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Meme Kanseri

* Meme kanseri 2022'de dilinya
capinda 670.000 6lime neden
olmus

e 2022'de 185 lilkeden 157'sinde
kadinlarda en sik gorilen
kanserdir

e Dunyanin her ulkesinde
gorulmektedir.

* Meme kanserlerinin yaklasik
%0,5-1'i erkeklerde goralur.

e Kadinlarda tim kanser tipleri
icinde %31 ni meme kanseri
olulsturuyor

CANCER STATISTICS, 2023

Estimated New Cases

Prostate

Lung & bronchus

Colon & rectum

Urinary bladder
Melanoma of the skin
Kidney & renal pelvis
Non-Hodgkin lymphoma
Oral cavity & pharynx
Leukemia

Pancreas

All Sites

288,300
117,550
81,860
62,420
58,120
52,360
44 880
39,290
35,670
33,130
1,010,310

29%
12%
8%
6%
6%
5%
4%
4%
4%
3%
100%

Breast

Lung & bronchus
Colon & rectum
Uterine corpus
Melanoma of the skin
Non-Hodgkin lymphoma
Thyroid

Pancreas

Kidney & renal pelvis
Leukemia

All Sites

297,790
120,790
71,160
66,200
39,490
35,670
31,180
30,920
29,440
23,940
948,000

31%
13%
8%
7%
4%
4%
3%
3%
3%
3%
100%

Cancer statistics, 2023
Rebecca L. Siegel MPH



https://acsjournals.onlinelibrary.wiley.com/authored-by/Siegel/Rebecca+L.
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CDK 4/6 ve Hucre Siklusunu

Palbociclib

Abemaciclib

Ribociclib

ER+ breast cancer preferentially
overexpress Cyclin D or have
loss of p16, with subsequent
loss of control of the cell cycle

Ty Y
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M

G1 G1->S fazina gegcisi tenzimleme

w
‘Cell Division

Finn et al, 2016



CDKA4/6 Inhibitorler: 1.sira tedaviler
m“m“

+
PALOMA-11! (eiliezelE 165 39 vs 55 10.2 vs 20.2 0.49 0.22-0.75
palbociclib
+
PALOMA-212] (irerale & I 666 44vs55  14.5vs 24.8 0.58 0.46-0.72
palbociclib
+
MONALEESA-2131  Letrozole I 668 39vs55  16.0vs 25.3 0.57 0.46-0.70
ribociclib
+
MONARCH-314! AR I 493 44 vs 59 14.7 vs NR 0.54 0.41-0.72
abemaciclib
+
MONALEESA-715! Sl O e I 672 36vs51  13.0vs23.8 0.55 0.44-0.69
ribociclib

+
MONALEESA-3(6! F“:i‘;esctir;i”; = I 367 36 vs 51 18.3 vs NR 0.58 0.42-0.80

ALL FDA-Approved Indications *Patients with measurable disease.

1. Finn. Lancet Oncol. 2015;16:25-35. 2. Finn. NEJM. 2016;375:1925. 3. Hortobagyi. Ann Oncol. 2018;29:1541.
4. Goetz. J Clin Oncol. 2017;35:3638. 5. Tripathy. Lancet Oncol. 2018;19:904-915. 6. Slamon. J Clin Oncol. 2018;36:2465-472.




CDK 4/6 INH ADJUVAN CALISMALAR

Sponsor/collaborator
CDK4/6 inhibitor

Sample size/sites

Design

Patient population

Duration of CDK4/6
therapy

Primary endpoint

Median duration of follow-up

ABCSG/AFT
Palbociclib

5760/406

Phase 3
randomized
open label

Stage II-IlI
(Stage IIA capped
1000 pts)

2 years (26 cycles)

IDFS
31 months

monarchE3#4

Eli Lilly/NSABP
Abemaciclib

4580/612

Phase 3
randomized
open label

High-risk
N+ plus one other risk
factor (size, grade,
Ki67)

2 years (26 cycles)

IDFS
27 months

PENELOPE-B56

GBG/Pfizer/AGO/
NSABP/BIG

Palbociclib

1250/267

Phase 3
randomized
placebo-controlled

Very high-risk with
residual disease after
neoadjuvant chemo
(CPS-EG score 2 3 or 2
and N+)

1 year (13 cycles)

IDFS
43 months

NATALEE

Novartis/TRIO
Ribociclib
Projected 5000/395

Phase 3
randomized
open label

Stage II-ll

3 years (39 cycles)

IDFS
NA

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02513394. Accessed October 7, 2020. 2. Mayer EL, et al. LBA12. ESMO 2020. 3. ClinicalTrials.gov.

https://clinicaltrials.gov/ct2/show/NCT03155997. Accessed October 7, 2020. 4. Rastogi P, et al. GS1-01. SABCS 2020. 5. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT01864746. Accessed

October 7, 2020. 6. Loibl S, et al. SABCS 2020. 7. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed December 9, 2020.




PALLAS: Primary Endpoint iDFS

@
o
1

Palbociclib + ET ET alone
iDFS @4yrs 84.2% 84.5%

HR 0-96, 95% CI 0-81-1:14; log-rank p = 0-65

, | 253 vs 263 iDFS events, no difference in
Palbociclib plus Endocrine Therapy . i
------- Endocrine Therapy event categories (distant recurrences,
: second primaries, local, regional,

o)
o
1

H
o
1

Invasive Disease-free Survival (%)

nN
o
1

12 18 24 30 36 -
Manths shice Randomization contralateral, deaths without recurrence)

No. at Risk:

P+ET 2884 2686 2503 2404 2098 1542 939 Fftﬁcicty ‘L°p‘:’a|tT'9r": e —_
ET 2877 2651 2560 2481 2102 1548 960 ntent-to-treat (ITT) principle, with patients withdrawing consent for a

data excluded

At a median follow-up of 31 months, no significant difference in 4-year iDFS was observed



Tedavi Birakma

* Hastalarin neredeyse %45'i planlanan 2 yillik stireden 6nce palbosiklib'i birakti

* Tedaviyi erkenden birakmanin ¢cogu olumsuz olaylarla iliskiliydi; yani, tedaviye ragmen
kalici derece 3/4 notropeni (tiim hastalarin %27’si)

* Adjuvan endokrin tedavisini 2 yilda erken birakma orani %6,9 idi, fark yoktu kollarin
arasinda

100 4
12.5 4
~ Month __ Cumulative incidence (95% confi interval 8 Non-protocol-defined taxicity A
6 17.8% (16.4% - 19.2%) ;é o ::\prmwl reason unrelated to. t_oxnwy
»d 12 29.9% (23.2% 31.6*) 54 . =] tocol reason unr@ﬂ 1o taxicity
18 38.0% (36.2“ - 39.8”) smj .0 4 B Pratocal-defined toxicity
% 704 24 45.1% (43.1%  47.0%) g
o
(=]
. 2
£ £
8 40+ Lovut
E =)
Q 307 =
w
- z
©
w
104
0 - - v v r - v v
° 3 6 9 2 15 8 B % 13 4-6 7-9 10-12 1315 16-18 19-21 22-24
Months from start of treatment A s
No. at Risk Time Point (months)
2840 2560 332 2139 1983 7o 14 127 a4

Mayer et al, JCO 2022



monarchE: Safety

Abemaciclib + ET (%)* ET Alone (%)* = More grade 23 AEs with abemaciclib + ET
(n=2791) (n =2800)" than with ET alone: 49.7% vs 16.3%
>20% in Either Arm [l Gr3+ @ Gr2 (JGr1 Gri BGr2 BGr3+
Diarrhea 84 . I 2
. . Abema + ET
Fatigue a1 I I 18 Dose Modification,? % (n = 2791)
Arthralgia 27 . 38 Dose reduction due to AEs 43.4
: 46

Neutropenia f 6 Dose held due to AEs 61.7

- 38 7
Leukopenia . I Discontinuation without

) ) 25.8
Abdominal Pain 35' | = 10 recurrence
30 9 . . .
Nausea Discontinuation due to AEs 18.5
Hot Flush 23 . ) . -
ot Flus l Discontinuation of abemaciclib

15
Anemia 24[ II 4 and ET due to AEs 6.5
100 80 60 40 20 O 20 40 60 80 100

*Includes all patients who received 21 dose of study treatment.

1. O'Shaughnessy. ESMO 2021. Abstr VPE-2021. 2. Rugo. Ann Oncal. 2022



Istenmeyen Etkiler

Distribution of a Di Distribution of adverse events for Abemaciclib
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Stanciu, |.-M.; Parosanu, A.l.; Nitipir, C. An Overview of the Safety Profile and Clinical Impact of CDK4/6Inhibitors in Breast
Cancer—A Systematlc Review of Randomized Phase Il and Ill Clinical Trials. Biomolecules 2023, 13, 1422.
https://doi.org/10.3390/ biom13091422



CDK4/6 Inhibitorleri

Table 3. Adverse Events Associated With CDK4/6 Inhibitors

Abemaciclik

Palbociclib

Ribociclib

Adverse Event All grades® Grades 3-4* All grades® Grades 3-4 All grades® Grades 3-4°
MNeutropenia 78.8-84.1 62.0-69.9 69.6-77.2 53.4-63.5 41.2-49.7 21.1-29.7
Leukopenia 39.0-60.0 24.8-38.3 28.4-34.9 14.1-21.3 20.8-23.1 7.6-11.1
[ ] [ ] Fatigue 37.4-44.1 1.8-2.6 23.6-41.2 1.2-3.0 39.9-42.9 1.8-4.1
Nausea 29.0-37.2 0.0-0.6 31.6-53.3 o.6-2.4 28.5-49.2 0.9-2.7
SI n If Ya n Et kl I e rI Infection 25.2"-62.6  0.3-7.4 26.0%-57.8 1.0%-7.7 28.6°-42.6 0.9°-6.6
Anemia 24.1-21.6 2.6-5.8 17.2-22.4 1.2-3.9 28.4-24.7 5.8-9.0
Headache 21.2-28.7 0.2-0.9 21.5-26.9 0.0-0.3 15.6-24.0 0.6-0.9
Diarrhea 19.2-28.4 C.0-1.4 20.2-28.3 o.e-2.4 821.2-87.1 9.5-14.5
Constipation 16.8-22.0 0.0-0.5 16.4-27.8 0.0 12.6-17.4 0.6-0.7
-17.5 :.Z-
-27.5 MA
Table 1. Summary of FDA-Approved CDK Inhibitors e ot
MR
Agent Dosing Drug Interaction Notable Toxicities NOENRN
-20.5 0.9-2.1
Palbociclib (Ibrance) 125 mg po once CYP3A4 substrate Neutropenia, Ieukﬂfpenia. ——oaos
daily for 21 days fatigue, nausea, infection, NR
in a 28-day cycle headache, ILD 120 27
with food -13.4 0.7
-14.1 0.0
. . . , . . . MR
Ribociclib (Kisqali) 600 mg po dag)r for CYP3A4 substrate Neutropenia, Ieu!mgzergla. Tise R
21 days in a 28-day fatigue, nausea, infection, R
cycle with or without headache, ILD, arthralgia, 372 1232
food QTc prolongation, NR
hepatotoxicity 6.8 2337
-17.4 4.1-6.4
Abemaciclib 150 mg or 200 mg CYP3A4, Pgp, BCRP Neutropenia, fatigue, =
(Verzenio) po bid with or with- substrate nausea, "-"E!I‘I"Iltlnﬁ. —
out food headache, diarrhea, =
dysgeusia, ILD PP a———
19.6 NR

BORP: brease cancer resssiance provein; K a:j.f.l’:'ﬂ-ﬂ"rpmré-m beirase: ILD: interstivial .":m'f disedie; Ffﬂr P-g{}-e'-::p.l'an*fu. Sotirce: Heﬁmm-s 6, &

wewnrty ALTE alanince arino-

L
ey NR: nor reporred;




NOtropeni

* En sik gorulen yan etki (%65)

* Daha cok CDK 6 iliskilidir

Eritrosit

oty =

Lokosit

Platelet

Notrofil

as

1000-1500
hiicre/ml

500-1000
hiicre/ml

500 |
hiucre/ml




Neden febril nétropeni az gorulur?

» Siklin D1 aktivasyonu bolunen oncu hucrelerde gorulur.

e Apoptoz olmadan sitostatik etki olmasina
~ baghdir
'« Daha cok CDK 6 iliskilidir
* Progenitor hucreler etkilenmiyor
o ot omak oo menes o @ FEDril NGtropeni orani <%2.5

Bélidnen hicreler

hicre oncu miyeloid makrofaj .o v
hacreler  Bnci  Bncd * Hizli dizelme saglaniyor
* GCSF ihtiyaci yoktur
CDK4/6 inhibitorlednden etkilenir CDK4/6 inhibitbrlerinden etkilenmez
(SITOSTATIK ETKI) ‘

¥

) Matur notrofillerin fonksiyonlar korundugu icin enfeksiyon
Hizla reversibl

veya febril notropeni nadir



Notropeni Yonetimi

Palbosiklib - Her siklus dncesi ve ilk 2 siklusun 14.giinde HMG

Ribosiklib - Her siklus oncesi ve ilk 2 siklusun 14.giinde ve
sonraki 4 siklusun basinda HMG

Abemasiklib - Her siklus dncesi ve ilk 2 ay 2 haftada bir, sonraki 2
ay icin ayhk HMG

GRADE 1-2 GRADE 3 GRADE 4
21,000/mm3 500 - <1.000/mm?3 <500/mm?3

|

VAR

Doz Diizenlenmesi >38.5 Ates ve ya —) GRADE2<
Enfeksiyon

Gerekmez Olana Kadar Ara Ver,

Sonra Bir Doz
Reduksiyonu ile Basla

Palbosiklib:

D1 - Ertele. N6t 1000 ve lizeri
oldugunda ayni dozda devam edin
D15 - 1. ve 2. kiirlerin 15. glinii ayni
doza devam

Ribosikliib ve Abemasiklib:
GR 2 ve altinda olana kadar ara verip
diizelince ayni dozdan devam

1 haftadan uzun siiren n6tropEni ve
ya tekrarlayan Grade 3 i¢in doz
reduksiyonu
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The adverse events of CDK4/6 inhibitors for HR+/ HER2- breast cancer: an umbrella review of meta-analyses of randomized controlled trials.

Front. Pharmacol. 15:1269922.



Yorgunluk

Experimental Control Risk Ratio Risk Ratio
Study or Suhgruup Events Total Bvents Total Weigrlt M-H, Random, 95% CI M-H, Random, 95% CI
1.22.1 Palbo
PALOMA-1 4 83 1 77TO13.0% 371042 32.48] -
PALOMA-2 g 444 2 222 264% 2.25[0.49,10.33) =
PALOMA-3 7 345 2 172 252% 1.74 [0.37, 8.31] =
Subtotal (95% CI) 872 471 64.7% 2.25[0.85, 5.97] -*-
Total events 20 4]

Heterogeneity: Tau®= 0.00; Chi*=0.31, df= 2 (P = 0.86); F= 0%
Testfor overall effect Z=1.64 (F=0.10)

1.22.2 Ribo

MOMNALEESA-2 8 330 3 334 353% 270([0.72,10.08] &
Subtotal (95% CI) 330 334 35.3% 2,70 [0.72, 10.08] *
Total events g 3

Heterogeneity: Mot applicable
Test for overall effect Z=148(P=014)

Total (95% CI) 1202 805 100.0% 2.40 [1.10, 5.26] "'-"'

Total events 28 8

Heterogeneity: Tau®= 000, Chi*=0.35,df=3 (F=09%), F=0% I t f

Testfi leffect: Z=219 (F=0.03 0.01 0.1 10 100
estioroverall E':_' =219(F=003 Favours [experimental] Favours [control]

Testfor subaroup differences: ChiF= 005 df=1{P=083), F=0%

Expert Review of Anticancer Therapy, 17(9), 851-856.
https://doi.org/1 0.1080/14737140.2017.1355242




ASCO Publicaﬁons PUBLICATIONS v TOPICS SUBSCRIBE AUTHORS ABOUT CAREERS

Journal of Clinical Oncology® CURRENT

An American Society of Clinical Oncology Journal

==

FREE ACCESS | Symptom Biology, Assessment, and

Risk of health-related qu
fatigue among patients
HER-2 negative metasta
4/6 inhibitor.

Authors: Myat I Hen, Kyaw Zin Thein Mye Zaw Ana.Tun B gy dies on CDK4/6 inhibitors show that about a third of patients report fatigue, she noted.

“But if you talk to breast oncologists who treat patients with CDK4/6 inhibitors, almost
everybody has some degree of fatigue. So why are we missing it in these studies?”

Are Fatigue Data Properly Captured?

Dr. Rugo says that clinical trial data on fatigue with these drugs often do not match her
patients’ actual experiences. “We're not all that great at assessing fatigue,” she stated.

high-grade fatigue was 3.06 (95% Cl:

inhibitor-based regimens experienced

relative risk of 3.06 for grade 3 and 4| The definition of fatigue that researchers use may be one problem, as it is sometimes
pain in the arms and legs favoring CD referred to as asthenia or weakness, she explained. “We really need to add [the terms]
together.”




Gastrointestinal Yan Etkiler
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FIGURE 5
Summary chart of adverse events in EBC

The adverse events of CDK4/6 inhibitors for HR+/ HER2- breast cancer: an umbrella review of meta-analyses of
randomized controlled trials. doi: 10.3389/fphar.2024.1269922



monarchE: Adjuvant Abemaciclib + ET in High-Risk,
Node-Positive, HR+/HER2- EBC

= |nternational, randomized, open-label phase lll trial

Stratified by prior CT, menopausal

ITT Population (Cohorts 1 + 2) status, region
Women or men with high-risk, Cohort 1 Abemaciclib 150 mg BID up to 2 yr +
node-positive, HR+/HER2- EBC; - >4 positive ALN or 1-3 positive v ET per standard of care of physician’s
prior (neo)adjuvant CT permitted; ALN plus histologic grade 3 choice for 5-10 yr as clinically indicated
pre- or postmenopausal and/or tumor 25 cm (n =2808)
no distant metastasis;
<16 mo from surgery to Cohort 2 S
" : ET per standard of care of physician’s
randomization; <12 wk of ET after _, 13 positive ALN, KI-67220% choize for 5-10 yr as cIinicaIFI) iyndicated
last non-ET per central testing, not y _ 7899 Y
(N =5637) grade 3, tumor size <5 cm (n= )

=  Primary endpoint: iDFS

— Planned for after ~¥390 iDFS events (~¥85% power, assumed iDFS hazard ratio of 0.73, cumulative
2-sided o = 0.05)

— Current primary outcome efficacy analysis occurred after 395 iDFS events in ITT population

= Key secondary endpoints: iDFS in Ki-67 high (>220%) population, distant RFS, OS, safety, PRO, PK

Johnston. JCO. 2020;38:3987. Harbeck. Ann Oncol. 2021;32:1571. O’Shaughnessy. SABCS 2020. Abstr GS1-01.




monarchE — Primary Endpoint iDFS at 3 years

I T w -
> s0qE
u=, 70 - g o 2-year rate: 92.7%
$ U:; 90 4 3-year rate: 88.8%
- 6013 I
_— 50 . . Number of IDFS events
@ o 20 N 90.0% — Abemaciclib + ET  ET Alone
77 © 3-year rate: 83.4% 232 333
® 404 2 so04 : :
3 ?, : : HR (95% CI): 0.696 (0.588, 0.823)
. — 4 - -
a 3013 » , | Nominal p < 0.0001
® 204 E " Abemaciclib Duration :
@ 40 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
g Time (months)
E 0 ' L] L) L) L) L] L) L] L] L] L) L] L] L] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
Number at risk
Abemaciclb + ET 2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 522 275 67 8 0
ET Alone 2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10 0

30.4% reduction in the risk of developing an IDFS event.

The absolute difference in IDFS rates between arms was 5.4% at 3 years.

FDA approval in adjuvant setting October 2021




monarchE: Hastaliksiz Sagkalim

100
100- |
80- o
95+ 2-yr rate: 92.7% — Abemaciclib + ET
— 60- ggo- 3-yrrate:88.8% —— ET alone |
= 5 gc ] ! iDFS Events, n
wn = 2-yr rate: 90.0% T
L 40- 980- : 3-yr rate: 83.4% Abemaciclib + ET  ET Alone
= : | 232 333
7c] | HR: 0.70 (95% Cl: 0.59-0.82)
20+ Abemaciclib duration I Nominal P = .0001
0 3 6 9 1215 1821 24 27 30 33 36 39 42 45
Time, Mo
O ] 1 I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Patients at Risk, n Mo
Abemaciclib + ET 2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 522 275 67 8 0
ET alone 2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10 0

30.4% reduction in the risk of developing an iDFS event

Absolute difference in 3-yr iDFS rates between arms: 5.4%
Harbeck. Ann Oncol. 2021;32:1571. O’Shaughnessy. ESMO 2021. Abstr VP8-2021.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

monarchE: Guvenirlik

Abemaciclib + ET (%)*
(n=2791)!

>20% in Either Arm B Gr3+[1Gr2 [ |1Gr1

ET Alone (%)*
(n =2800)*

L 1Gr1 B Gr2 BMGr3+

Diarrhea 84 .

Fatigue

41|

Arthralgia

27
q

Neutropenia

33

Leukopenia

36 |

Abdominal pain

Nausea 30| J 9
Hot flush 15 I 23
Anemia 24| 4
100 80 60 40 20 O 20 40 60 80 100

*Includes all patients who received 21 dose of study treatment.

= More grade >3 AEs with abemaciclib + ET
than with ET alone: 49.7% vs 16.3%

Dose Modification?, % A(:e=m2a7; 1E)T
Dose reduction due to AEs 43.4
Dose held due to AEs 61.7
Discontinuation of abemaciclib 18.5
due to AEs

Discontinuation of abemaciclib 6.5

and ET due to AEs

1. O’Shaughnessy. ESMO 2021. Abstr VP8-2021. 2. Rugo. Ann Oncol. 2022;[Epub].




Diarrhea

Ozet

Hastalarin %8'inde 3. derece ishal goruldi -}_,., "?”
Hi¢bir hastada 4. derece ishal gortlmedi 2
Hastalarin %76'sinda 1. veya 2. derece ishal gorildu

Abemasiklib + ET alan hastalarin %5'i ishal nedeniyle tedaviyi
birakmistir.

Ishalli hastalarin %23'iinde dozun kesilmesi, %21'inde ise dozun
azaltilmasi gerekti

Ishal vakasinin ortalama baslangici 8 giin
2. ve 3. derece ishalin dlizelmesi icin ortalama 5-6 glin suruyor

MonarchE calismasi ishale bagl bir 6limu iceriyordu.



Abemasiklib Iliskili Diyare Yonetimi

At first sign of loose stools

Initiate antidiarrheals (eg, loperamide) and increase oral fluid intake

Grade 4
Life-threatening
consequences/urgent
intervention indicated

Grade 1 Grade 2
<4 stools/day over 4-6 stools/day over
baseline baseline

Persistent
or recurrent

Does not resolve to
Continue grade <1 within 24 hr

abemaciclib; | |
no dose

Hold dose until resolves to grade <1
Hold dose until resolves to

modification

No dose modification

v

Reduce dose if
persistent or
recurrent grade 2

1 dose reduction = 50 mg reduction
in abemaciclib at a time

grade <1 1

Reduce dose

|

Discontinue abemaciclib if unable
to tolerate 50 mg BID

Rugo. Ann Oncol. 2022;[Epub].




[ Uncomplicated diarrhoea” ]

O

Oral hydration
Dietary modification
Loperamide (4 mg initially, 2 mg after

every loose stool to maximum of 16 mg/day) ¢
Avoid skKin irritation . . .
Notify treating physician Complicated diarrhoea

(e.g. fluid depletion,
vomiting, fever)

~ ~

- N ™)
Administer: Consider Consider Stool
: ide: antibiotics: evaluation:
!_o_p_eramlde (4 mg g(é;t';e(?;'dfm td Fluoroquinolones Blood
initially, 2 mg after every = Hg tds q and stool

Metronidazole microbiology
Broad sprectrum testing™

o 7

loose stool to maximum or
of 16 mg/day) IV 25—50 pg tds

IV fluids and electrolytes Escalation up to
500 pug tds

Daily evaluation:
CBC
Electrolytes
Urinary output




Hepatotoksisite

" Herhangi bir derecede %10-15 gorulmekte

= Randomize calismalarda délimcil vaka olmamis

L
L 4




Liver toxicity of CDK4/6 inhibitors led to some degree of
&® frontiers | Frontiers in Onc ] ) ] o
treatment discontinuation for the wvast majority (95%) of

respondents (Figure 3).

@ Check for updates
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Hepatobiliyer Toksisite Yonetimi

Derece 1*
(>NUS- 3 xNUS

Herhangi bir doz Baslangic derece <2: Baslangictaki dereceye esit Ribosiklib tedavisi
Baslangictaki dereceye esit veya bu derece altina disus
ayarlamasi veya bu derece altina disis olana kadar Ribosiklib dozuna kesilir.

2 x NUS iizerinde total bilirubin

artisinin eslik etmedigi, baslangica ge rekmez. olana kadar dozlara ara verilir, ar"a Yerilir, arfimd.an bir sonraki
gore AST ve / veya ALT ardindan VALAMOR’a ayni doz dusik doz dizeyinden devam
yiikselmeleri** diizeyinden devam edilir. edilir.
Baslangic derece 2: Eger derece 3 tekrar gorilirse,
Dozlara herhangi bir ara Ribosiklib tedavisi kesilir.
verilmez.
Kolestaz yoklugunda AST ve/veya Eger hastalar baslangictaki derece fark etmeksizin total bilirubin >2x NUS ile birlikte ALT ve/veya AST> 3x NUS gelistirirse,

ALT’de total bilirubin artisinin eglik

ettigi kombine yiikselmeler Ribosiklib tedavisi kesilir.

* Hepatobiliyer toksisite olaylari nedeniyle dozlara ara verme ve/veya doz ayarlamalari, Ribosiklib arti herhangi bir kombinasyon ile %10,4, agirlikh olarak ALT
diizeyinde yikselme (%6,9) ve/veya AST diizeyinde yiikselme (%6,1) nedeniyle bildirilmistir.

* Ribosiklib arti herhangi bir kombinasyon tedavisinin anormal karaciger fonksiyonu testleri veya kesilmesi hastalarin sirasiyla %2,3 ve
"linde olmustur.

1. VALAMOR Kisa Uriin Bilgisi; 2. Burris HA et al. SABCS 2018. P6-18-15.



QT uzamasi

B | Outward

Iks Ikr Inward

Erkeklerde > 440 ms ya da kadinlarda > 460 ms ise QTc

QTc > 500 ms olmasi artmis torsades de pointes riski ile
iliskilidir.

T
OTc= -\?_ﬁ Balzett
OTc=RR" Fredericia

OTc =0T +0,154(1 - RR) ¥Framingham
OTc=QT+1,75(Fc—60) Hodges




= “h M Ribociclib plus endocrine therapy for premenopausal women

CrosshMark

with hormone-receptor-positive, advanced breast cancer
(MONALEESA-7): a randomised phase 3 trial

Debu Tripathy, Seock-Ah Im, Marco Colleoni, Fabio Franke, Aditya Bardia, Nadia Harbeck, Sara A Hurvitz, Louis Chow, Joohyuk Sohn, Keun Seok Lee,
Saul Campos-Gomez, Rafael Villanveva VVazquez, Kyung Hae Jung, K Govind Babu, Paul Wheatley-Price, Michelino De Laurentiis, Young-Hyuck Im,
Sherko Kuemmel, Nagi EI-Saghir, Mei-Ching Liu, Gary Carlson, Gareth Hughes, Ilvan Diaz-Padilla, Caroline Germa, Samit Hirawat, Yen-Shen Lu

Ribaciclib group (n=335) Placebo group (n=337)

Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4
Any 72 (21%) 210 (63%) 47 (14%) 217 (64%) 88 (26%) 12 (4%)
Neutropenia* 51(15%) 170 (51%) 33 (10%) 14 (4%) 10 (3%) 2 (1%)
Hot flush 113 (34%) 1(<1%) 0 113 (34%) 0 0
Nausea 104 (31%) 2 (1%) 0 65 (19%) 1(<1%) 0
Leucopeniat 57 (17%:) 44 (13%) 4(1%) 15 (43%) 4 (1%) 0
Arthralgia 97 (29%) 3(1%) 0 89 (26%) 3(1%) 0
Fatigue 75 (22%) 4(1%) 0 83 (25%) 0 0
Headache 77 (23%) 0 0 79 (23%) 3(1%) 0
Anaemiat 60 (18%) 10 (3%) 0 27 (8%) 7 (2%) 0
Diarrhoea 63 (19%) 5(1%) 0 62 (18%) 1(<1%) 4]
Vomiting 59 (18%) 5(1%) 0 54 (16%) 2 (1%) 4]
Alopedia 63 (19%) NA NA 39 (12%) NA NA
Back pain 56 (17%) 4(1%) 0 61 (18%) 4(1%) il
Constipation 55 (16%) 0 0 42 (12%) 0 4]
Pyrexia 49 (15%) 2 (1%) 0 27 (8%) 0 [4]
Cough 50 (15% 0 NA 39 (12%) 0 NA

UH)EI IEJPIIULUI)‘ LIALL [TTTELLIVI _)U\J.J.!U} L “.:’U; v 4

Hectocardiogram QT prolonged 33(10% (1) 0 i

ey
Pain in extremity

Stomatitis

ey - v R v -
34 (10%) 0 0 31(9%) 3(1%) 0
32 (10%) 2 (1%) 0 25 (7%) 1(<1%) 0



MONALEESA-3 Update: AEs of Special Interest

AE of Special Interest, n (%)

Hematologic

Ribociclib + FULV (n = 483) Placebo + FULV (n = 241)

= Neutropenia 348 (72.0) 245 (50.7) 36 (7.5) 9(3.7) 2 (0.8) 0

= Leukopenia 157 (32.5) 79 (16.4) 3(0.6) 4 (1.7) 0 0

= Anemia 97 (20.1) 19 (3.9) 0 21 (8.7) 7 (2.9) 0

= Thrombocytopenia 45 (9.3) 5(1.0) 1(0.2) 6 (2.5) 0 0

= Other 2 (0.4) 1(0.2) 0 0 0 0

Nonhematologic

= Infections 283 (58.6) 39 (8.1) 0 108 (44.8) 10 (4.1) 0

= Pulmonary toxicity 184 (38.1) 10 (2.1) 2 (0.4) 77 (32.0) 7 (2.9) 1(0.4)
» |LD/pneumonitis 10 (2.1) 2 (0.4) 0 2 (0.8) 0 0

= Hepatobiliary toxicity 117 (24.2) 51 (10.6) 16 (3.3) 43 (17.18) 13 (5.4) 2 (0.8)
= Renal toxicity 64 (13.3) 7 (1.4) 1(0.2) 13 (5.4) 0 0

k QT interval prolongation 41 (8.5) 14 (2.9) 1(0.2) 5(2.1) 3(1.2) o |
* Pulmonary embolism 27 (5.6) 13 (2.7) 1(0.2) 15 (6.2) 8(3.3) 1(0.4)
= Reproductive toxicity 2 (0.4) 0 0 1(0.4) 0 0

Slamon. Ann Oncol. 2021;[Epub]. Slamon. ASCO 2021. Abstr 1001.




e Ribosiklib arti letrozol ile tedavi edilen metastatik meme kanserli 334
hastanin 12'sinde (%3,6) 480 milisaniyenin tzerinde QTcF meydana
geldi.

e QTc uzamasi genellikle ribosiklib tedavisinin ilk 4 haftasinda (doza
bagli) ortaya cikar

1 Fridericia formuli: QTcF = QT / (RR1/3)



Risk faktorleri

« Tedaviden Once Qtcf > 450 Msn

« Ventrikiler Aritmi Oykiisi

 Uzun QT Sendromu (LQTS)

* Yakin Zamanda Gegirilmis Miyokard Enfarktisd,

* Konjestif Kalp Yetmezligi, Kararsiz Angina Ve Bradiaritmiler
Dahil Kontrol Edilemeyen Veya Onemli Kalp Hastaliklari

* Dizeltilmemis Elektrolit Anormallikleri

* Ribosiklib Klirensini Azaltabilecek Es Zamanl llaclar;

e GuUcld CYP3A Inhibitorleri

e Qtc Araligini Uzatabilecek Es Zamanli llaglar.
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Onlemler

e EKG'yi baslangicta, 1. dongunin 14. gintnde, 2. donglden 6nce ve klinik
olarak gerektiginde gerceklestiriimeli.

* QTc uzamasi veya ventriktler aritmi riski yuksek olan hastalarda daha sik
EKG izlemesi Onerilir.

* Baslangicta ve 2 ila 6. dongtlerden once ve klinik olarak endike oldugu
sekilde elektrolitleri (potasyum, kalsiyum, magnezyum ve fosfat dahil)
izlenmeli

* Ribociclib'e baslamadan veya devam etmeden 6nce anormallikleri
duzeltilmeli.

e Hastanin mevcut ilaclarini degerlendirin ve mimkinse QTc araligini
uzatabilecek veya ribosiklib klerensini azaltabilecek ilaclari kesilmeli



Hasta Egitimi

* Herhangi Bir Degisikligi Tedavi Ekibine Bildirmek:
* Solunum Duzenindeki Herhangi Bir Degisiklik

* Ekstremitelerde Sislik |
* Carpinti '
e Gogus Agrisi Veya Nefes Darlig

|

Acil Hekime Basvurmak




Doz Modifikasyonlari - QT Uzamasi

Dozlara ara verilmelidir.

> . Eger QTcF uzamasi <481 milisaniyeye duzelirse tedaviye sonraki dusuk doz diuzeyinden devam
QTcF >480 milisaniye gosteren edilir.

EKG’ler
3. Eger QTcF 2481 milisaniye tekrar gorulurse, QTcF <481 milisaniyeye duzelene kadar ara verilir ve bir

sonraki dusuk doz duzeyinden devam edilir.

Eger QIcF degeri EKG’de >500 milisaniye ise, QTcF <481 milisaniye olana kadar ara verilir, ardindan bir sonraki disiik
doz diizeyinden devam edilir.

QTcF >500 milisaniye gosteren
EKG’ler

Eger >500 milisaniyeye QTcF araligi uzamasi veya baslangica gore
>60 milisaniye degisiklik, Torsade de pointes veya polimorfik ventrikiiler tasikardi ya da ciddi aritmi isaretleri/belirtileri
ile bir arada gorulurse, ilag tedavisi kalici olarak kesilir.

* QT Uzamas! Ve Senkop Nedeniyle Dozlara Ara Verme/Doz Ayarlamalari Hastalarin %2,3’tinde Bildirilmistir.?
* Torsade De Pointes Vakalari Bildirilmemistir.!

* Olayin Baslangicina Kadar Ge¢cen Medyan Sire: 15 Giin

* Dozlara Ara Verildiginde Ve/Veya Doz Azaltildiginda Geri Donuslii Olmustur.!

* Medyan Olay Suresi 2.1 Hafta?

1. VALAMOR Kisa Uriin Bilgisi; 2. Burris HA et al. SABCS 2018. P6-18-15.



Venoz Tromboemboli

» PAI1 —— Fibrinolysis — Fibrin
degradation
TF EV
Polyphosphate
- » FXlla —— Fibrin \
._ .PDPN Platelet
| r :.ij :“\1_; - 5
(0N 30 enous
ilj?x.’l Neutrophil thrombosis
Tumour - :} — NETs )

Monocyte
*. > TF » Fibrin

Khorana, A.A., Mackman, N., Falanga, A. et al. Cancer-
associated venous thromboembolism. Nat Rev Dis Primers



Outcome, % Palbociclib + Placebo +

Letrozole (n = 444) Letrozole (n=222)
Serious AE 19.6 12.6

Ribociclib + FULV (n = 483) Placebo + FULV (n = 241)

Serious AE occurringin 2 1% of pts - EEESEIISENIY
» Febrile neutropenia

Hematologic
* Pulmonary embolism * Neutropenia 348(720)  245(50.7)  36(75) 9(3.7) 2(08) 0
" Leukopenia 157 (32.5) 79(16.4) 3(0.6) 4(1.7) 0 0
) : : : * Anemia 97(20.1) 19(3.9) 0 21(8.7) 7(2.9) 0
AE € ated dlSCOﬂtlnuat|0n " Thrombocytopenia 45(9.3) 5(1.0) 1(02) 6(2.5) 0 0
* Other 2(0.4) 1(0.2) 0 0 0 0
AE-related death Nonhematologi
* Infections 283(58.6)  39(8.1) 0 108(44.8)  10(4.) 0
* Pulmonary toxicity 184 (38.1) 10(2.1) 2(0.4) 77(32.0) 7(2.9) 1(0.4)
" |LD/pneumonitis 10(2.1) 2(0.4) 0 2(0.8) 0 0
* Hepatobiliary toxicity 117 (24.2) 51(10.6) 16(3.3) 43(17.18) 13(5.4) 2(0.8)
* Renal toxicity 64 (13.3) 7(14) 1(0.2) 13 (5.4) 0 0
* QT interval prolongation 41(8.5) 14(2.9) 1(0.2) 5(2.1) 3(1.2) 0

Finn R, et al. ASCO 2016. [Pumoraryemtoisn 7056 BR) 102 1562 883 1(@
Abstract 507. eproductive toxcity 2{04) 0 0 T(04] 0




monarchE: VTE—Characterization and Management

Abemaciclib ile VTE insidansi
daha yuksek

Cogu hasta bir VTE sonrasinda
abemaciclib'e devam etti

VTE'ler antikoagulan
tedavisiyle iyi tedavi edildi
(hastalarin %94'tnde kullanildi)

Tamoksifen Al'lerle
karsilastirildiginda sayisal
olarak daha yuksek VTE
insidansi ile iliskilendirildi

Outcome, n (%)

Patients with >1 VTE TEAE
= DVT*
= Embolism + PE’
= PE

Patients with SAE of VTE
= SAE of PE*

Discontinuation

VTE by first ET (tamoxifen; abema
arm, n =857; ET arm, n = 898)

= DVT

= Embolism + PE

VTE by first ET (Al; abema arm,
n=1929; ET arm, n = 1892)

= DVT

= Embolism + PE

Toi. ESMO Breast 2021. Abstr 440.

Abemaciclib + ET

(n=2791)
Any Gr Gr 23
67 (2.4) 37 (1.3)
45 (1.6) 12 (0.4)
27 (1.0) 27 (1.0)
26 (0.9) 26 (0.9)

33 (1.2)

17 (0.6)

13 (0.5)
35(4.1) 19 (2.2)
23 (2.7) 5(0.6)
14 (1.6) 14 (1.6)
32 (1.7) 18 (0.9)
22 (1.1) 7 (0.4)
13 (0.7) 13 (0.7)

16 (0.6)
13 (0.5)
4(0.1)
4(0.1)

8(0.3)
4(0.1)

2 (0.1)

6(0.7)

5 (0.6)
1(0.1)
10 (0.5)

8(0.4)
3(0.2)

7(0.3)
3(0.1)
4(0.1)
4(0.1)

4(0.4)

3(0.3)
1(0.1)
3(0.2)

0
3(0.2)




Median Mo. of Arterial Taotal

duration of No.of VTE VTE/100 arterial Arterial thrombosis/ No. of total Total thrombosis/
MNo. of exposure  VTE incidence person- thrombosis thrombosis 100 person- thrombosis thrombosis 100 person-
Trial Study design  Agent patients (ma) events (%) years events incidence (%) years events incidence (%) years
PALOMA 1[31,32] Phase II Palbociclib 84 138 i 4.8 4.1 MR - - 4 4.8 4.1
PALOMA 2 [34] Phase IlI Palbociclib 444 19.8 & 14 0.8 1 0.2 01 7 1é 1.0
PALOMA 3 [33,35,36] Phase Il Palbociclib 347 1.63 & 1.7 27 MR = = & 1.7 27
PALLAS [39] Phase Il Palbociclib 2883 18.0 47 1.6 11 3 0.2 01 52 1.8 1.2
MOMALEESA 2 [44,45,47] Phase Il Ribociclib 334 13 2 0.6 0.6 MR - - 2 0.6 0.6
MOMNALEESA 3 [44,49-51] Phase IlI Ribociclib 483 158 27 5.6 4.2 MR - - 27 2.6 4.2
MOMNALEESA 7 [44,46,52,53]  Phase |l Ribociclib 335 24 11 3.3 1.6 2 0.6 0.3 13 3.9 1.9
MOMARCH 1 [14] Phase I Abemaciclib 132 50 1 08 18 1 08 18 2 15 36
MOMARCH 2 [58] Phase Il Abemaciclib 441 14 21 4.8 4.1 MR - - 21 4.8 4.1
MOMARCH 3 [58,60] Phase Il Abemaciclib 327 149 20 6.1 4.9 MR = = 20 6.1 4.9
monarchE [15] Phase Il Abemaciclib 2808 14 63 22 1.2 MR = = 63 22 1.9
MOMARCH-Plus [64] Phase Il Abemaciclib 311 12.1 8 26 24 3 10 1.0 11 35 35
Watson et al. (2022) [28] Observational Abemaciclib 364 6.5 18 4.9 2.1 10 27 21 27 74 13.7
Cohort
West et al. (2021) [27] Observational Palbociclib® 266 10.9 21 19 8.7 11 4.1 &.6 29 10.9 120
Cohort
Gervaso et al. (2020) [24] Observational Palbociclih® 424 NR 38 2.0 — MR — - 38 2.0 —
Cohort
Abdel-Razeq et al. (2022) [54] Observational Ribociclib 305 8 5 1.6 25 1 0.3 0.5 & 20 30
Cohort

InternationalSocietyonThrombosisandHaemostasis.PublishedbyElsevierinc.



Thromboembaolic Palbociclib Ribociclib Abemaciclib
events
Incidence, %
(events/ MOMARCH- Real
100 person-y) PALOMA 1 PALOMA 2 PALOMA 3 PALLAS Real world MOMNALEESA 2 MONALEESA 3 MOMNALEESA 7 Real world MOMNARCH 1 MOMNARCH 2 MOMARCH 3 Plus’ monarchE  world
VTE 48% (4.1) 14%(08) 17% (27 1.6% (1.1)  7.9-90% (8.7) 0.6% (0.6) 5.6% (4.2) 3.3% (16) 1.4% (25) 08%(1.8) 4.8% (4.1) 6.1% (4.9) 26% (2.6) 22% (19 49%(9.])
DVT 0% (0) 05% (0.3)  0.3%(0.5) 0.3% (0.2) 49-54% (54) 0% (0) 0% (0) 0% (0) 0% (0) 0% () 23%(19) 28% (2.2) - 1.1% (09) 2.2% (4.1)
PE 48% (4.1)  09% (05  09%(14) 0.7% (04) 2.3-24% (25 0.4% (0.6) 5.6% (4.2) 3.0% (1.5) 1.0% (1.5) 08118 25%12.1) 34% (2.7) - 0.9% (08) 27%(5.1)
Visceral vein 0% (0) 0% (0) 0.6% (0.9) 01% (0.1) 08-24% (08 0% (0) 0% (0) 0% (0 0% (0) 0% () 0% (0) 0% (0) - 0.2% (0.2) 0.3%(0.5)
thrombosis
Cerebral venous 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0.3% (0.2) 0.7% (1.0) 0% () 0% (0) 0% (0) - 01%(0.1) 0% (0)
thrombosis
Superficial 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% (0) 0% () 0% (0) 0% (0) - 0% (0)  0.3% (0.5)
thrombophlebitis
Device/line- 0% (0) 0% Q) 0% (0) 003%(002)  0-04% (04) 0% () 0% () 0% (O 0% (0) 0% (0) 0% (0} 0% (0) - 0.1% (0.1) 0% (0)
associated
hrombosis
Arterial thrombosis MR 02%(0.1) NR 0.2% (0.1) 4.1% (4.6) NR NR 0.6% (0.3) 0.3% (0.5) 08% (1.8) MR MR 1.0% (1.0) MR 27% (5.1)
Stroke MR 02%(0.1) NR 0.03% (0.02) 1.5% (1.7) NR NR 0.3 (0.2) 0% (0) 0% (0) MR MR 0% (0) MR 1.4% (2.5)
Acute coronary MR 0% (0) NR 0.03% (0.02) 13% (12) NR NR 0.3 (02) 0% (0) 0% (0) MR MR 0% (0) MR 0.3% (0.5)
m
TIA MR 0% (0) MR 0.1% (0.1) 15% (1.7) NR NR 0 (0%) 0% (0) 0% () MR MR 0% () MR 0.6% (1.0
Peripheral artery MR 0% (0) NR 0% (0) 0% (0) NR NR 0 (0%) 0.3% (0.5) 08 1(1.8) MR MR 1.0% (1.0) MR 0.3% (0.5)
thrombosis
Left ventricular ME 0% (0) NR 0% (0) 0% (0) NR NE 0 (0%) 0% (0) 0% (0) MR MR 0% (0) MR 0.3% (0.5)

thrombus

InternationalSocietyonThrombosisandHaemostasis.PublishedbyElsevierinc.




Klinik Calisma vs Gercek Yasam

Venous Thromboembolism

* Her 3 ajan icin rapor edilen klinik
calisma oranlariyla
karsilastirildiginda gercek

Ageint Clinical Trials vr;:::, X :r:l:se diinyadaki VTE oranlari fazla
Incidence (%) e Gergek diinya pratiginde yiratulen
Palbociclib 1.4-4.8% 7.9-9.0% 1.6-6.4 calismalar arasinda
Ribociclib 0.6-5.6% 1.6% 0.3-2.1 En fazla risk artisina sahip olan
Abemaciclib 0.8-6.1% 4.9% 0.8-6.1 ajan palbosiklib idi o
Ribociclib en dusuk VTE riskine
Events/100-person-yrs sahipti
Palbociclib 0.8-4.1 8.7 2.1-109
Ribociclib 0.64.2 2.5 0.6-4.2
Abemaciclib 1.84.9 9.1 1.9-5.1

InternationalSocietyonThrombosisandHaemostasis.PublishedbyElsevierinc.



Arterial thror_rlbosis

-
GERCEK YASAM VERILERI:
* Her 3 CDK 4/6 inhibitoriinin icin
- , Real Fold arteriyel tromboz oranlarinin birkacg
Agent Clinical Trials World increase kat daha yuksek oldugunu gosterdi
Incidence (%)

' ; o 7  Abemaciclib alan hastalarda
Palbociclib 0-0.3 4.1% 13.7+ trombozu arastiran gercek diinyada
Ribociclib 0-0.6% 0.3% 0.5+ yapilan bir calismada yazarlar,

Abemaciclib 0-0.8% 2 7% 274+ abemaciclib'i arastiran calismalarla
karsilastirildiginda 2,8 kattan fazla
Events/100-person-yrs bir arts|
Palbociclib 0-0.1 4.6 46+
Ribociclib
Abemaciclib

InternationalSocietyonThrombosisandHaemostasis.PublishedbyElsevierinc.



VTE tedavisi

LMWH: I, A]

UFH®[I, Al
Fondaparinux[l, A]
Apixaban®*[l, A]
Rivaroxaban®: [l, A]

Acute phase
5-10 days

LMWH [1, A]
Long-term phase Apixaban® [I, A]
3-6 months Edoxaban® I, A]
Rivaroxaban®* I, A]

Negati
\l} LMWH [I"J B]
DVT or PE e Apixaban® [ill, B]
[ e Edoxaban®® il B]
>6 months

Rivaroxaban® lll B]
VKA [Ill, B]

A. Falanga et al. Annals of Oncology 2023



CAT in special populations

!

!

A4
Obese patients
(weight >120 kg or
BMI >40 kg/m?)

'
Patients with renal
impairment
l’ i i’
CrCl 30-60 ml/min CrCl <30 mi/min

LMWH or

oral Xa inhibitors

UFH followed by VKAs
or LMWH adjusted by anti-

Xa activity

LMWH (preferred) or

oral Xa inhibitors

!

A
Patients with persistent,
severe thrombocytopenia
(<50 000/pl)

| !

N 3 AV
High risk of thrombus Low risk of thrombus
progression progression

. -

Full-dose anticoagulation
plus platelet transfusion
to maintain platelet count
>40-50 000/l or
vena cava filter plus low-
or intermediate-dose
LMWH

Intermediate- to
prophylactic-dose
LMWH;

if platelet count
<25 000/pl, stop
anticoagulation

4

Falanga et al. Annals of Oncology 2023




Comparative Toxicities of CDK4/6 Inhibitors

PALOMA-2![1.2] MONALEESA-203! MONARCH 3[45]
Palbociclib + Letrozole (n = 444) Ribociclib + Letrozole (n = 334) Abemaciclib + NSAI (n = 327)
Gr3 Any Gr Any Gr
Neutropenia 79.5 56.1 104 76.9 52.4 9.6 41.3 19.6 1.5
QTcF prolongation
= >60 msvsBL NR NR NR 3.0 -- -- NR NR NR
= >7] post-BL>480 ms NR NR NR 3.6 -- -- NR NR NR
= >1] post-BL>500 ms NR NR NR 0.6 -- -- NR NR NR
Gastrointestinal
= Diarrhea 26.1 1.4 0 38.3 2.4 0 81.3 9.5 0
= Vomiting 15.5 0.5 0 335 3.6 0 28.4 1.2 0
= Abdominal pain 11.3 0.9 0 NR NR NR 29.1 1.2 --
= Decreased appetite 14.9 0.7 0 20.7 1.5 0 24.5 1.2 0
LFTs
® |ncreased ALT 43 2 <1 NR NR NR 15.6 5.8 <1
® |ncreased AST 52 3 0 NR NR NR 15 3 0
® |ncreased ALT, AST, NR NR NR 20.1 8.4 1.8 NR NR NR
and/or blood bilirubin
Fatigue 37.4 1.8 -- 41.3 2.7 0.3 40.1 1.8 --

*Any-cause AEs for PALOMA-2 and MONALEESA-2; TEAEs for MONARCH 3, except for any-cause increased ALT/AST.

1. Finn. NEJM. 2016;375:1925. 2. Palbociclib PI. 3. Hortobagyi. Ann Oncol. 2018;29:1541. 4. Goetz. J Clin Oncol. 2017;35:3638. 5. Abemaciclib PI.




CDK4/6 inhibitor dozunun azaltilmasi

o \UJ o

metastatik hastalarda etkinligi etkilemez

Impact of abemaciclib dose reductions on PFS Impact of ribociclib dose reductions on PFS
MOMNARCH 2 HR (95% CI) 100 -
100 mg abemaciclib + fulvestrantvs 150 mg (reference) b 1.03(0.68, 157) — .
& “a
- i — .
E Bﬂ B VX Consoring Smes —‘-_!“ 1‘::1"' h. LR
50 mg abemaciclib + fulvestrant vs. 150 mg (reference) ——=ay——--i 0.92(0.50,1.71) > —8— 0% T1% rlatve DI (30t persantis - a2 "\ -
o] o “‘»““i.th,.ﬁ
7] = %= 100"% reladve DI [BR percentie
MONARCH 3 8 . ' g~

100 mg abemaciclib + NSAlvs. 150 mg (reference) 81— 0.76(0.47,125) £ e mmm———

-§ 0 ﬁ-”;ﬂ::::‘j?:rq_cﬂ_ﬁ # "
Blh percentls. 24 9 monis

50 mg abemaciclib + NSAl vs_150 mg (reference) | ¥ ,  099(051,190) Es SN pavcnii: 206 menfe

E 20 4 *
{] -
-1 0 1 2 i T T T T T T T T T T T T T T T T T T
- — 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time, months
Favors lower dose Favors reference "

Rugo et al, Oncologist 2020; Burris et al, Br J Cancer 2021



CDK4/6 Inhibitorli Temel AE'ler:lzleme ve
Onleme

Diarrhea Hepatobiliary QT Prolongation ILD/
Toxicity Pneumonitis
Abemaciclib Abemaciclib Abemaciclib Abemaciclib Abemaciclib
Palbociclib Palbociclib Palbociclib
Ribociclib Ribociclib Ribociclib Ribociclib Ribociclib
CBC before starting
treatment, then:
=  Abemaciclib,
Q2W x 2 mo,
QM x 2 mo, then Monitor for
as indicated pulmonary
symptoms indicative
= Palbociclib, of ILD or
Days 1 and 15 of pneumonitis
cycles 1-2, then
as indicated {eg,l m‘a" el

= Ribociclib, Q2W x
2 cycles, start of
next 4 cycles, and
as indicated




Parp Inhibitorleri



§ = Analytical Endpoint SOLO-1 PAOLA-1 PRIMA PRIME ATHENA
(Olaparib) (Olaparib + Bev) (Niraparib) (Niraparib) (Rucaparib)

22.1vs. 16.6
HR: 0.59 &

BRCA-mt

HRD-Test Positive

HRD/BRCA-wt

HRD-Test Negative

Median Follow-up

56.0vs 13.8
HR:0.33 §

57.6 mos

37.2vs 21.7
HR: 0.31

37.2vs 17.7
HR: 0.33

28.1vs 16.6
HR: 0.43

16.6 vs 16.2
HR: 1.0

27.4 mos

13.8v 8.2
HR: 0.62 &

22.1vs 10.9
HR: 0.40

219vs 104
HR:0.43 &

19.6 vs 8.2
HR: 0.50

8.1vs5.4
HR: 0.68

13.8 mos

24.8vs 8.3
HR: 0.45 &

NR vs 10.8
HR: 0.40*

*BRCA population is gBRCA

anly

248 vs 11.1
HR: 0.58*

*BRCA population is gBRCA

only

NR

14.0vs 5.5
HR: 0.41

27.5 mos

20.2vs 9.2
HR: 0.52 §

NR vs 14.7
HR: 0.40

28.7vs 11.3
HR: 0.47 §

20.3vs 9.2
HR: 0.58

12.1vsS.1
HR: 0.65

26.1 mos



Niraparib



Niraparib - glvenlilise genel bakis

Advers olay, n (%) '\(l:]rizgz)b I(Driiszeﬂ;
Herhangi bir TEAE 478 (98.8) 224 (91.8)
Derece >3 341 (70.5) 46 (18.9)
Tedavinin birakilmasina yol agan 58 (12.0) 6 (2.5)
Dozun azaltilmasina yol agan*® 343 (70.9) 20(8.2)
Doza ara verilmesine yol acan 385 (79.5) 44 (18.0)
Olime yol agan TEAE’ler 2 (0.4) 1 (0.4)

0, < ® 56
TEAE’ler yonetilebilir ve Dozda yapilan kesintiler daha  Tedavinin trombositopeniye Oliime yol agan
PARP inhibitora sinifina  onceki niraparib ¢alismalarina bagli olarak birakilmasi TEAE’lerin tedaviyle iligkili

uygun olmustur benzer oranda olmustur %4.3 olmustur olmadiklari belirlenmistir

» Bireysellestirilmis doz rejiminin uygulamaya girmesiyle giivenlilik iyilesmistir

PARP, poli(ADP-riboz)polimeraz; TEAE, tedaviyle ortaya gikan advers olay.

Tablo: N Engl J Med, Gonzalez-Martin et al, Niraparib in Patients with Newly Diagnosed Advanced Ovarian Cancer, Volume 381, Pages 2391-402. Copyright © 2019 Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical 52
Society.



En yaygin Derece >3 TIAOlar

Genel poplilasyon (N=728)*

Niraparib (n=484) Plasebo (n=244)
Trombositopenit-
Anemit | — Niraparib herhangi bir derece TIAO
Bulanti == Niraparib derece 23 TIAO
) _ = Plasebo herhangi bir derece TIAO
Notropenis- mm Plasebo derece 23 TIAO
Konstipasyon - 41.7| 0.4]0 | 21.3
Yorgunluk- 36.6| 2.3][ 0.4 | 311
Bas agrisi 27.5| 040 | 168
Uykusuzluk | 15.2 3,5 villik uzun takip

Karin agrisi 4 | 32.4 S u re5|

Kusma 1 244  os|jf0.8|13.1 . .

Al 254 Trombositopeni (%40)

Hipertansiyon** 2.0 9.0 Anemi (%32)
. a 24.6 ae L
Diyare | Notropeni (%21)
I I I I I I 1

100 80 60 20 40 60 80 100

Hastalar
(%)

Veri kesme tarihi: 17 Kasim 2021. *>1 doz c¢alisma tedavisi alan hastalar. fTrombositopeni ve trombosit sayiminda disus dahil. fAnemi, hemoglobin diizeyinde disus, eritrosit sayiminda disus, hematokrit dizeyinde disus ve
makrositik anemi dahil. SN6tropeni, notrofil sayiminda dusus, febril nétropeni ve nétropenik sepsis dahil. “Hipertansiyon, kan basincinda yiukselme ve kan basincinda dalgalanma dahil.

TIAO, tedaviyle iliskili advers olay.
Gonzalez-Martin A, et al. Presented at ESMO 2022 (Poster #530), 9-13 Sep, Paris, France.



NOVA : ikinci basamak ve sonraki platin bazli kemoterapiye yanit
veren hastalarda Niraparib idamesi - TIAE

« Hematolojik TEAE’ler oncelikle niraparib tedavisinin ilk yilinda meydana gelmistir

* 1. yildan 2-3. yila, Derece =3 trombositopeni insidansi %33.8'den %2.8’e dusmus, anemi %25.6'dan %0.7’ye ve
notropeni %19.3’den %2.1’e dusmustur

* Niraparib kolunda 49 (%13) hasta ve plasebo kolunda 9 (%5) hasta 3 yildan fazla tedavilerini almaya devam
etmistir

Niraparib kolu Plasebo kolu

Advers olay, n (%) Gf:nel Y_I| 1 Yll 2-3 G_enel Y_I| 1 Y|I_2—3 Y|I_3+

(N=367) (n=367) (n=143) (N=179) (n=179) (n=31) (n=9)
Trombositopeni* 131 (35.7) 124 (33.8) 4 (2.8) 6 (12.2) 1 (0.6) 1 (0.6) 0 0
Anemit 99 (27.0) 94 (25.6) 1(0.7) 5 (10.2) 0 0 0 0
Notropenit 76 (20.7) 71 (19.3) 3(2.1) 4 (8.2) 3(1.7) 3 (1.7) 0 0
Hipertansiyon 36 (9.8) 32 (8.7) 7(4.9) 4 (8.2) 4 (2.2) 4 (2.2) 0 0
Yorgunluk$ 31 (8.4) 30 (8.2) 0 1 (2.0) 1 (0.6) 1 (0.6) 0 0
GI bozukluklar 30 (8.2) 24 (6.5) 4 (2.8) 2 (4.1) 9 (5.0) 8 (4.5) 1(3.2) 0

Nihai veri kesme tarihi 1 Ekim 2020 olmustur (OS igin ortalama takip siresi 67 ay olmustur) *Trombositopeni, trombositopeni ve azalmig trombosit sayisi bildirimlerini igerir. tfAnemi, anemi ve azalmis hemoglobin sayisi bildirimlerini
igerir. ¥ Notropeni, noétropeni, azalmis nétrofil sayisi ve febril nétropeni bildirimlerini igerir. §Yorgunluk , yorgunluk, asteni ve huzursuzluk bildirimlerini igerir **GI bozukluklar konstipasyon, bulanti, kusma ve karin agrisini igerir. Gl,
gastrointestinal; OS, genel sagkalim; TEAE, tedaviyle ortaya ¢ikan advers olay.

Matulonis UA, et al. presented at SGO 2021, 19-25 Mar (virtual).
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Advers olaylar icin doz degisimi kilavuzu

AO’lar igin onerilen doz degisiklikleri

Doz duzeyi Gunde bir kezlik doz
Baslangi¢ dozu 300 mg/gun ’ ’ ’
lIk doz azaltimi 200 mg/gln O
ikinci doz azaltimi* 100 mg/gin @
4 )

« ikiden fazla doz azaltimina izin verilmez

» Doz kesintisini gerektiren toksisite 28 gunluk doz kesintisi donemi sonrasinda ortadan kalkmamig ve/veya hastada
zaten iki doz azaltimi yapiimissa (100 mg QD’ye) niraparib kesilmelidir.

» Niraparib tedavisi sirasinda, ozellikle de tedavinin erken fazinda, hematolojik advers reaksiyonlar gdzlemlenmistir.
Bu nedenle, tedavinin ilk ayinda haftalik tam kan sayimi (TKS) izlemi yapilmasi ve dozun gerektigi gibi degistirilmesi
onerilmektedir. ilk aydan sonra, aylik TKS izlemi yapilmasi ve bu stireden sonra periyodik olarak devam ettirilmesi
onerilmektedir

- J

Zejula KUB

NX-TR-NRP-PPTX-220001



PRIMA bireysellestiriimis baslangi¢c dozu paradigmasi

* PRIMA/ENGOT-0OV26/GOG-3012 ¢alisma protokoliu 16 Kasim 2017°de (hastalarin ~%65’i
dozlandiktan sonra) ISD rejimini dahil etmek icin degistirilmistir

— Bu degisiklikten sonra randomize hastalar, baglangictaki vicut agirlhigi ve trombosit sayisina gore 200 mg ya da 300
mg almak tGzere atanmistir

Asagidaki hastalar i¢in Asagidaki hastalar igin
200 mg BASLANGIC DOZU 300 mg BASLANGIC DOzZU
S Baslangigta vucut agirhgi TN Baslangigta vucut agirhgi
VEYA
Baslangicta trombosit sayisi Baslangicgta trombosit sayisi
@ <150,000/uL @ 2150,000/pL
\_ AN J

* ISD rejiminin analizi guvenlilik populasyonunda yurutulmustur (=1 doz niraparib ya da plasebo alan tim
hastalar)

ISD, bireysellestiriimis baslangi¢c dozu; QD, gunde bir kez. 56
Mirza MR, et al. presented at ASCO 2020, 29-31 May (virtual); Korach J, et al. presented at ESGO SoA 2020, 14-16 Dec (virtual).

NX-TR-NRP-PPTX-220001



Hematolojik olmayan AO’lar i¢cin doz degisim kilavuzu

&

Doz kesintisi (28 giine kadar)

4 N

« Eger AO =28 giin icinde duzelmezse veya hastaya
100 mg/gun verilirken 28 gunden uzun suren
CTCAE 2 3. derece tedaviyle iligkili advers

« Eger AO =28 gun icinde duzelirse, azaltilmig dozda
yeniden niraparib baslanir

— Dozun gunde 2 kapsule (200 mg) ve daha sonra gunde 1
kapsule (100 mg) dusurulmesine izin verilir

reaksiyon gerceklesirse
— AQO’ya dayanarak 2’den fazla doz azaltimi yapilmaz

— Eger hastada daha 6nce doz gunde 100 mg’a dusurulduyse
ve yeniden bir AO olusursa tedavi durdurulmalidir.

— Tedavi durdurulmalidir.

57

Zejula KUB
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Hematolojik AO’lar icin doz degisim kilavuzu

Trombositopeni Notropeni Anemi
Derece 1 Derece 22 Derece 23 Derece 23
Trombosit sayisi Trombosit sayisi Notrofil Hemoglobin
75,000-99,999/uL <75,000/uL <1,000/uL <8g/dL

< - - L

Doz kesintisi (28 giine kadar)

Takip icin haftalik olarak kan sayimi gergeklestirilir (belli degerlere/diizelmeye kadar, asagiya bakiniz)

Dizelmis trombosit sayisi Dlzelmis trombosit sayisi Diizelmis notrofil sayisi Duzelmis hemoglobin
>100,000/pL >100,000/pL >1,500/uL >9g/dL
L « Eger AO =28 giin icinde duzelirse, azaltilmig dozda yeniden niraparib basglanir
Eger AO <28 gun iginde duzelirse, ayni

ya da azaltilmis dozda yeniden niraparib — Dozun gunde 2 kapsule (200 mg) ve daha sonra gunde 1 kapsule (100 mg) duguriimesine
baslanir izin verilir

2. olusum: — AQ’ya dayanarak 2’'den fazla doz azaltimi yapiimaz

Eger AO <28 glin icinde dlzelirse, < . . ) e aer g . .
afalmm,$ doz?,a yjniden niraparib — Eger hastada daha once doz ginde 100 mg'a dusdrdldiyse ve bir AO olusursa tedavi birakilir

baslanir

ilave 4 hafta haftalik olarak kan sayimi gercgeklestirilmeye devam edilir (yeni dozun givenliligi saglanir)

° Trombosit sayimi <10.000/uL olan hastalarda trombosit transfiizyonu distnulmelidir. Eszamanli antikoagllasyon veya anti-trombosit uygulamasi gibi

* Transflizyon veya hematopoetik bliyume faktori kanama igin diger risk faktorleri varsa, bu maddelere ara verilmesi ve/veya daha yiiksek bir trombosit sayiminda transfiizyon yapilmasi diisiiniilmelidir.

destegdi gerektiren hematolojik advers reaksiyon i . o i o
° Niraparib baglangi¢ctan daha dustk bir dozda devam edilmelidir.

Zejula KUB
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Doz degisimlerinden sonra az sayida hematolojik advers olay

100
c
59 > 485
1-5. aylar i¢in Trombositopenia £3 50
(herhangi bir derece) insidansi L 'S, 25 11 8517 270 113 00
0 S — 3 ay sonra hematolojik
100 Ayl Ay2 Ay 3 Ayd  AyS TEAE’lerde anlamli bigimde
e _ dusuk insidans olurken
- _ _ &9 75 hastalarin cogu doz
1-5. aylar 1¢1n A.\nem|b (herhangi -g -ﬁ 50 degisimleri yoluyla bireysel
bir derece) insidansi ki 3 25 112,5135 06104561 5907 3.20 tolere edilen dozuna ulagmistir
Ay 1 Ay 2 Ay 3 Ay 4 Ay 5
100
c
B . =g 75
1-5. aylar igin Notropenic =3 50
(herhangi bir derece) insidansi § N oe 17.2 .
> 34 1 1506 1 1.3 1.108
7 M
Ay 1 Ay 2 Ay 3 Ay 4 Ay 5
M Nirapario [ Plasebo

NX-TR-NRP-PPTX-220001

aTrombositopeni trombositopeni ve azalmis trombosit sayisi bildirimlerini igerir; anemi anemi ve azalmis hemoglobin sayisi bildirimlerini igerir; cnétropeni, ndtropeni, azalmig nétrofil sayisi ve
febril nétropeni bildirimlerini igerir.

TEAE-= tedaviyle ortaya ¢ikan advers olay

Oza AM, et al. Oral presentation at ESMO 2017. Presentation #9300



MDS/AML ozeti (guvenlilik populasyonu)
Veri kesme Ekim 2020

* Primer analiz zamaninda MDS/AML insidansi nirapirib kolunda %1.4 (5/367) ve plasebo kolunda %1.1 (2/179) idit

» Uzun-vadeli takip ve daha sonra tedavi uygulamalariyla birlikte, nirapirib kolundaki hastalarin %3.5’inde (13/367) ve
plasebo kolundaki hastalarin %1.7’sinde (3/179) MDS/AML gelismistir

Niraparib kolu Plasebo kolu
Tumu gBRCAmM Non-gBRCAmM Tumu gBRCAmM Non-gBRCAmM
Advers olay, n (%) (N=367) (n=136) (n=231) (N=179) (n=65) (n=114)

MDS/AML timii 13* (3.5) 9 (6.6) 4 (1.7) 3 (1.7) 2 (3.1) 1(0.9)

Nihai veri kesme tarihi 1 Ekim 2020 olmustur (OS igin ortalama takip suiresi 67 ay olmustur). *Niraparib ile tedavi edilen 13 hastada toplam 16 MDS/AML olay! bildirilmistir : 1 hastada MDS daha sonra AML; 1 hastada MDS Derece 1,

daha sonra MDS Derece 4, daha sonra AML olmustur. AML, akut miyeloid I6semi; gBRCAm, germline BRCA mutanti; MDS, miyelodisplastik sendromlar; OS, genel sagkalim; TEAE, tedaviyle ortaya ¢ikan advers olay.

1. Mirza MR, et al. N Engl J Med 2016;375:2154—64. 60
Matulonis UA, et al. presented at SGO 2021, 19-25 Mar (virtual).
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ﬂ « MDS veya AML olaylarinin raporlanma orani niraparib kolunda (6/484, %1.2) ve
plasebo kolunda (3/244, %1.2) ayni olmustur?

@ * MDS ve AML icin bilinen risk faktorleri arasinda platin bazli CT ve PARPI kullanimi yer almaktadir
(sinif etkisi)23

 MDS veya AML olaylari yasayan hastalardal:
q — TUm hastalarin 1L platin bazh CT aldigi
b — Niraparib uygulanan 6 hastanin 3’'Unun muteakip CT aldigi
— Plasebo kolundaki 3 hastanin hepsinin muteakip CT ve muteakip PARPitedavisi aldigi goralmustur

Veri kesme tarihi: 17 Kasim 2021. *Birincil veri kesme tarihinde (Mayis 2019) niraparib grubunda 1 MDS olgusu goériilmus, plasebo grubunda ise hic MDS olgusu gorilmemistir4.

1L, birinci basamak; AML, akut miyeloid I6semi; CT, kemoterapi; MDS, miyelodisplastik sendrom; PARPI, poli(ADP)riboz polimeraz inhibitorii. 1. Gonzalez-Martin A, et al. Presented at ESMO 2022 (Poster #530), 9-13 Sep, Paris,

France; 2. Travis LB, et al. New Engl J Med 1999;340:351-57; 3. LaFargue CJ, et al. Lancet Oncol 2019:20:e15-e28; 4. Gonzalez Martin A, et al. N Engl J Med 2019;381:2391-402.

NX-TR-NRP-PPTX-220001



Olaparib Yan Etki Profili

Olaparib (n=256)

20 0

1 1 L 1 i

100

W Grade 1

BGrade? BGrade3

Control (n=130)
1] 20 40 G0 aa 100
Any
Anaemia”
Nausea

Fatiguefasthenia
Decreased appetite
Diarrhoea
WVomiting
Conslipation
Back pain
Pernipheral cedema
Cough
Dyspnoea

Grade 4 Grade 5

G.Roubaudetal. /EuropeanlournalofCancer 170(2022)73e84



Yan Etkilerin Ortaya Cikma Zamani

Median treatment duration:

Events with a resolution
date/patients with an event

Anaemia*

Nausea

Fatigue &
asthenia

Decreased
appetite

50127
8/20

78/110
16/27

38/107
16/43

35/80
9/24

Olaparib 7.6 months (range 0.03-28.9)

Contral 3.9 months (range 0.6-29.1)

19@ 3.9

2.3 e Olaparib Control
Median time to onset of 1st event
05@ 1.9 . !
: Median duration of 1st event L
1.2 @ 1.07
10@ 4.0
1.0@ 2.2
1.3 @ 31
19@ 1.4
0 1 2 3 4 5 6 7

Median time (months)

G.Roubaudetal. /EuropeanlournalofCancer 170(2022)73e84



Yan Etki YOonetimi

Adverse event, n (%)

Any adverse event

of Grade 23, n (%)

Supportive
therapy, n (%)

Dose interruption,
n (%)

Dose reduction, n (%)

Resolved, n (%)

Discontinued, n (%)

Anaemia

Olaparib
(n=256)

Nausea

Olaparib
(n=256)

Fatigue/
asthenia

Olaparib
(n=256)

Decreased
appetite

Olaparib
(n=256)

78 (30) 14 (11) 63 (25) 17 (13) 5(2) 5 (4) 25 (10) 6 (5)
[ | [ | | [ | I
67 (26) 2 (1.5) 5 (2) 4 (3) 8 (3) 4(3) 3(1) 2 (1.5)
[ [ [ [ | [ [ [
42 (16) 0 (0) 6 (2) 2 (1.5) 6(2) 4(3) 0 (0) 1(1)
[ [ [ [ I [ | I
50 (20) 9(7) 78 (30) 16 (12) 38 (15) 16 (12) 35 (14) 9(7)
[ I [ I [ I [ I
20 (8) 1(1) 2(1) 0(0) 5(2) 3(2) 1(<1) 0 (0)

G.Roubaudetal. /EuropeanJournalofCancer 170(2022)73e84




Gercek Yasam Verileri

Percentage
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52
- 5o O Dose interruption
m@ Dose reduction
41 40  @Discontinuation
m Started a recommended dose
30
@ Persistence® with PARPi
N 20
12 12 12 11 13 10
7 \
N N TN N N "

n =260 n =535 n =484 n =255 n=425 n=195 n =367 n=2372
Olaparib Olaparib + Niraparib Niraparib Rucaparib Olaparib Niraparib Rucaparib

n =227
Niraparib Rucaparib

Bevacizumab
SOLO1 PAOLA PRIMA PRIME ATHENA-MONO  SOLO2 NOVA ARIEL3
Frontline PARPi Maintenance Second-Line+ PARPi Maintenance Real-World Data®
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Doz Modifikasyonu

m 2 X OR ADVERS OLAY
m DAILY |

INITIAL REDUCTION
Initial reduction to 250 mg (one 150 mg tablet and one
100 mq tablet) taken twice daily (total 500 mg daily)

FINAL REDUCTION
Final reduction to 200 mg (two 100 mq tablets) taken
twice daily (total 400 mg daily)




PARP Inhibitorleri Karsilastirmal,

Degerlendime

Miraparib (n=367) Placebo (n=179) Olaparib (n=195) Placebo (n=99) Rucaparib (n=372) Placebo (n=189)
Allgrades Grade3or4  Allgrades Grade3or4 Allgrades Grade3or4 Allgrades Grade3or4  Allgrades Grade 3 or 4 Allgrades Grade 3or 4
Anasmia 184 (50%) 93 (25%) 12 (7%) (o] 85 (44%) 38 (19%) 8(8x%) 2(2%) 139 (37%) 70({19%) 11 (65%) 1 (=1%)
Thrombocytopenia 225(61%) 124 (34%) 10 (6%) 1 (=1%) 27(14%) 2 (1%) 3(3%) 1(1%) 104 (28%) 19 (5%) 5{33) Q
Meutropenia 111 (20%) 72 (20%) 11(6%)  3(2%) 38(19%) 10 (5%) 6(6%) 4 (4%) 67 (18%) 25 (7%) 9(5%)  2(1%)
Mausea 270 (74%)  11(3%) 63(35%) 2 (1%) 148 (76%)  5(3%) 33(33%) © 280(75%) 14 (4%) B9 (37%)  1{<1%)
Constipation 146 (40%) 2 (<1%) 36 (20%)  1(<1%) 40(21%) O 20(20%) 3 (3%) 136 (37%) 7 (2%) 45 (24%) 2 (1%)
Vamiting 126 (34%) 7(2%) 29 (16%)  1(<1%) 73(37%) 5(3%) 19 (19%) 1(1%) 136 (37%) 15 (4%) 28(15%) 2 (13)
Decreased appetite 93 (25%) 1 {<1%) 26 (15%)  1(<1%) 43(22%) O 11 (11%) O 87(23%) 2(<1%) 26 (14%) O
Abdominal pain 83(23%) 4(1%) 53 (30%) 3(2%) 47 (24%)  5(3%) 31(31%) 3 (3%) 111 (30%) 9 (2%) 49 (26%) 1 (<1%)
Diarrhoea 70 (20%) 1 (=1%) 37 (21%) 2 (1%) 64 (33%) 2 (1%) 20(20%) 0O 118 (32%) 2 (=1%) 41(22%) 2 (1)
Dyspepsia 42 (11%) Q 17 (10%) © 22 (11%) O 8(8%) o© G4 (15%) 1 {<1%) g(5%) O
Dysgeusia 37 (10%:) 0 7 (43) 0 52 (27%) O F(7%) 0 146 (29%) O 13(7%) O
Fatigue 218 (59%)  30(8%) F4(41%) 1(=1%) 128 (66%) 8 (4%) 39 (39%) 2 (2%) 258 (69%) 25 (7%) 83 (44%) 5(3%)
Dizziness 61 (17%) 0 13(7%) O 26 (13%)  1(<1%) 5(5%) O G4 (15%) O© 15 (8%)  1({<1%)
Headache 95 (26%) 1 (<1%) 17 (10%) © 49 (25%) 1 (<1%) 13(13%) 0O 67 (18%) 1(<1%) 30(16%) 1{<1%)
Dyspnosa 71 (19%) 4 (1%) 15(8%) 2 (1%) 23(12%)  2(1%) 1(1%) © 50(13%) 1 14 (7%) O
Masopharyngitis 41 (11%) 0 13(7%) O 21(11%) 0O 11({11%) O 41(11%) 0O 6(3%)  2(1%)
Cough 55(15%) O 8(5%) O 33(17%)  1(<1%) 5(5%) O 54(15%) © 25(13%) O
Arthralgia 43 (12%) 1(<1%) 22(12%) O 29 (15%) O 15 (15%) O 57(15%) 2 (1%) 24 (13%) 0O
Table 2: Toxicities of poly (ADP-ribose) polymerase (PARP) inhibitors described in the three phase 3 trials

Lancet Oncol 2019; 20: e15-28



Hematolojik Yan Etkilerin Yonetimi

Grade 1 Grade 2 Grade 3or 4

Anaemia® Monitor and continue PARP inhibitor Withhold for maximum of 28 days and  Consider transfusion; withhold for maximum
monitor blood counts weekly until of 28 days; resume PARP inhibitor at reduced
haemoglobin returns to =9 g/dL; dose; if already at the lowest dose,
resurme PARP inhibitor at reduced dose;  discontinue; discontinue if haemoglobin has
discontinue if haemoglobin has not not returned to acceptable concentrations
returned to acceptable concentrations  after 28 days
after 28 days

Neutropenia™ Monitor and continue PARP inhibitor Withhold for maximum of 28 days and  Withhold for maximum of 28 days; resume
monitor blood counts weekly until PARF inhibitors at reduced dose; if already at
neutrophil counts return to the lowest dose, discontinue; discontinue if
21500 cells/pL; resurme PARP inhibitor  neutrophils have not returned to acceptable
at reduced dose; discontinue if concentrations after 28 days

neutrophils have not returned to
acceptable concentrations after 28 days

Thrombocytopenia®®  First occurrence (platelets <100 000/pL): CBC should be monitored at least Withhold for maximum of 28 days and ~ Platelet transfusion for concentrations of

weekly depending on the degree of platelet decrease, although twice weekly  monitor blood counts weekly until platelets <10 000/pL or bleeding; resume
might be considered;* withhold for maximum of 28 days and monitor blood  platelets returns to =100 000/ul; PARP inhibitor at reduced dose; if already at
counts weekly until platelets return to =100 000/pL; resume PARP inhibitor  resurme PARP inhibitor at reduced dose;  the lowest dose, discontinue; consider

at same or reduced dose; if platelets <75 000/pL, reduce dose. Second if platelets <75 000/uL, reduce dose interruption of anticoagulation and
occurrence (platelets =100 000/pL): withhold for maximum of 28 days and antiplatelet drugs

monitor blood counts weekly until platelets return to =100 000/uL; resume
PARF inhibitor at reduced dose; discontinue if platelets have not returned to
acceptable concentrations after 28 days or if patient was on lowest dose

CBC=complete blood count. *Although these guidelines are specific from the niraparib packaging label for management of niraparib haematological adverse events (especially the weekly CBC upon initiation),
they can also be applied to the other PARP inhibitors.

Table 3: Management for haematological adverse events for poly (ADP-ribose) polymerase (PARP) inhibitors (grading by Common Terminology Criteria for Adverse Events, version 5-0)*

Lancet Oncol 2019; 20: e15-28




Hematolojik Olmayan

Yan Etkilerin Yonetimi

Tedavi ayina gore niraparib dozu duzeyi

100% -
90% -

Tedavide kalan hastalarin doza gore

80% -
70% -
60% -
50% -
H0% -
%o% -
20% -
10% -
0% -

3 4 5 6 7 8 9

m300mg =200 mg m100 mg

10 11 12

Panel: Management of non-haematological adverse events (according to the
Common Terminology Criteria for Adverse Events) for poly (ADP-ribose) polymerase
PARP inhibitors*

Grade 1833
« Continue PARP inhibitor
« Symptomatic treatment if necessary

Grade 2%

« Continue PARP inhibitor

« Consider dose interruption, reduction, or both, if toxicity remains uncontrolled
despite symptomatic or prophylactic therapies

Grade 3 or 4141518

Withhold until resolution of adverse event for niraparib is classified grade 1 or less for

olaparib (ie, resolved or grade 1 event), or grade 2 or less for rucaparib (resolved,

grade 1, or grade 2)

Might continue treatment if adverse event is nausea, vomiting, or diarrhoea, and

controlled on medication

« [ftreatment was interrupted, consider dose reduction upon resumption (particularly if
after second time withholding)

-

-

Grade 3 or 4 lasting more than 28 days with the lowest dose of PARP inhibitor’**°
+ Discontinue PARP inhibitor

* Although these guidelines are specific for niraparib {except where indicated in the panel), they can also be applied to the other
PARP inhibitors.
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