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Pigray 50 mg film coated tablets
NIvIXN NI'720 1"n 50 g

Pigray 150 mq film coated tablets
nivI¥n ni'7av 1"n 150 "p'o

Pigray 200 mq film coated tablets
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PIQRAY is indicated in combination with fulvestrant for the treatment of postmenopausal women,
and men, with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-
negative, PIK3CAmutated, advanced or metastatic breast cancer following progression on or after an
endocrine-based regimen
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S Dose Modifications for Adverse Reactions
The recommended dose modifications for adverse reactions (ARs) are listed in Table 1.
Table 1: PIQRAY Dose Reduction Guidelines for Adverse Reactions!

PIQEAY Doze Level Doze and Scheduls Number and Strength of Tabletz
Starting doze 300 mg once daily Two 150 mg tabletz

First-doze reduction 230 mg once daily One 200 mg tablet and one 30 mg tablet
Second-dose reduction 200 mz once daily’ One 200 mpg tablet

'Omly one dose reduction iz permitted for pancreatitis.

“Tf firther dose reduction below 200 m= once daily is required, discontinue PIQRAY.

Tablez 2, 3, 4, and 5 summarize recommendations for dose interruption reduction,
of discontinuation of PIQEAY in the management of specific ARs.

Cutaneous Adverze Feactions

If a severe cutaneous adverse reaction (SCAR) iz confirmed, permanently
discontinue PIQRAY. Do not reintroduce PIQRAY in patients who have
experienced previous SCAR during PIQEAY treatment [see Warnings and
FPrecautions (7.2)].

Table 2: Dose Modification and Management for Rash and Severe Cutaneous Adverse
Reactions (SCARs)
[5ee Warnings and Precautions (7.4, 7.2)]

Crade™ Recommendation®

Grade 1 Mo PIQEAY doze adjustment
(= 10% body surface required. Initiate topical

area [BEA) with achve . .

kin toicity) corticosterowd trazhment.

Consider addng oral antihistamine to manage symptoms.

If actrve rash 1= not improved withm 28 days of appropriate treatment. add a low doze
systernic corbicosteroad.

If tha ehology 13 SCAFR. permanently discontme FIQRAY.
Grade 2 We PIQFAY doze admstment required.

(10%:-30% BSA vath Inifiate or infensify topical corticosternid and oral antihistamina
active skin toxicity)
treatmant. Consider low dose systernie corticosterowd traztment.
If rash ymproves to Grade < 1 wothim 10 davs, systermc corheosterord may be
discontirmed
If the eticlogy is SCAFR. permanently discontimme PIQEAY.
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Grade 3 (=g, savere rash Inmtermpt PIQRATY.
mot responsive to medical Initizte or mten=ify topical 'systemic corficosteroid and oral antihistamine
managzement)

(> 30% BSA with active freatmant. If the sticlogy iz SCAR penmzmantly discontinue PIQEAY.

sk tomiety) If the etiology 1z mot 2 BCAR. imtermupt dose until improvementreessesy to Grade =
1, then resume PIQR_EL".'L at next lnﬁ.‘e:r dnse |E1;'el -.—ame—d-al'—e—l—'lel—far—ﬂr—t

Grade 4 (2.g., zavers Pormanenthy discontmumes PIQEATY.

bullous, klisteping or
E!:.ﬁ:lha‘l:mg shom conditions)

{amy % BRA zssociated with
enctenzive superinfaction, with
TV antibictics indicatad- life-
threztaning consaquences)
Grading sccordimg to Comemon Tenminobogy Criteria for Adverse Events (CTCAE) Version 5.0.

‘For aJlam;:lE.ofraah, mnmﬂ.ermnsu]tmuﬂmﬂl 1 dermatologist.
1 Antihistamines adrministerad prior to razh onset may deoesse incddence and severity of razh based on the S0LAF-] frisl

Huv CEmia

Before inttiating treatment with PIQR AY . test fasting plasma glucoze (FPG). HbAlc, and

timize blood slucosze. After initiating treatment with PIORAY, monitor fasting glucose (FPG
or fasting blood ghucose) at least once every weelk for the first 2 weeks then at least once every 4
weeks and as clinically indicated. Monitor HbA lc every 3 months and as clinacally indicated. In
patients with rizk factors for hyperslycemia monitor fasting shicoze more clozely and as
climcally indicated [see Warnings amd Precawtions (7. 31].

Table 3: Dose Modification and Management for Hyperglycemia
[ree Warnings and Precautions (7.5)]

Fasting Plazma Glucoze Recommendation
(FPG)Fazting
Blood Glucoze
Values!

Doze modification: and management should only be bazed on fasting glucoze values (FPG or fasting blood glucoze).

Grade 1 Mo PIQEATY dozs adjustmant

Fasting glucose = ULN -160 required. [nifiate or mtensify anti-

mz/dl or = ULN -89 hyperslycemicdizbetie treatment’

mmol T
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Grade 2 Mo PIQRAY dose adjustment reequired.

Fastmg glucose > 160-230 | Initiate or Suther intensify anti- hyperglycemicdisbetic treatment’.
mz/dl or = §.9-13.5
mmolT If fasting phucose does not decreaze fo < 160 me/dL or 3.9 mmolT. within 21 days
under appropriate anti-hypershycamicdisbetia treztment™ raduce PIQRAY dos=
by 1 dose level and follow fasting

lucose value specific recommendations.

Grada 3 Itermpt PIQEATY.
= 250-500 mg/'dL Initiate or intensify oral anti- yperslhveemicdishatis freatment” and consider zdditional
or> 13927 8 mmalL anti- th'E]vcemmmb:ae medications” for 1-2 days unt] hyperglycemia imprones 25

clmically mdicated.

Admimster miravencus hydration and consider approprate treatment {e.z.,
intervention for elsctrolvieketoacidosizlvpercsmolar dishorbances).
If fazting ghucose dacraases to < 160 mz/'dl or 8.9 momolL withm 3 to 5 dayvs under

appropriate antl- hyvperslyeemicdiabetie treatment resume PIQEATY at 1 lower dose
leval.

If fazting glucose does not decrease to = 160 me/dL or 3.5 mumel'L within 3 to 3 days
under appropriate anti- hyvperslyeemicdiabedtia traatment, consultation with a physician
with expartize in the treatment of kvperglyoemia 1s recommended.

If fasting glucosze does not decrease to < 160 me/dL or 3.5 mml:llL within 21 dayz
following appropriate anti- hyperslycemicdizhetie treatmant™. permanently

dizcontinue PIOFEATY troatment.
Grada= 4 Intermupt PIQEAY.
= 300 mg'dL Initiate or intensify appropriate anti- hyperehcemicdisbatis treatment” (administer
or=27.8 mmel'L mtravencus hydration and considar appropriate treatment (2 g, intervention for

alectrolyte’ketoacidosis hyperosmelar disturbances)), re-chack fasting ghicose
within 24 hours and as chimeally mdicated.

If fa=ting glucose decreases to < 300 mg/dL or 27.8 mmolL, follow fastng glucoze
valee specific racommendations for Grade 3.

If fazting glucose 13 confirmed at = 300 meg/'dL or 27.8 mmel L, permanently
dizeomtinee PIOFAY troztrment.

Abbrevigtion: ULN, wpper Limit of normal.

FP(xFasting Blood Glucosa'Grade levels raflact hyperglycerniz grading according to Common Termimalogy Criteria for

Advarze Events (CTCAE) Version 4.05.

‘Initizte applicable ati- hypershveemicdisketic medications, inclading metformin_ SGLT2 inhibitors or and-insulin sansitizars
(uch as thiazolidinediones or dipeptidyl peptidase-4 inhibitors), and review regpective prescribing information for desing and dose
titration reconunendations:, inchding becal hypershvesmmcdishesie reatment muidslines. Metformin was reconrmendad in the
S0LAFR-1 trial with the following poidance: Sutiae megfbrmin 500 me once dmly. Bared on telerabiliy, megfhrmin doze maqy be
e remsed to SO0 me twice duly, followed by 500 me with breafjiet, mud 1000 meg with divsr, followed by flothar increase to 1000
mg nwice dotfy [fnesded [Tes Warnings and Precautions (7.507.

1Az recommended in the S0LAR-] mial, insulin may be used for 1-2 days uwatil hyperghremia resolves. Howenver, this may not ba
NECEIETY mth.emajrmr'. of PIQEAY-induced hyvperghycemia given the short half-life of FIQFAY and the Ex:p-ectanuuufghmse
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Dharrhes

Table 4: Doze Modification and Management for Diarrhea
ree Warnings and Precaufions (7.3)]

Crade! Recommendation
Mo PIQEAY doze admstment 1= required. Inntiate appropriate medical therapy and momrtor as
Grade 1 climically indicated.

[nterrupt PIOEAY dose until raprovement to Grade < 1, then resume PIQRAY at the same doza level.

I dramhes recurs at Grade = 2, interrupt PIQRAY dose unti] mmprovement to Grade = 1, then resume
PIOEATY =t the next lowsr dose level

Inthiate or pten=fy appropnate madic

Grads 2

al therapy and m

omitor as chmeally mdicated Issbatear

Crade 3 mndd {.;t—':l'nut PIQEAY dose unfil improvement to Grade < 1. then resume PIORATY at the nedt lower doze
Instiate or mtensify appropriate medical therapy and m

onitor as chimeally mdicated besbate or

[ B AT

Graded Permanently discontirne PIQRAY.

Grading according to CTCAE Varsion 5.00

Other Toxicities

Table 5: Dose Modification and Management for Other Toxicities (Excluding
Hyperglycemia, Rash and Severe Cutaneous Adverse Reactions, , and Diarrhea)

Grade' Recommendation

Grada lor2 Mo PIQEAY dozs admstment 1= recuuired. Instiate appropriate medical therapsy and monrtor az
clinically indicated™.

Grade 3 Itermupt PIQEATY dose unhl improvementresases: to Grade < 1, then resume PIQFEAY at the net
lower doze lavel

Grade 4 Permanenthy dizcontmmume PIQEATY.

Grrading accarding to CTCAE Version 5.0,

‘For Crade 2 and 3 pancrestitis, imterupt PIQRAY dose until pmprovementsecesesy to Grade < 2 and reswme st net lower-

dosa level. Only ane dose reduction is permitted . If tomicity reoconrs, permanently discontime PFIQEAY traatment.

"For Grade 2 total bilirubin elevation, interrapt PIQEAY doss until improvementrecervery to Grade < 1 and resume at the same doss if]
resplved in < 14 davs or reswme st the next lower dose level if impronedessived in > 14 davs.

Befer to the Full Prescribing Information of falvestrant for dose modification guidelines in
the event of toxicity and for other relevant safety information.
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