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Alpelisib is an alpha-selective phosphatidylinositol-3-kinase inhibitor and degrader approved, in combination with fulvestrant, for the  Two RAND Corporation/University of California Los Angeles (UCLA) modified Delphi - Experts from each panel reviewed the evidence and rated the appropriateness of Figure 1. Rating scale score analysis for each panel

treatment of patients with phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha (P/IK3CA)-mutated hormone receptor- panels were assembled, one focusing on the management of hyperglycemia, and the clinical interventions for hyperglycemia or rash per hypothetical scenarios in the

positive (HR+), human epidermal growth factor receptor 2-negative (HER2-) advanced breast cancer (ABC)™* other focusing on the management of rash, in patients with HR+, HER2- ABC treated structured questionnaire in two rounds of review, using a scale of 1 to 9 (highly
Hyperglycemia and rash are challenging but expected adverse events (AEs) with alpelisib treatment®# with alpelisib Inappropriate, wherein risks outweigh the benefits, to highly appropriate, wherein

Current management guidelines for hyperglycemia and rash are based primarily on experience from clinical trials, whose populations may - Each panel comprised 10 experts representing a broad range of backgrounds and benefits outweigh the risks) Median score of 7-9 without disagreement
not necessarily represent real-world patients; therefore, detailed guidance remains lacking in certain aspects expertise, including 4 oncologists, a clinical pharmacist, and a patient advocate; the * Median scores and dispersion from the final rating form were used to classify the data
The Delphi panel method is a systematic and validated approach to establishing consensus from experts based on real-world experience®® hyperglycemia panel included 4 endocrinologists whereas the rash panel included 4 into three levels of panel agreement or a single level of disagreement (Figure 1) Agreement Median score of 4-6 without disagreement Experts agree that the approach

The objective of this study is to provide practical recommendations to optimize prevention and management of hyperglycemia and rash in dermatologists — The consensus statements and treatment algorithms were developed based on the may or may not be appropriate
patients receiving alpelisib — No expert participated in both panels level of agreement Experts agree that the approach

e _ _ _ _ _ _ : : : : : Median score of 1-3 without disagreement . :
Preliminary expert consensus guidance has been previously presented”; here, we present final recommendations following the completion » For each panel, a structured questionnaire was developed, in collaboration with the is inappropriate
of the study panelists, based on the summary of evidence from literature review on the mechanism

of action, risk factors, and management strategies for hyperglycemia and rash
— A list of reviewed publications is included in Supplementary Tables 1 and 2
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Experts agree that the approach
IS appropriate

Updated Expert Consensus
Recommendations for Managing
Hyperglycemia and Rash in Patients
With PIK3CA-Mutated, Hormone
Receptor-Positive (HR+), Human
Epidermal Growth Factor Receptor
2-Negative (HER2-) Advanced Breast

Disagreement >2 ratings of 1-3 and =2 ratings of 7-9 No conclusions can be made

RESULTS

_ S Expert Ag reement Figure 4. Consensus treatment algorithm for the management of subsequent episodes of hyperglycemia Figure 5. Consensus treatment algorithm for managing rash associated with alpelisib’ Figure 6. Consensus recommendations for the use of antihistamines to manage rash

Cancer Treated With Alpelisib - - - - - - associated with alpelisib in patients receiving alpelisit
p - Experts in the hyperglycemia panel reviewed 624 scenarios for Round 1 and 525 scenarios for Round 2, reaching Prior to initiating ALP, recommend starting nonsedating H1 antihistamines
agreement in 83% of the scenarios for Round 2 (cetirizine, levocetirizine, loratadine, or fexofenadine at standard dose) as treatment prophylaxis for all patients
Emily J. Gallagher," Heather Moore,~? Mario E. Lacouture,® Susan F. Dent,? — Experts decided that portions of the questionnaire needed to be revised, necessitating a follow-up panel, in which Check Noton T airal non O No prophylactic antihistamines given Prophylactic nonsedating H1 antihistamines given
Azeez Farooki,®* Marcus D. Goncalves,* Claudine Isaacs,® Abigail Johnston,° agreement was met in 96% of 284 scenarios | | | "8G anti-hyperglycemic therapy anti-hyperglycemic therapy GECPETU || [ntate or escalate antinistamine Feaimen: and nitiate topioal Steroids
. . - o .o o : 10 - Experts in the rash panel reviewed 364 scenarios in each round, reaching agreement in 79% of scenarios for Round 2 ALP 110109 P . " Yy AL

Dejan JUFIC, oe Quandt, Laura Sprlng, Brian Berman, Melanie Decker, do not delay initiating supportive therapy while awaiting consultation

Consensus Recommendations per Areas of Agreement
- Expert consensus recommendations for pre-alpelisib initiation and for fasting blood glucose (FBG) monitoring while on

Patient developed rash while on ALP

Gabriel N. Hortobagyi,'' Benjamin H. Kaffenberger,'> Bernice Y. Kwong,'

: 14 15 16 £\ 17
Timothy Pluard,'* Ruta Rao,” Lee Schwartzberg,'® Michael S. Broder alpelisib therapy are summarized in Figure 2 Evaluate Angioedemas | Hold ALP and start OCS, ‘
. Algorithms for hyperglycemia management are shown in Figures 3 and 4, and the algorithms for rash management are *ULNto<160mg/idl. Continue ALP without dose reduction Continue ALP without dose reduction, 70 BSA > or permanently
'Division of Endocrinology, Diabetes and Bone Disease, Department of Medicine, and Tisch summarized in Figures 5 and 6 Inappropriate to add insulin affected discontinue ALP Initiate nonsedating H1 antihistamine
Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY, USA; °Duke Cancer . Areas of disagreement are shown in Supplementary Table 3 Continue ALP, do o >30%° at standard dose
Institute, Duke University, Durham, NC, USA:; 2Department of Medicine, Memorial Sloan Kettering not start OCS 10%-30% Hold ALP:
. 4 : ¥ : Al L aa , , start OCS
$§ rr|1(c’>eNrY(’38rétAe\;r,5|I>I Oer\;lvb\;%ﬁ’é\l Jmtéfg] ex\éei\lllé [ézziret?] Ce enr:tc;fr’l\éeeiggte c;v\fl\iwellIJIn?\? erpsei:l/’h\/}\?: ;ﬁ::gt Ol\lne’w Figure 2. Recommendations for (A) pre-alpelisib initiation and (B) FBG monitoring during alpelisib treatment ':r?t?il;/zt:rglr;fe;?i:: CO”“”;‘? i‘:\;::/‘i’glgfaggsf”d'”g
DC, USA; éSurviving Breast Cancer, 305 Pink Pack, Miami, FL, USA; "Massachusetts General therapy effect? circumstances Adequate response

A. Alpelisib pre-initiation recommendations

Hospital Cancer Center, Department of Medicine, Harvard Medical School, Boston, MA, USA;
8School of Medicine, University of California, San Francisco, CA, USA; °*University of Miami School

on antihistamine?

Maintain antihistamine therapy/dose

Re-evaluate after 1-2 weeks

Memphis, TN, USA; ""PHAR, Beverly Hills, CA, USA

.. . . YES NO
of Medicine and Center for Clinical and Cosmetic Research, Aventura, FL, USA; "®"Woodland Pre-treatment endocrinology Dietary changes Prophylactic metformin Yes FBG No There is d
Memorial Hospital, Woodland, CA, and Kaiser Permanente, Sacramento, CA, USA; "' Department evaluation for patients: . A low-carbohydrate diet: e heaciing o exEnderelEes Start OCS |« <160 mg/dL? aboute\r:hgth:at%r:faﬂeonés
of Breast Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX, - At highest risk for developing in all patients is recommended for patients with |
USA; "“Wexner Medical Center, The Ohio State University, Columbus, OH, USA; *Department of hyperglycemia? . A ketogenic diete and/or baseline HbA1c 5.7%-6.4%, and it |r_1ten8_'fy non- Leave anti-
Dermatology, Stanford University School of Medicine, Stanford, CA, USA; St. Luke’s Hospital . . . ) o may be appropriate for patients with insulin anti- hyperglycemic

- * With type 2 diabetes mellitus pre-treatment fasting HbA1c <5.7% hyperglycemic therapy For rash >10% BSA, appropriate to consult a specialist | dosing?

Koontz Center for Advanced Breast Cancer, Kansas City, MO, USA; *Rush Hematology, Oncology and/or HbA1c 6.5%-<8.0% may be considered 170 therapy unchanged® 0 B9A, approp P ncrease dosing
amphie T, USA PHAR, Sovry Hils A USA | eesleseiwes

Presenting author B. Weekly FBG monitoring schedule during alpelisib treatment:

If ALP previously not held If ALP previously held
>160 to <250 mg/dL Adequate time? for [ Consult endocrinologiste’ ] e} O el BERee EIne) O S e
> anti-hyperglycemic Adequaﬁ resppnie
therapy effect? on antihistamine? Maintai o _
. : : : L : . . aintain antihistamine therapy/dose
00 C Y ) Escalate or reduce antihistamines and topical steroids Escalate or reduce antihistamines and topical steroids by/
Visit the web at: o as needed to manage symptoms as needed to manage symptoms
Scan to obtain: https://bit.ly/HeatherMooreMB1 VES NO
* Poster Copies of this poster obtained th I’OUQh Quick Patients at highest risk of developing hyperglycemia? @ Patients with persistent hyperglycemia l l Evaluate No
. valu Clinicall
Supplementa ry Response (Q R) code are er personal _US? Only and @ Patients at intermediate risk of developing hyperglycemia® @ Patients at low/minimal risk of developing hyperglycemia % BSA meaning%l v
Material may not be reproduced without permission of the | <109 affected >30% improvement?
authors. BMI, body mass index; FBG, fasting blood glucose; HbA1c, glycosylated hemoglobin. Continue ALP Do not ° v, ' N Add a sedating H1 antihistamine
*>70 years old, with obesity (BMI 230 kg/m?), HbA1c 5.7%-6.4%. at current . . Hold ALP: ©s ©
®Maximum 60-130 g/day dose, intensify discontinue - 10%-30% ° OCS,d
°Total carbohydrate intake of <50 g/day. ’anti- ALP based on ngt:]rl)liesgttp, start A 4 A 4
d>1_2 hours.of food restriction prior to dosing alpelisib daily. n | _ hyperglycemia 0CS Restart ALP at reduced Consult a
*With obesity (BMI =30 kg/m?) and HbA1c 5.7%-6.4%. yperglycemic | d .. . e
therapy® alone Clinically dose®; OCS' are generally specialist
meaningful No discontinued within 2 weeks™®
Figure 3. Consensus treatment algorithm for the management of the first episode of hyperglycemia associated improvement? depending on individual
with alpelisib Yes patient circumstances Adequate response
on antihistamine? L . :
Maintain antihistamine therapy/dose
C o N C LU S I o N S >ULNto <160 mg/dL._f ~ Continue ALP, 4’| increase metformin >250 to <500 mg/dL Continue ALP; start OCS depending on
increase metformin? < Hold ALP, intensify Adequate time?for individual patient circumstances
OR anti-hyperglycemic therapy anti-hyperglycemic therapy effect? \
. . . I . . . 0
* This practical guidance, based on experts' recommendations and clinical >160 mg/dL to [
. . . . . . . If broohvlactic <250 mg/dL . Continue metformin without dose Consult endocrinoloqist ] ADLs, activities of daily living; ALP, alpelisib; BSA, body surface area; CTCAE, Common Terminology Criteria for Adverse Events; FBG, fasting blood
experience, combined with emerging clinical trial evidence, may help o < ven »  Continue ALP® P i orease. initiate second agont 9 glucose; OCS, oral corticosteroids, v
_ . » Short-acting or extended-release 3lf angioedema persists or reoccurs, it is appropriate to permanently discontinue ALP and consult a specialist (which can include a dermatologist or o _
address the challenges that healthcare practitioners encounter with metformin is the preferred 1L VES NO allergist) or seek hospital admission for severe or systemic symptoms, Add an H2 antihistamine
: P : : . : anti-hyperglycemic agent (up to OR °Qr if it covers >30% BSA but produces only mild symptoms, or if it limits instrumental ADLs (eg, preparing meals, shopping for groceries or clothes, using
manag | ng AES Of alpel IS b N thel r routine praCtlce 2000 mg/day, provided a GFR of >250 mg/dL > Hold ALP, increase the telephone, managing money, etc) regardless of BSA affected. Descriptors are consistent with CTCAE v5.0."
. . .. . >45 mL/minute/1.73 m2, or up to metformin, initiate Hold or °With moderate or severe symptoms, or if it limits self-care ADLs (eg, bathing, dressing and undressing, feeding self, using the toilet, taking medications,
* AIthOug h the management of AEs associated with alpel ISIb can be gu Ided 2500 ma/day) & ] second agente If HbA1c 6.5%-7.0% or 5.7%-6.4% qud ALPf' ahdd continue ALP, and not bedridden) regardless of BSA affected.
. . . . _ _ _ COf_’SU/t _ > in someone 2?0 years old insulin®¢ add insulin™ dConsult a specialist (such as a dermatologist or allergist) or hospital admission for severe or systemic symptoms. ALP, alpelisib.
using these recom mendat|0ns, further studies are needed to establish * Either an SGLT2i ora TZD is an endocrinologist J tafnd with O_?_Gflty, mcredase °First dose reduction to 250 mg and the second dose reduction to 200 mg. No further dose reductions typically considered. sAdding a sedating H1 antihistamine to standard dose nonsedating H1 antihistamine is also appropriate, but escalating nonsedating
. . appropriate 2L or 3L agent, or as metformin, initiate second agent . . For patients receiving the prednisone equivalent of 220 mg daily for >4 weeks, consider prophylaxis against Pneumocystis jirovecii pneumonia.''3 H1 antihistamines is preferred over adding sedating antihistamines.
thel r effeCt On patlent OUtCOmeS 1L therapy in metformin_into|erant CO”SU/t endocran/OgIStf
. . . . . . patients; GLP-1 RAs may also be
» Areas of disagreement identified in this study emphasize a need for appropriate Acknowledgments
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- Insulin is generally not an Continue ALP. Medical editorial assistance was provided by Rob M. Camp, PhD, of Healthcare Consultancy Group, LLC, and funded by Novartis Pharmaceuticals Corporation.
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of normal. anti-hyperglycemic treatment.
3ln certain circumstances (eg, select patients who continue to have HbA1c <8.0% or those who are asymptomatic and intolerant to metformin), it may be appropriate to continue 4t may be appropriate to continue ALP either with or without intensifying anti-hyperglycemic therapy, or to temporarily hold ALP and intensify anti-hyperglycemic therapy. REfe rences
°If FBG >250 to <500 mg/dL, it may also be appropriate to hold or dose reduce ALP without first holding and continue metformin without a dos’e increase (metformin not at MTD) while 91t may also be appropriate to continue ALP and add standing insulin 2. Plaray [prescribing information]. East Hanover, NJ: Novartis Pharmaceutioals Corporation. ZopoEon, Ve Published November 7, 2017 J° ~epartment of Realih andiuman Senvices. https:/fotep.cancer.gav/
simultaneously i_nitiating a s'econd agent "Insulin may reverse catabolic weight loss caused by sustained hype.rglycemia Exercise caution on the use of insulin when holding ALP. Holding ALP may likely cause 43;' E?Sﬂ?nitym ﬁsteatl 'a/?/iptfgsgf%aanncceeﬁr%%185%22):27622%'-1 81(2):233-248 ;. gﬂffgggg'aerff léﬁscgghggezgéz[bﬁ\ezsgfbigziﬁfﬁ?nsat?gm Princeton, NJ: Bristol-Myers Squibb Company. groottsgs:%e\ggg ment/electronic-applcations/ocs/GIEAE VS AulcReference ox7ipdh Accessed
This study is sponsored by Novartis Pharmaceuticals Corporatlon. dWith the goal of titrating to maximum dose of 2000 mg/day within 1 week.® hyperglycemia to resolve and adding insulin may lead to hypoglycemia. 5. Nasa P, et al. World / Methodol. 2021;11(4):116-129. 9. Goncalves MD, et al. N Engl ] Med. 2018;379(21):2052-2062. 12. Halani S, et al. CMAJ. 2020;192:E1306-1308.
Poster presented at the 2023 Miami Breast Cancer Conference, held in Miami Beach, FL, on March 2-5, 2023. °If FBG >ULN to <250 mg/dL, it may also be appropriate to either (1) continue ALP while simultaneously initiating metformin and a second agent or, (2) hold ALP while simultaneously 'Depending upon individual patient circumstances. Insulin can achieve rapid control of hyperglycemia but carries the potential risk of PI3K pathway stimulation.® 10. Zuberbier T, et al. Allergy. 2009;64(10):1427-1443. 13. Roux A, et al. Med Mal Infect. 2014;44:185-198.

initiating metformin and a second agent in certain high-risk patients (eg, HbA1¢c =6.5%). IIt may also be appropriate to permanently discontinue ALP depending on the patient’s clinical status.




