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QUESTIONS FOR THE FACULTY

What are the advantages and disadvantages of-lbody glucose
monitoring systems, and what specific systems are most useful?

Can physicians access the data from-body glucose monitoring
systems directly?

In which situations should an oitvody glucose monitoring system
be used when starting treatment with a PI3K/AKT inhibitor?
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TodayAs Di scussi on

A Brief Background
A Review the PIBK/AKT/mTOR pathwayd link to glucose levels
A The problem of acute hyperglycemia people with cancer

A Explore the available agents targeting the PI3K/AKT/mTOR pathway
Comparative incidence, severity and timing of onset of hyperglycemia with
approved Capivasertibalpelisih inavolisi) and investigationaleQ,
gedatolisib

A Discuss current guidelines on optimal monitoring and managemeht
patients receiving approved AKT and PI3K inhibitors
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Diabetes among DFCI patients in Boston, MA

- 2010 - 2017 |2010-2020

Total 1471 2805
AlC <7 783 1536
Al1C > 7 500 1025

Total number of patients with breast cancer and the diagnosis
of type 2 diabetes (Alc + medications OR diagnosis code)



Diabetes and cancer
Multidimensional link

Biological link:
Rising Dysmetabolism,
prevalence of Immune
obesity & DM dysfunction, and
cancer

Disjointed
patient care
services

Surge in new
cancer therapies




The breast cancer case

A>20% of women with breast cancer in the US have diabetes
(approx. double the prevalence in general adult population)

AType 2 diabetes is undlagnosed In almost-tmed of individuals
with the diseased & dzZNLINA 4 S€é¢ RALF Iy 2aSa

ABreast cancer survivors with type 2 diabetes

A38% higher breast cancepecific mortality; 49% higher ahuse
mortality

AFor earlystage breast cancer survivors, type 2 diabetes is
associated with significantly shorter median disefee survival
(36 vs. 81 monthsiiabetes may be less impactful on
metastatic disease survival

Cheung YM, McDonnell ME, et al. JCEM 107(9), 2022 Peairset al,J Clin Oncd9:406, 2011
Eketundeet al,Cureusl2:€8010, 2020 Wolf et al,Lancet On6:10311, 2005



Ut As not only common, | t As co

A Diabetes issues can be complex in cancer and usual care lead
to Issues such as disruption in chemotherapy or suboptimal
management

A Patient engagement is challenging because diabetes self
management can be burdensome and may not be prioritized,
and >30% of patients express depressive symptoms

A Specialized cancefiabetes care delivery models have not been
formally developed and studied

=)

SrokowskiTP et al,) Clin Onc@7:21702176, 2009  Rodriguez KMClinical Therapeuti®5:170178,2013 | | NNB R W/ X a Diab2tyed.2024 Apg4 (4)
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Groups are attempting to organize

—

\

Current Diabetes Reports (2021) 21: 62
https://doi.org/10.1007/511892-021-01435-y

HEALTH CARE DELIVERY SYSTEMS AND IMPLEMENTATION IN DIABETES (ME "}
MCDONNELL AND AR SADHU, SECTION EDITOR) Check for

updates

Patient-Centered Diabetes Care of Cancer Patients

Anupam Kotwal' - Yee-Ming M. Cheung?? - Grace Cromwell? - Andjela Drincic’ - Houry Leblebjian® - Zoe Quandt® -
Robert J. Rushakoff® - Marie E. McDonnell®

Cheung YM, McDonnell M, Hamnvik OR. A targeted approach to phosphoin@sitide
kinase/Akt/mammalian target of rapamyeinduced hyperglycemiaurrProblCancer. 2022
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Some cancer cells are dependent
on growth signals from insulin-
mediated pathways activated by
mutated oncogenes

In cancer cells with a PIK3CA
mutation, PIK3K U activity
increases. Inhibiting PISK
decreases PI3K U activity

Direct inhibition of mMTORC1 can
upregulate AKT and increase PI3K
activity, so either upstream or dual
blockade is necessary when
MTOR is inhibited
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Some cancer cells are dependent
on growth signals from insulin-
mediated pathways activated by
mutated oncogenes

In cancer cells with a PIK3CA
mutation, PIK3K U activity
increases. Inhibiting PI3K
decreases PI3K U activity

Direct inhibition of mMTORC1 can
upregulate AKT and increase PI3K
activity, so either upstream or dual
blockade is necessary when
MTOR is inhibited
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|soforms matter

A PI3K isoforms are expressed in different tissues and possess
specialized functions, hence their inhibition leads to unique
adverse effects
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Downstream ParAKT Inhibition

A Capivasertib targets all 3 AKT isoforms (AKT1/2/3), inhibiting signaling driver
by PIK3CA, AKT1 and/or PTEN alterations.

A In combination with fulvestrant, capivasertib is approved in the US for adults
with HRpositive, HERBegative locally advanced or metastatic breast cancer
GAUK M tLYo/!3X 1lYemM 2NJtc¢o9b £ dSN
endocrine therapy (Ed)ased regimen in the metastatic setting or recurrence
on or within 12 months of completing adjuvant ET.

A As capivasertib inhibits physiologic PI3K/AKT pathway signaling, it leads to o
target, offtumor toxicities. The most common adverse events are diarrhea,
cutaneous adverse reactions and elevated glucose levels.

lyengar NM et alNPJ Breast Canc2025 December 4;12(1):16. [ To piacrict |



QUESTIONS FOR THE FACULTY

By what mechanism do PI3K/AKT inhibitors cause hyperglycemia?

By what mechanism do corticosteroids cause hyperglycemia?
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Dr Rugo Case: /gear-old woman

HR+/HER2MBC:Capivasertitand Fulvestrant

A79yowoman

A Left breast ER+/PRILD diagnosed in 2001 with 1/14 positive nodes

A Treated with chemotherapy, surgery, radiation, tamoxifen for 2.5 years, then exemestane
for 8 years stopping in 2012

A 2020 diagnosed with metastatic disease to pleura and bone; ER+/PRER2 1+

A Treated with letrozole/palbociclib x 2.5 years then letrozoledbemaciclib (due to anemia)
for 1.5 years with PD in liver and Tx dependent anemia

A Liver biopsy ER/PR+/HER2 0; NGS + ESR1 (40%) and PIK3CA (38%) mutations

A Treated withelacestrant/ribociclib on a clinical trial x one year with slow progression in
liver

A 12/2024 Fulvestrant andcapivasertib 400 mg BID
A Normal fasting glucose and HgbA1c (5.4)



Dr Rugo Case: /Year-old woman (continued)

Hyperglycemia

A12/29/24 after visiting with family developed low grade fever, diarrhea
A12/30/24 labs: normal glucose

A12/31/24 fever returned with worsening diarrhea and malaise
ASentto ED
AGlucose 461!
A Cultures negative,capivasertib held, hydrated and treated with insulin
with normalization of labs, resolution of diarrhea
A1/15/25
ARestarted capivasertib at 320 mg, and metformin 500 mg BID
ATolerated well without further hyperglycemic episodes
A12/25 progressive disease with ascites, bowel involvement
A Started on dose reduced IDXd



Dr Rugo Case: /ear-old woman (continued)
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ProfCuriglandCase: 6¥earold woman

A 61yearold overweight womBN | 31 kgArwith JZ' @’ Z @/
’Q\ family history of cancer

Ovarian

A Diagnosed with metastatic ER-+Id&mRC Dieds3y
(germline BRCA2 mutation)
A Receives firkiheribociclitetrozole /é/ i 5 b/
A One year later undergoes bilateralspapte Panreatc “prostate
mastectomies for disease progression Dieds7y  Died6sy
A Genetic testing reveil§3CA E542K mutation
A Patient receiveapivaserifolvestrant (5

. h |
A Baseline assessment:

A Fastingjlucose126 mdL

A Hemoglob#lC 5.2% O d)

BMI: Body mass index; years

/ Deceased




Ms Carroll Case: 7/Yearold woman

A79yofemale, diagnosed in 2020. IDC, Grade lll, ER/PR positive, HER2
Negative by FISH s/p bilateral mastectomy (pT2N3a). Adjuvant AC/T,
radiation and Anastrozole.

APresented fall of 2025 with acute SOB. Imaging revealed pleural effusion
and cytology from thoracentesis was positive for malignancy, consistent
with breast primary.



Ms Carroll Case: 7§earold woman (continued)

Summary of Genomic & Epigenetic Biomarkers with Associated Treatment Options

-‘Z.':{f? Approved in indicabon “;:,z Approvad in other indication @ﬁ Lack af response
DETECTED ALTERATION(S] / ] o CLINICAL TRIALS % GFONA GR
ASSCCIATED FDA-APPROVED THERAPIES

BIOMARKER{E) (SEE PAGE 6) CORY NUMEER

i:§ Alpalisibfulvastrant, Capivasertib fulvestrant,
PIK3CA Eb4A5K . - Yes 5.3%
Inavolisibsoalbocicib+ fulvesirant

BRAF L4855 'f_“jf Trarmataib Yes 0.1%

TP53 M2461 None Yes 0.2%

TP53 Spilice Site SNV None Yes 01%

ARMD1A E2250Rfs*28 None Yes 9.6%

Vartanis of unceriain clinical significance listed on following pages.



Ms Carroll Case: 7§earold woman (continued)

A Started Palbociclib 125 mg,Inavolisib 9 mg andFulvestrant
AWithin 2 weeks, FG 199

APatient instructed to hold Inavolisib but continue to check BG
AOne week later, FG 214

ATwo days later, FG 229

AAddit. Two days later, FG 262
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Patient Eligibility in Randomized Clinical Trials of Approved
PI3K/AKT Inhibitors

Eligibility by fasting glucose | Eligibility by HbAlc

SOLAR Alpelisib XmMnn Y3IkR]J e @ nsl:
CAPIltelle291 Capivasertib _ <8%
INAVO120 Inavolisib <126 mg/dL <6%

André F et alAnn OncoR021;32(2):208L7; Turner NC et aN Engl J Med023:388(22):20530; JhaverKL et alN EnglJMed
2025;393(2):15%6 1




Hyperglycemia Grading for Approve@l3K/AKT Inhibitors

FG > 128950 mg/dL
or
6.9 to 8.9 mmol/L
or
HBAL1C > 7%*

FG > 160 to 250 mg/dL
or
> 8.9 to 13.9 mmol/L

FG > 250 to 500 mg/d
or
> 13.9to 27.8 mmol/L

FG > 500 mg/dL
or
> 27.8 mmol/L

* Capivasertitonly

Alpelisibpackage insert, July 2025gpivasertilpackage insert, February 2026avolisibpackage insert, December 2025.




SOLAR Trial: Updated Adverse Events (AEs) wildpelisib
In Combination withFulvestrantfor Advanced Breast Cancer
with a PIK3CA Mutation

Most frequent AEs (=20% in either arm), n (%) Alpelisib + fulvestrant (n = 284)° Placebo + fulvestrant (n = 287)°
All grades Grade 3 Grade 4 All grades Grade 3 Grade 4

Any AE 282 (99.3) 187 (65.8) 35 (12.3) 267 (93.0) 90 (31.4) 17 (5.9)
Hyperglycemia 184 (64.8) 94 (33.1) 11 (3.9) 27 (9.4) 2 (0.7) 1 (0.3)
Diarrhea 169 (59.5) 20 (7.0) 0 47 (16.4) 2 (0.7) 0
Nausea 133 (46.8) 8 (2.8) 0 65 (22.6) 1 (0.3) 0
Decreased appetite 103 (36.3) 2 (0.7) 0 30 (10.5) 1 (0.3) 0
Rash 103 (36.3) 28 (9.9) 0 20 (7.0) 1 (0.3) 0
Vomiting 81 (28.5) 2 (0.7) 0 29 (10.1) 1 (0.3) 0
Weight decreased 79 (27.8) 15 (5.3) 0 7 (2.4) 0 0
Fatigue 72 (25.4) 10 (3.5) 0 51 (17.8) 3 (1.0) 0
Stomatitis 71 (25.0) 7 (2.5) 0 20 (7.0) 0 0
Asthenia 64 (22.5) 7 (2.5) 0 39 (13.6) 0 0
Alopecia 58 (20.4) 0 0 7 (2.4) 0 0

Safety set (N = 571). Numbers (n) represent counts of patients. A patient with multiple severity grades for an AE is only counted under the maximum grade. Medical Dictionary for
Regulatory Activities version 23.0, Common Terminology Criteria for Adverse Events version 4.03.

¢ AEs (any grade) leading to discontinuations of one or both treatments in the safety set (both PIK3CA-mutant and non-mutant cohorts) occurred in 75 patients (26.4%) in the
alpelisib plus fulvestrant arm and 16 patients (5.6%) in the placebo plus fulvestrant arm.””

André F et alAnn OncoR021;32(2):208L7.



SOLARMY | 8 LISNHf @ OSYA Il O XHIE:

Alpelisib + fulvestrant (n = 284)| Placebo + fulvestrant (n = 287)

All grades Grade 3 Grade 4 All grades Grade 3 Grade 4

184 (64.8) | 94 (33.1) 11 (3.9) 27 (9.4) 2 (0.7) 1(0.3)

n (%)

André F et alAnn OncoR021;32(2):208L7.



NAVO120 Trial: Select Adverse Events withvolisib

Inavolisib Placebo
Adverse Event (N=161) (N=163)

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

number of patients (percent)

Key risks

Neutropenia 147 (91.3) 133 (82.6) 148 (90.8) 131 (80.4)

Hyperglycemia 102 (63.4) 11 (6.8) 22 (13.5) 0

Stomatitis or mucosal 89 (55.3) 9 (5.6) 47 (28.8) 0

inflammation

Diarrheat 84 (52.2) 6 (3.7) 26 (16.0) 0

Rash 43 (26.7) 0 2 (19.6) 1(0.6)
Thrombocytopenia 80 (49.7) 22 (13.7) 75 (46.0) 8 (4.9)
Anemia 64 (39.8) 11 (6.8) 62 (38.0) 3 (1.8)
Nausea 47 (29.2) 0 32 (19.6) 0
Ocular toxic effectsi: 47 (29.2) 1 (0.6) 26 (16.0) 0
Increased AST or ALT level 34 (21.1) 7 (4.3) 37 (22.7) 4 (2.5)
Vomiting 26 (16.1) 2(1.2) 10 (6.1) 2(1.2)
Lymphopenia 6 (3.7) 1(0.6) 15 (9.2) 3 (1.8)
Pneumonitis 5 (3.1) 1 (0.6) 2 (1.2) 0

* Data are from the safety analysis population, which included all the patients who had received at least one dose of any
trial agent. Patients were assessed according to the actual trial agents received. Palbociclib—fulvestrant was included in
both the inavolisib and placebo regimens. Grouped terms (i.e., adverse events grouped according to medical concept)
were used to assess selected adverse events (defined in the protocol) on the basis of the known safety profile of in-
avolisib. ALT denotes alanine aminotransferase, and AST aspartate aminotransferase.
T Grade 2 events, which have a substantial effect on quality of life, occurred in 29 patients (18.0%) in the inavolisib group
and 7 patients (4.3%) in the placebo group. .
1+ The most common ocular toxic effects that were observed were dry eye (in 14 patients [8.7%)] in the inavolisib group Jhaveri KL et aN EngL] Med
and 7 patients [4.3%] in the placebo group) and blurred vision (in 8 [5.0%] and 2 [1.2%94], respectively). All were grade 1 . .
and evpents. [4.3%] P group) (in 8 [5.0%] [1.2%)], resp y) g 2025:393(2):1561.

RESEARCH
1O PRACTICE



INAVO120

. Hyperglycemia

Inavolisib (n = 161) Placebo (n = 163)
Any grade Grade 3 or 4 Any grade Grade 3 or 4
102 (63.4) 11 (6.8) 22 (13.5) 0
n (%)

Jhaveri KL et aN EngldJMed 2025;393(2):15%6 1.




Hyperglycemian patients receivingnavolisib
Time to onset of key selected AEs*

Hyperglycemia Rash

o Q
B O

o
(X

B Median (range), days: 7.0 (2.0-955.0) 06 B Median (range), days: 29.0 (1.0-952.0)
1 |

123 456 7 8 91011121314 151617 18 19 20 21 22 23 24 25 26 27 28 30 32 36 123456 7 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 30 32 36
Exposure (months) Exposure (months)

Number of AEs/
patients month

o

Diarrhea Stomatitis/mucosal inflammation
06 B Median (range), days: 15.0 (2.0-602.0) 06 B Median (range), days: 13.0 (1.0-610.0)

0.4 0.4

0.2 0.2
0 -IIIIIIIIIIJII II'IIIII

12 3 456 7 8B 91011121314 151617 18 19 20 21 22 23 24 25 26 27 28 20 32 36 12 3 4 56 7T 8 9101112131415 1617 18 19 20 21 22 23 24 25 26 27 28 30 32 36
Exposure (months) Exposure (months)

Number of AEs/
patients month

B Inavo+Palbo+Fuly B Pbo+Palbo+Fulv

* Median time to onset of first occurrence of the AE, 1.e. if an AE was resolved and recurred in the same patient it is not included a second time in this dataset.
AE, adverse event; Fulv, fulvestrant; Inavo, inavolisib; Palbo, palbociclib; Pbo, placebo.

Jhaveri KL et al. EnglJ Med. 2025 Jul 10;393(2):2361; Juric D et al. ASCO 2024

Courtesy of Prof GiusepgeuriglianavD, PhD



CAPItelle291 Trial: Most Frequent Adverse Events of Any Grade

Capivasertib-fulvestrant n = 355 Placebo-fulvestrant n = 350
AE, n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Any grade Grade 1 Grade 2 Grade 3 Grade 4
Any AE 343 (96.6) 52 (14.6) 139 (39.2) 139 (39.2) 9 (2.5) 288 (82.3) 115 (32.9) 118 (33.7) 44 (12.6) 10 (2.9)
Diarrhea (group term)? 257 (72.4) 164 (46.2) 60 (169) 33 (9.3) 0 71 (203) 61 (17.4) 9 (2.6) 1 (0.3) 0
Diarrhea 257 (72.4) 164 (46.2) 60 (169) 33 (9.3) 0 70 (20.0) 60 (17.1) 9 (2.6) 1 (0.3) 0
Frequent bowel movements 0 0 0 0 0 0 0 0 0 0
Gastrointestinal hypermotility 0 0 0 0 0 1(0.3) 1(0.3) 0 0 0
Rash (group term)? 135 (38.0) 57 (16.1) 35 (9.9) 43 (121) O 25 (7.1) 19 (5.4) 5 (1.4) 1 (0.3) 0
Rash 78 (22.0) 41 (115) 18 (5.1) 19 (5.4) 0 15 (4.3) 10 (2.9) 4 (1.1) 1 (0.3) 0
Rash maculopapular 57 (16.1) 18 (5.1) 17 (4.8) 22 (6.2) 0 9 (2.6) 8 (2.3) 1 (0.3) 0 0
Rash papular 4 (1.1) 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 0 0 0
Rash pruritic 2 (0.6) 2 (0.6) 0 0 0 1 (0.3) 1(0.3) 0 0 0
Rash macular 1 (0.3) 1(0.3) 0 0 0 1 (0.3) 1(0.3) 0 0 0
Nausea 123 (34.6) 85(23.9) 35 (9.9) 3 (0.8) 0 54 (15.4) 42 (12.0) 10 (2.9) 2 (0.6) 0
Fatigue 74 (20.8) 49 (13.8) 23 (6.5) 2 (0.6) 0 45 (12.9) 35 (10.0) 8 (2.3) 2 (0.6) 0
Vomiting 73 (20.6) 54 (15.2) 13 (3.7) 6 (1.7) 0 17 (4.9) 10 (2.9) 5(1.4) 2 (0.6) 0
Headache 60 (16.9) 47 (13.2) 12 (3.4) 1(0.3) 0 43 (12.3) 33 (9.4) 8 (2.3) 2 (0.6) 0
Hyperglycemia (group term)? 60 (16.9) 26 (7.3) 26 (7.3) 7 (2.0) 1(0.3) 14 (4.0) 8 (2.3) 5 (1.4) 1 (0.3) 0
Hyperglycemia 58 (16.3) 24 (6.8) 26 (7.3) 7 (2.0) 1(03) 13 (3.7) 8 (2.3) 4 (1.1) 1 (0.3) 0
Blood glucose increased 2 (0.6) 2 (0.6) 0 0 0 1(0.3) 0 1(0.3) 0 0
Decreased appetite 59 (16.6) 37 (10.4) 21 (5.9) 1(0.3) 0 22 (6.3) 11 (3.1) 9 (2.6) 2 (0.6) 0
Stomatitis 52 (14.6) 24 (6.8) 21 (5.9) 7 (2.0) 0 17 (4.9) 15 (4.3) 2 (0.6) 0 0
Asthenia 47 (132) 29 (8.2) 14 (3.9) 4 (1.1) 0 36 (10.3) 31 (8.9) 3 (0.9) 2 (0.6) 0
Pruritus 44 (12.4) 32 (9.0) 10 (2.8) 2 (0.6) 0 23 (6.6) 19 (5.4) 4 (1.1) 0 0
Anemia 37 (10.4) 15 (4.2) 15 (4.2) 7 (2.0) 0 17 (4.9) 4 (1.1) 9 (2.6) 4 (1.1) 0
Urinary tract infection 36 (10.1) 8 (2.3) 23 (6.5) 5 (1.4) 0 23 (6.6) 2 (0.6) 21 (6.0) 0 0

The listed events were reported in at least 10% of the patients for any grade in the capivasertib-fulvestrant arm. AEs are reported regardless of the relationship to the study drugs.
AE, adverse event.

aGroup terms (preferred terms): diarrhea (diarrhea, frequent bowel movements, gastrointestinal hypermotility); rash (rash, rash macular, rash maculopapular, rash papular, rash
pruritic); hyperglycemia (blood glucose increased, hyperglycemia).

Rugo H et aESMO Ope2024;9(9):103697.



CAPIltelle291: Hyperglycemia

Capivasertib + fulvestrant (n = 355)

Any grade

Grade 1

Grade 2

Grade 3

Grade 4

Placebo + fulvestrant (n = 350)

Any grade

Grade 1

Grade 2

Grade 3

Grade 4

60 (16.9)

26 (7.3)

26 (7.3)

7 (2.0)

1(0.3)

14 (4.0)

8 (2.3)

5 (1.4)

1(0.3)

n (%)

Rugo H et aESMO Opei2024;9(9):103697.




Hyperglycemia®

CAPItelle291: Hyperglycemia witlCapivasertibFulvestrant

Capivasertib- Placebo-
fulvestrant fulvestrant
n = 355 n = 350
Any grade 60 (16.9) 14 (4.0)
Grade 1 26 (7.3) 8 (2.3)
Grade 2 26 (7.3) 5 (1.4)
Grade 3 7 (2.0) 1 (0.3)
Grade 4 1(0.3) 0
Serious AE, n (%) 3 (0.8) 0
AEs led to hospitalization, n (%) 3 (0.8) 0
Median (IQR) time to onset, days
All grade 15° (1-51) 48 (28-120)
Grade 1 15 (1-29) 62 (23-257)
Grade 2 16 (1-68) 29 (28-56)
Grade 3 18 (8-30)° 120 (120-120)
AE leading to capivasertib/placebo dose
change, n (%)
Reduction 2 (0.6) 0
Interruption 9 (2.5) 3 (0.9)
Discontinuation 1(0.3) 1 (0.3)

Rugo H et aESMO Opei2024;9(9):103697.




CAPItelle291: Hyperglycemia Markers over Time for Fasting
Glucose and HbAlc

12 - —— Capivasertib-fulvestrant

% Placebo-fulvestrant 10 - —— Capivasertib-fulvestrant

g 14 — Placebo-fulvestrant

£ 10

E g 97

2 94 5
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8 8- 3 8-
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g2 O N 1 z
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= 3 [+ -

c

@© _ = 51

5 3
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0 1 2 3 4 5 6 7 8 9 10 11 12 6 tll 7', 1'0
Cycle Cycle

Number of patients: Number of patients:
Capivasertib-fulvestrant 3563 339 330 310 265 235 198 191 164 164 139 131 113 Capivasertib-fulvestrant 353 286 174 138
Placebo-fulvestrant 350 343 332 303 219 182 147 136 115 100 92 82 70  placebo-fulvestrant 350 285 129 92
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Capivasertib Package Insert November 2023

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
Capivasertib safely and effectively. See full prescribing information for
capivasertib.

Capivasertib tablets, for oral use
Initial U.S. Approval: 2023

INDICATIONS AND USAGE
Capivasertib is a kinase inhibitor indicated, in combination with fulvestrant for
the treatment of adult patients with hormone receptor (HR)-positive, human
epidermal growth factor receptor 2 (HER2)-negative, locally advanced or
metastatic breast cancer with one or more PIK3CA/AKT1/PTEN-alterations as
detected by an FDA-approved test following progression on at least one
endocrine-based regimen in the metastatic setting or recurrence on or within
12 months of completing adjuvant therapy. (1)

DOSAGE AND ADMINISTRATION

o Select patients for the treatment of HR-positive, HER2-negative advanced
or metastatic breast cancer with capivasertib based on the presence of one or
more of the following genetic alterations in tumor tissue:
PIK3CA/AKTI/PTEN. (2.1)

o Recommended Dosage: 400 mg orally twice daily, with or without food,
for 4 days followed by 3 days off. (2.3)

--------------------- DOSAGE FORMS AND STRENGTHS --------me-enmeeenee
Tablets: 160 mg and 200 mg (3)

CONTRAINDICATIONS
Severe hypersensitivity to Capivasertib or any of its components. (4)

WARNINGS AND PRECAUTIONS

e Hyperglycemia: Evaluate blood glucose levels prior to starting and at
regular intervals during treatment. Withhold, reduce dose, or permanently
discontinue capivasertib based on severity. (2.2, 2.4, 5.1)

o Diarrhea: Capivasertib caused diarrhea in most patients. Advise patients to
increase oral fluids, start antidiarrheal treatment, and consult with a
healthcare provider if diarrhea occurs while taking capivasertib. Withhold,
reduce dose, or permanently discontinue capivasertib based on severity.
(24,5.2)

e Cutaneous Adverse Reactions: Monitor for signs and symptoms of
cutaneous adverse reactions. Withhold, reduce dose, or permanently
discontinue capivasertib based on severity. (2.4, 5.3)

e Embryo-Fetal Toxicity: Capivasertib can cause fetal harm. Advise patients
of potential risk to a fetus and to use effective contraception. Refer to the
Full Prescribing Information of fulvestrant for pregnancy and
contraception information. (5.4, 8.1, 8.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >20%), including laboratory
abnormalities, were diarrhea, cutaneous adverse reactions, increased random
glucose, decreased lymphocytes, decreased hemoglobin, increased fasting
glucose, nausea, fatigue, decreased leukocytes, increased triglycerides,
decreased neutrophils, increased creatinine, vomiting and stomatitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Strong CYP3A Inhibitors: Avoid concomitant use. If concomitant use
cannot be avoided, reduce capivasertib dose. (2.5, 7.1)

e Moderate CYP3A Inhibitors: Reduce capivasertib dose. (2.5, 7.1)

e Strong and Moderate CYP3A Inducers: Avoid concomitant use. (7.1)

USE IN SPECIFIC POPULATIONS
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA
approved patient labeling.

Revised: 11/2023
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