g Median progression-free survival 4-6 months
i (95% CI 3-5-5-6)
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g
&
2 404
o
* 204 HRO46
(95% C1 0-36-0-59;
p<0-0001)
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umber at risk
Ivestrant plus 347 333 281 273 247 244 202 197 91 85 32 23 7 7 1 0
palbociclib

Ivestrantplus 174 165 112 105
placebo

83 8 59 58 22 22 13 7 2 1 0 0



Fulvestrant plus palbociclib (n=345) Fulvestrant plus placebo (n=172)
Grade 1-2 Grade 3 Grade 4 Grade 5 Grade 1-2 Grade 3 Grade 4 Grade 5

Haematological

Neutropenia 56 (16%) 189 (55%) 34(10%) 0 5(3%) 0 1(1%) 0
Anaemia 86 (25%) 10 (3%) 0 0 16 (9%) 32% 0 0
Leucopenia 76(22%) 93 (27%) 2(1%) 0 5(3%) 1(1%) 1(1%) 0
Thrombocytopenia 65 (19%) 6 (2%) 2(1%) 0 0 0 0 0
Lymphopenia 4(1%) 1(<1%) 1(<1%) 0 1(1%) 1(1%) 0 0
Non-haematological

Infections 137 (40%) 6 (2%) 1(<1%) O 47 (27%) 5(3%) 0 0
Fatigue 127 (37%) 8(2%) 0 0 47 (27%) 2(1%) 0 0
Nausea 112 (32%) 0 0 0 46 (27%) 1(1%) 0 0o
Headache 78(23%) 2(1%) 0 0 33(19%) 0 0 0
Diarrhoea 74 (21%) 0 0 0 31(18%) 1(1%) 0 0
Constipation 66 (19%) 0 0 0 27 (16%) 0 0 0
Alopecia 58 (17%) 0 0 0 11(6%) 0 0 0
Vomiting 57 (17%) 1(<1%) 0 0 24 (14%) 1(1%) 0 0
Hot flush 53(15%) 0 0 0 28 (16%) 1(1%) 0 0
Decreased appetite 49 (14%) 3(1%) 0 0 13(8%) 1(1%) 0 0
Rash 50 (14%) 2(1%) 0 0 9 (5%) 0 0 0
Back pain 47 (14%) 4(1%) 0 0 26 (15%) 32% 0 0
Cough 51(15%) 0 0 0 22(13%) 0 0 o
Arthralgia 48 (14%) 1(<1%) 0 0 27 (16%) 0 0 4]
Pain in extremity 43(12%) 0 0 0 18 (10%) 32%) 0 0
Stomatitis 41(12%) 2(1%) 0 0 4(2%) 0 0 0
Dizziness 40 (12%) 1(<1%) 0 0 16 (9%) 0 0 0
Dyspnoea 39 (11%) 0 1(<1%) 0 12 (7%) 2(1%) 0 0
Pyrexia 7 (11%) 1(<1%) 0 0 9(5%) 0 0 0
Insomnia 32(9%) 1(<1%) 0 0 12 (7%) 0 0 0
Abdominal pain 25 (7%) 2(1%) 0 0 9 (5%) 1(1%) 0 0
Upper-respiratory-tract infection 25 (7%) 2(1%) 0 0 12 (7%) 0 0 0
Musculoskeletal pain 25 (7%) 1(<1%) 0 0 11(6%) 1(1%) 0 0
Increased aspartate aminotransferase 15 (4%) 9(3%) 0 0 5(3%) 3(2%) 0 0
Injection-site pain 21(6%) 1(<1%) 0 0 17 (10%) 0 0 0
Depression 19 (6%) 2(1%) 0 0 9(5%) 1(1%) 0 0
Hypertension 14 (4%) 7(2%) 0 0 3(2%) 11%) 0 0
Increased alanine aminotransferase 13(4%) 6(2%) 0 0 6(3%) 0 0 0
Bone pain 15 (4%) 2(1%) 0 0 5(3%) 2(1%) 0 0
Pain 16 (5%) 1(<1%) 0 0 12 7%) 2(1%) 0 0
Abdominal distension 15 (4%) 1(<1%) 0 0 8 (5%) 0 0 0
Gastro-oesophageal reflux disease 14 (4%) 2(1%) 0 0 3(2%) 0 0 0
Upper abdominal pain 13 (4%) 1(<1%) 0 0 13(8%) 0 0 0
Malaise 9(3%) 3(1%) 0 0 7 (4%) 0 0 0
Neck pain 10 (3%) 1(<1%) 0 0 6(3%) 0 0 0




Ibrance Brand Vision:

Breakthrough Therapy That Has Potential to Revolutionize Treatment
Outcomes in Breast Cancer and Other CDK 4,6 Dependent Tumors
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