COPIKTRA® (duvelisib)

Your guide to dosing and managing
adverse reactions

COPIKTRA is indicated for the treatment of adult patients with:
e Relapsed or refractory CLL or SLL after >2 prior therapies

e Relapsed or refractory FL after >2 prior systemic therapies. Accelerated approval was
based on ORR and continued approval may be contingent upon confirmatory trials

CLL, chronic lymphocytic leukemia; FL, follicular lymphoma; ORR, overall response rate; SLL, small lymphocytic
lymphoma.

IMPORTANT SAFETY INFORMATION

WARNING: FATAL AND SERIOUS TOXICITIES: INFECTIONS, DIARRHEA OR
COLITIS, CUTANEOUS REACTIONS, and PNEUMONITIS

e Fatal and/or serious infections occurred in 31% (4% fatal) of COPIKTRA-treated patients.
Monitor for signs and symptoms of infection. Withhold COPIKTRA if infection is suspected.

e Fatal and/or serious diarrhea or colitis occurred in 18% (<1% fatal) of COPIKTRA-treated
patients. Monitor for the development of severe diarrhea or colitis. Withhold COPIKTRA.

e Fatal and/or serious cutaneous reactions occurred in 5% (<1% fatal) of COPIKTRA-treated
patients. Withhold COPIKTRA.

e Fatal and/or serious pneumonitis occurred in 5% (<1% fatal) of COPIKTRA-treated patients.
Monitor for pulmonary symptoms and interstitial infiltrates. Withhold COPIKTRA.

Find more information on incidence and time to onset of fatal and/or
serious adverse reactions on page 2.

Please see additional Important Safety Copl KTrGO

Information throughout and accompanying full . iL\ 15mg | 25mg
Prescribing Information, including Boxed Warning. (d U\/e||5|b) capstles




Incidence of serious (including fatal) adverse reactions
and time to onset

Adver i .
regc:i::s (Iﬁﬁﬂ&l::g Median onset 15% of events
N=442 fatal) (all grades) occurred by
Infections* 31% 18/442, 4% 3months 6 months
E;Tirt::ea o 18% 1/442, <1% 4 months 8 months
Eeu;(a:‘tr;sglsjf 5% 2/442, <1% 3 months 6 months
Pneumonitis 5% 1/442,<1% 4 months 9 months

*The most common serious infections were pneumonia, sepsis, and lower respiratory tract infections. Serious,
including fatal, Pneumocystis jirovecii pneumonia (PJP) occurred in 1% of patients. Cytomegalovirus (CMV)
reactivation/infection occurred in 1% of patients.

"Fatal cases included drug reaction with eosinophilia and systemic symptoms (DRESS) and toxic epidermal necrolysis
(TEN). Presenting features for cutaneous reaction serious events were primarily described as pruritic, erythematous,
or maculo-papular. Less common presenting features include exanthem, desquamation, erythroderma, skin
exfoliation, keratinocyte necrosis, and papular rash.

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS

Infections: Serious, including fatal (4%), infections occurred in 31% of patients receiving
COPIKTRA (N=442). The most common serious infections were pneumonia, sepsis, and lower
respiratory infections. Median time to onset of any grade infection was 3 months, with 75% of
cases occurring within 6 months. Treat infections prior to initiation of COPIKTRA. Advise
patients to report new or worsening signs and symptoms of infection. Cases of Pneumocystis
jirovecii pneumonia (PJP) (1%) and cytomegalovirus (CMV) reactivation/infection (1%) occurred
in patients taking COPIKTRA. Provide prophylaxis for PJP during treatment and following
completion of treatment until the absolute CD4+ T cell count is greater than 200 cells/uL.
Consider prophylactic antivirals during COPIKTRA treatment to prevent CMV infection
including CMV reactivation.

Please see additional Important Safety Information throughout and
accompanying full Prescribing Information, including Boxed Warning.
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IMPORTANT SAFETY INFORMATION (cont'd)
WARNINGS AND PRECAUTIONS

Diarrhea or Colitis: Serious, including fatal (<1%), diarrhea or colitis occurred in 18% of
patients receiving COPIKTRA (N=442). Median time to onset of any grade diarrhea or colitis
was 4 months, with 75% of cases occurring by 8 months. The median event duration was
0.5 months. Advise patients to report any new or worsening diarrhea.

Cutaneous Reactions: Serious, including fatal (<1%), cutaneous reactions occurred in 5% of
patients receiving COPIKTRA (N=442). Fatal cases included drug reaction with eosinophilia
and systemic symptoms (DRESS) and toxic epidermal necrolysis (TEN). Median time to onset
of any grade cutaneous reaction was 3 months with a median event duration of 1 month.
Presenting features for the serious events were primarily described as pruritic, erythematous,
or maculo-papular. Less common presenting features include exanthem, desquamation,
erythroderma, skin exfoliation, keratinocyte necrosis, and papular rash. Advise patients to
report new or worsening cutaneous reactions.

Pneumonitis: Serious, including fatal (<1%), pneumonitis without an apparent infectious
cause occurred in 5% of patients receiving COPIKTRA (N=442). Median time to onset of any
grade pneumonitis was 4 months with 75% of cases occurring within 9 months. The median
event duration was 1 month with 75% of cases resolving by 2 months.

Hepatotoxicity: Grade 3 and 4 ALT and/or AST elevation developed in 8% and 2%,
respectively, of patients receiving COPIKTRA (N=442). Two percent of patients had both an
ALT or AST > 3 X ULN and total bilirubin > 2 X ULN. Median time to onset of any grade
transaminase elevation was 2 months with a median event duration of 1 month. Monitor
hepatic function during treatment with COPIKTRA.

Neutropenia: Grade 3 or 4 neutropenia occurred in 42% of patients receiving COPIKTRA
(N=442), with Grade 4 neutropenia occurring in 24% of all patients. Median time to onset of
grade >3 neutropenia was 2 months. Monitor neutrophil counts at least every 2 weeks for the
first 2 months of COPIKTRA therapy, and at least weekly in patients with neutrophil counts

< 1.0 Gi/L (Grade 3-4).

Embryo-Fetal Toxicity: COPIKTRA can cause fetal harm when administered to a pregnant
woman. Advise pregnant women of the potential risk to a fetus and conduct pregnancy testing
before initiating COPIKTRA treatment. Advise females of reproductive potential and males
with female partners of reproductive potential to use effective contraception during treatment
and for at least 1 month after the last dose.

Copikira
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IMPORTANT SAFETY INFORMATION (cont'd)
ADVERSE REACTIONS

B-cell Malignancies Summary

Fatal adverse reactions within 30 days of the last dose occurred in 8% (36/442) of

patients treated with COPIKTRA 25 mg BID. Serious adverse reactions were reported in

289 patients (65%). The most frequent serious adverse reactions that occurred were

infection (31%), diarrhea or colitis (18%), pneumonia (17 %), rash (5%), and pneumonitis (5%).
The most common adverse reactions (reported in >20% of patients) were diarrhea or colitis,
neutropenia, rash, fatigue, pyrexia, cough, nausea, upper respiratory infection, pneumonia,
musculoskeletal pain and anemia.

CLL/SLL

Fatal adverse reactions within 30 days of the last dose occurred in 12% (19/158) of patients
treated with COPIKTRA and in 4% (7/155) of patients treated with ofatumumab. Serious
adverse reactions were reported in 73% (115/158) of patients treated with COPIKTRA and
most often involved infection (38%; 60/158) and diarrhea or colitis (23%; 36/158). The most
common adverse reactions with COPIKTRA (reported in >20% of patients) were diarrhea or
colitis, neutropenia, pyrexia, upper respiratory tract infection, pneumonia, rash, fatigue,
nausea, anemia and cough.

FL

Serious adverse reactions were reported in 58% of patients and most often involved diarrhea
or colitis, pneumonia, renal insufficiency, rash, and sepsis. The most common adverse
reactions (>20% of patients) were diarrhea or colitis, nausea, fatigue, musculoskeletal pain,
rash, neutropenia, cough, anemia, pyrexia, headache, mucositis, abdominal pain, vomiting,
transaminase elevation, and thrombocytopenia.

For specific information on the management of the adverse reactions above, please

review Dose Modifications for Adverse Reactions within the full Prescribing Information.

DRUG INTERACTIONS
CYP3A Inducers: Coadministration with a strong CYP3A inducer may reduce COPIKTRA
efficacy. Avoid coadministration with strong CYP3A4 inducers.

CYP3A Inhibitors: Coadministration with a strong CYP3A inhibitor may increase the risk of
COPIKTRA toxicities. Reduce COPIKTRA dose to 15 mg BID when coadministered with a
strong CYP3A4 inhibitor.

CYP3A Substrates: Coadministration of COPIKTRA with sensitive CYP3A4 substrates may
increase the risk of toxicities of these drugs. Consider reducing the dose of the sensitive
CYP3A4 substrate and monitor for signs of toxicities of the coadministered sensitive
CYP3A substrate.

To report Adverse Reactions, contact FDA at 1-800-FDA-1088 (1-800-332-1088) or
www.fda.gov/medwatch and Secura Bio, Inc. at 1-844-973-2872.

Please see accompanying full Prescribing Information, including Boxed Warning.
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COPIKTRA® (duvelisib):

oral capsule (monotherapy)

doses per day (BID)

3L treatment of CLL/SLL and FL*

*COPIKTRA is indicated for the treatment of adult patients with relapsed or refractory CLL or SLL after >2 prior
therapies and for relapsed or refractory FL after >2 prior systemic therapies. Accelerated approval in FL was
based on ORR and continued approval may be contingent upon confirmatory trials.

3L, third-line.

| Dosing guidelines:

v e COPIKTRA is an oral, chemo-free monotherapy taken in 28-day cycles until
disease progression or unacceptable toxicity

e The recommended dose is 25 mg BID

e The capsules should be swallowed whole. Advise patients not to open, break,
or chew the capsules

e Advise patients that if a dose is missed by fewer than 6 hours, to take the
missed dose right away and take the next dose as usual

e |f a dose is missed by more than 6 hours, advise patients to wait and take
the next dose at the usual time
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COPIKTRA® (duvelisib) is available in
2 dosage strengths
The COPIKTRA dose is taken twice daily, without food restrictions

Recommended dose

Dose to help manage
adverse reactions

15mg

8 Dose modifications:

e Reduce the dose of COPIKTRA to 15 mg BID when coadministered with
strong CYP3A4 inhibitors (eg, ketoconazole)

e Dose modification and toxicity management guidelines are available for
select adverse reactions observed with COPIKTRA. Please see the
adverse reaction management tables on pages 15-19 for specific dose
modification information

O Prophylaxis recommendations:

— e Provide prophylaxis for PJP during treatment with COPIKTRA
e Following completion of COPIKTRA treatment, continue PJP prophylaxis
until the absolute CD4+ T-cell count is greater than 200 cells/uL
e \Withhold COPIKTRA in patients with suspected PJP of any grade, and
permanently discontinue if PJP is confirmed
e Consider prophylactic antivirals during COPIKTRA treatment to prevent
CMV infection, including CMV reactivation

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for
CLL/SLL recommend PJP prophylaxis with sulfamethoxazole/trimethoprim
or equivalent during treatment with duvelisib and until the absolute CD4+

T-cell count is >200 cells/pL.™

*NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims
any responsibility for their application or use in any way.
BID, twice daily; CMV, cytomegalovirus; PJP, Pneumocystis jirovecii pneumonia.

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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COPIKTRA may he a convenient option
for your patients

Oral COPIKTRA offers patients the convenience of taking their treatment

A\

At home While away?

Patients don't need to travel to a clinic to receive treatment, which can help avoid?:
e Finding transportation and parking

e Time spent waiting for the IV setup and infusion

Review the COPIKTRA dosing and side effect information with your patients

e The starter kit is a helpful resource to get your patients started on treatment and includes a
patient-friendly reference card that explains how to take the medication

Ask your sales representative
for a patient starter kit.

IV, intravenous. C OpiKTrOo

(duvelisib)sapsies
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COPIKTRA® (duvelisib) clinical trial experience

DUO trial: CLL/SLL

DUO was a randomized, open-label, superiority trial comparing COPIKTRA to ofatumumab,
with a primary endpoint of PFS in adult patients with CLL/SLL who received at least 1 prior
therapy (N=319). The approval of COPIKTRA in CLL/SLL was based on a subset analysis of
patients with at least 2 prior lines of therapy where the risk:benefit ratio appeared greater in this
more heavily pretreated population (n=196). Safety was based on the overall study population.

Heavily pretreated patients

High-risk patients?

Received 2 prior Received >3 prior Bulky disease* 17p deletion TP53 mutation
lines of therapy lines of therapy (n=102/196) (n=43/196) (n=34/196)

® 69% of patients had unmutated IGHV (n=135/196) and 58% of patients had Rai stage Il or IV (n=70/121)

Primary endpoint: 16.4-month median PFS with COPIKTRA (n=95; SE: 2.1) vs 9.1-month median
PFS with ofatumumab (n=101; SE: 0.5)

® 60% risk reduction with COPIKTRA (HR: 0.40; SE: 0.2)

In the overall study population, patients with CLL/SLL

received COPIKTRA 25 mg orally twice daily (n=158)

11.6 months

median duration of treatment

29% of patients

had their dose reduced due
to adverse reactions’

49% of patients

were exposed for >1 year

e Serious adverse reactions were reported in 73% of CLL/SLL patients (n=115/158) and
most often involved infection (38% of patients; n=60/158) and diarrhea or colitis (23% of
patients; n=36/158)

e The most common adverse reactions with COPIKTRA (reported in >20% of patients) were
diarrhea or colitis, neutropenia, pyrexia, upper respiratory tract infection, pneumonia, rash,
fatigue, nausea, anemia, and cough

*Baseline lesion =5 cm.
"Most often due to diarrhea or colitis and rash.
HR, hazard ratio; IGHV, immunoglobulin heavy chain variable; PFS, progression-free survival; SE, standard error.

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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DYNAMO trial: FL*

DYNAMO was a single-arm, open-label trial with a primary endpoint of ORR in patients with
measurable iINHL who were refractory* to rituximab (monotherapy or in combination) and to
either chemotherapy or radioimmunotherapy. Efficacy in FL (n=83) was based on ORR and
DOR as assessed by IRC. Safety was based on 4 clinical trials (N=442). Accelerated approval
may be contingent upon confirmatory trials.

Heavily pretreated patients High-risk patients

—~
@riqr
regimens

Refractory to Refractory to >2 Median of 3 prior Early relapse on frontline Bulky diseaset
last therapy prior therapies  regimens (range, 1-10) R-CHOP (or equivalent)
\ J (n=30/39)%

Primary endpoint: 42% ORR in heavily pretreated FL (n=35/83; 95% Cl: 31-54)°

Patients with FL received COPIKTRA 25 mg orally twice daily (N=96)

46% of patients 23% of patients

exposed for >6 months had their dose reduced due
to an adverse reaction"

24 weeks

median duration of treatment

e Serious adverse reactions were reported in 58% of patients with FL and most often
involved diarrhea or colitis, pneumonia, renal insufficiency, rash, and sepsis

e The most common adverse reactions (>20% of patients with FL) were diarrhea or colitis,

nausea, fatigue, musculoskeletal pain, rash, neutropenia, cough, anemia, pyrexia, headache,
mucositis, abdominal pain, vomiting, transaminase elevation, and thrombocytopenia

Median time to first dose modification or discontinuation was
4 months (range, 0.1 to 27 months)

*Refractory disease was defined as less than a partial remission or relapse within 6
months after the last dose.

Early relapse was defined as no response during treatment, progressive disease in less
than 2 years, or time to next treatment in less than 2 years.

*Baseline lesion >5 cm.

*One patient achieved a complete response and 34 patients achieved partial responses.

lIMost often due to transaminase elevation, diarrhea or colitis, lipase increased, and infection. O
Cl, confidence interval; DOR, duration of response; iNHL, indolent non-Hodgkin o
lymphoma; IRC, independent review committee; R-CHOP, rituximab-cyclophosphamide, (d U\/e| S| b)
doxorubicin hydrochloride, vincristine sulfate, prednisone.
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Additional data: dose modification patterns from an
analysis of the phase 3 DUO trial in CLL/SLL

A retrospective analysis examined dose modifications and their impact
on response to COPIKTRAS*

Study features and limitations (see DUO study description on page 8):

e Data from a retrospective analysis of patients who were dose interrupted or dose reduced
in the phase 3 DUO trial (n=158)

e This analysis was not powered to show statistical significance in these subsets

CD Dose modifications®

e Dose interruptions (DI) occurred more frequently than dose reductions (DR)
in patients treated with COPIKTRA (80% vs 27 %)

e The most common adverse events of special interest (AESIs) resulting
in DI or DR included diarrhea or colitis, infection, cutaneous reactions,
neutropenia, hepatotoxicity (transaminase elevation), and pneumonitis®

- In most cases, AESIs did not lead to discontinuation®

® The median time to first DI and DR occurred within the first 6 months
of treatment (DI, 4 months [range, 0.1 to 25 months]; DR, 5 months
[range, 1 to 23 months])

— DI typically coincided with time to onset of AESIs (median time to onset
across AESIs after starting COPIKTRA ranged from 2.2 to 4.3 months)

e The median durations of DI and DR were 2 weeks (range, 1 day to 19 weeks)
and 17 weeks (range, 2 days to 98 weeks), respectively

*Response was assessed before and after dose modifications, and PFS was assessed in patients with and without
dose modifications. Response was analyzed using descriptive statistics, and PFS was estimated using Kaplan-
Meier methods.

TAESIs related to COPIKTRA were defined as groupings of infections, diarrhea, colitis, neutropenia, cutaneous
reactions, alanine aminotransferase (ALT) and/or aspartate aminotransferase (AST) elevation, and pneumonitis.

*Discontinuations occurred in <10% of COPIKTRA-treated patients (10% diarrhea/colitis, 7% infections,
4% cutaneous reactions, 3% pneumonitis, 1% neutropenia, 1% transaminase elevation).

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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Impact of dose interruptions (DI)®

e Among patients who received >2 prior therapies (n=93) and responded to COPIKTRA
(n=75/93), median time to first response occurred prior to DI

e Response status improved or remained stable in most patients who had >1 DI when
followed by 3 or more weeks of COPIKTRA

— 74% after DI of >1 week (n=26/35)
- 63% after DI of >2 weeks (n=19/30)

Similar median PFS in patients with and without DI within the first 3 months of therapy’
DI duration ‘ 21DI ‘ No DI

>1 week 20.5 months (n=16; 95% ClI: 5.9-NE) 16.5 months (n=68; 95% Cl: 12.8-24)
>2 weeks 22.1 months (n=12; 95% CI: 5.9-NE) 16.5 months (n=72; 95% Cl: 12.8-21.9)

Impact of dose reductions (DR)®

e Among patients who received >2 prior therapies (n=93) and responded to COPIKTRA
(n=75/93), median time to first response occurred prior to DR

e Response to COPIKTRA was maintained in 50% of patients for 290 days after DR (n=6/12)

PFS was maintained in patients with DR vs those without DR within the first
3 montbhs of therapy’

Efficacy
endpoint

Median PFS 276 months (n=7; 95% Cl: 4.4-27.6) 16.4 months (n=77; 95% ClI: 12.1-20.5)

21 DR No DR

In this retrospective analysis, DI or DR did not notably impact efficacy outcomes
with COPIKTRA and may contribute to the effective management of TEAEs®

oo

IR+
NE, not evaluated; TEAEs, treatment-emergent adverse events. C iK_I_r ®
Hp 15mg | 256mg
(d uvelisi b) capsules
n
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Incidence of adverse reactions and discontinuation
rates in CLL/SLL

36% of patients with CLL/SLL (n=57/158) discontinued COPIKTRA,
most often due to diarrhea or colitis, infection, and rash

Median time to onset (all grades)® WARNINGS Incidence/discontinuations?
& PRECAUTIONS
3.3 MONTHS Infections
(IQR: 1.3 to 7.2 months)
42 MONTHS ® Grade >3
(10R: 17 to 10.4 months) Diarrhea © Discontinuations
[ (all grades)
1.3 MONTHS iti
(10R: 5.0 to 128 months) Lt
I
3.0 MONTHS Cutaneous
(IQR:1.2 to 5.7 months) reactions*

4.0 MONTHS

(10R: 21 to 5.4 month) G

2.5 MONTHS ici
(IQR: 1.2 to 5.9 months) Hepatotoxicity

1.6 MONTHS!

(IQR: 0.7 to 4.4 months)

8 7 6 5 4 3 2 1 0 0 10 20 30 40 50 60
MEDIAN TIME TO ONSET (MONTHS) PERCENTAGE OF PATIENTS ON COPIKTRA

Neutropenia®

e COPIKTRA is indicated for the treatment of adult patients with relapsed or refractory
CLL or SLL after >2 prior therapies

e Median adverse event duration for diarrhea or colitis was 0.5 months (range, 1 day
to 29 months); T month, respectively, for hepatotoxicity (range, 1 day to 16 months),
pneumonitis, and cutaneous reactions (range, 1 day to 37 months)l!

*Cutaneous reactions was defined as the onset of rash.
"Hepatotoxicity was defined as an elevation in ALT and/or AST.
*Median time to onset based on grade >3 neutropenia.
*Grade >3 neutropenia was defined as an absolute neutrophil count <1.0 Gi/L.
IIFor B-cell malignancies (N=442).
IQR, interquartile range (25th to 75th percentile).

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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Incidence of adverse reactions and discontinuation
rates in FL

29% of patients with FL (n=28/96) discontinued COPIKTRA,
most often due to diarrhea or colitis and rash

Median time to onset (all grades)® WARNINGS Incidence/discontinuations®
| | & PRECAUTIONS
2.2 MONTHS ; —
(IQR: 1.0 to 5.1 months) Infections 3%
® Grade >3
0/
3.8 MONTHS Diarrhea WS | ® Discontinuations
(IQR: 1.7 o 7.0 months) 2% (all grades)
7.9 MONTHS » -
(IQR: 3.4 to 13.2 months) Colitis 2%
2.3 MONTHS Cutaneous 10%
(IOR: 1.8 to 3.5 months) reactions 4%
37 MONTHS e
(IQR: 35 to 8.3 months) Pneumonitis 3%
16 MONTHS iclty® —
(IQR: 0.6 to 2.8 months) Hepatotoxicity 2%
\ \
32%
1.1 MONTHS! :
(IQR: 0.5 to 4.6 months) s e 1%
| \ \
8 7 6 5 4 3 2 1 (1] 0 10 20 30 40

MEDIAN TIME TO ONSET (MONTHS) PERCENTAGE OF PATIENTS ON COPIKTRA

e COPIKTRA is indicated for the treatment of adult patients with relapsed or refractory
FL after >2 prior systemic therapies. Accelerated approval was based on ORR and
continued approval may be contingent upon confirmatory trials

e Median duration of exposure was 9 months (range, 0.1-53 months), with 36%
of patients (n=160/442) having at least 1 year of exposure

*Hepatotoxicity was defined as an elevation in ALT and/or AST.
"Median time to onset based on grade >3 neutropenia. 5:'

*Grade >3 neutropenia was defined as an absolute neutrophil count <1.0 Gi/L. CO ’ iKTrO

(duvelisib)sapsies
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Recommended dosing modifications to
manage adverse reactions

COPIKTRA oral monotherapy offers flexible dosing

Initial dose o 25mgBID
25mg

Dose reduction 15 mg BID
Subsequent Q DISCONTINUE COPIKTRA if patient
dose modification is unable to tolerate 15 mg BID

Adverse reactions can generally be managed by dose
interruption, dose reduction, or discontinuation®

Assessing the severity of adverse reactions™

Grade 1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only
Grade 2 Moderate; limiting age-appropriate instrumental activities of daily living (ADL)

Grade3  Severe or medically significant but notimmediately life-threatening; disabling; limiting self-care ADL
Grade 4 Life-threatening consequences

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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Nonhematologic adverse reaction management

Recommended management

INFECTIONS

Grade 3 or
higher infection

Clinical CMV infection
orviremia
(positive PCR or antigen test)

PJP

V WITHHOLD UNTIL RESOLVED
° RESUME AT THE SAME OR REDUCED DOSE

V WITHHOLD UNTIL RESOLVED
° RESUME AT THE SAME OR REDUCED DOSE
e [f resumed, monitor patients for CMV reactivation (by PCR or
antigen test) at least monthly

Additional considerations: Consider prophylactic antivirals during
treatment to prevent CMV infection and reactivation

e n the clinical trials, most patients who received prophylaxis received
acyclovir or valacyclovir™

V WITHHOLD until evaluated for suspected PJP
€ DISCONTINUE for confirmed PJP

Provide prophylaxis for PJP during treatment

Additional considerations:

e Following completion of COPIKTRA, continue prophylaxis until the
absolute CD4+ T-cell count is greater than 200 cells/pL

* Most patients in the trials received sulfamethoxazole/trimethoprim"

CMV, cytomegalovirus; PCR, polymerase chain reaction; PJP, Pneumocystis jirovecii pneumonia.

Symbol key
Q No change
¥  withhold

° Resume at same dose Q Discontinue

0 Resume at reduced dose

XX

Copikirar
(duvelisilo) capecies



Nonhematologic adverse reaction management (cont'd)

Recommended management

Recommended management

NONINFECTIOUS DIARRHEA OR COLITIS*

& NO CHANGE IN DOSE

¢ INITIATE supportive therapy with antidiarrheal agents as
appropriate

* MONITOR at least weekly until resolved

Mild/moderate diarrhea
(grade 1-2)

Up to 6 stools per day over

baseline and responsive
to antidiarrheal agents

OR

Colitis (grade 1)

Asymptomatic
inflammation
of the colon

Mild/moderate diarrhea
(grade 1-2)

Up to 6 stools per
day over baseline
and unresponsive to
antidiarrheal agents

Abdominal pain,
stool with mucus or
blood, change in bowel
habits, peritoneal signs

OR

Severe diarrhea (grade 3)

>6 stools per day
over baseline

Life-threatening

Additional considerations: In the 442 safety cohort, 50% of patients
who experienced diarrhea or colitis (all grades) received treatment
(n=113/222). Treatments included systemic steroids, antidiarrheal,
anti-inflammatory agents, antibiotics, and antifungals. The most
common treatment was loperamide and budesonide™

87% of patients who were treated had an outcome of resolved
or recovered

V WITHHOLD UNTIL RESOLVED

¢ INITIATE supportive therapy with enteric acting steroids
(eg, budesonide)

* MONITOR at least weekly until resolved
0 RESUME AT REDUCED DOSE

V WITHHOLD UNTIL RESOLVED

¢ INITIATE supportive therapy with enteric acting steroids
(eg, budesonide) or systemic steroids

¢ MONITOR at least weekly until resolved
0 RESUME AT REDUCED DOSE

e DISCONTINUE for recurrent grade 3 colitis or recurrent colitis of
any grade

Additional considerations: Perform a diagnostic workup to determine
etiology, including colonoscopy

€ DbisconTINUE

*Severe colitis is inflammation of the colon, including enterocolitis, microscopic colitis, and ulcerative colitis.

Please see Important Safety Information and accompanying
full Prescribing Information, including Boxed Warning.
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CUTANEOUS REACTIONS

Grade 1-2

Grade 3

Life-threatening

SJS, TEN, DRESS
(Any grade)

& No CHANGE IN DOSE

¢ INITIATE supportive care with emollients, antihistamines (for
pruritus), or topical steroids

* MONITOR closely

Additional considerations: Review all concomitant medications and
discontinue any medications potentially contributing to the event

Y/ WITHHOLD UNTIL RESOLVED

 INITIATE supportive care with emollients, antihistamines (for
pruritus), or topical or systemic steroids

* MONITOR at least weekly until resolved

0 RESUME AT REDUCED DOSE

° DISCONTINUE if severe cutaneous reaction does notimprove,
WOrsens, or recurs

Additional considerations: Presenting features for serious events were
primarily pruritic, erythematous, and maculo-papular. Less common
presenting features include exanthem, desquamation, erythroderma, skin
exfoliation, keratinocyte necrosis, and papular rash

€ DpiscoNTINUE

€ DISCONTINUE

SJS, Stevens-Johnson syndrome.
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Nonhematologic adverse reaction management (cont'd) Hematologic adverse reaction management

Recommended management Recommended management

PNEUMONITIS WITHOUT SUSPECTED INFECTIOUS CAUSE NEUTROPENIA

Moderate (grade 2) V WITHHOLD UNTIL RESOLVED ANC 0.5t0 1.0 Gi/L Q NO CHANGE IN DOSE
symptomatic pneumonitis e TREAT with systemic steroid therapy « MONITOR ANC at least weekly
0 RESUME AT REDUCED DOSE if pneumonitis recovers to Grade 0 or 1
e DISCONTINUE if noninfectious pneumonitis recurs or patient does ANC <0.5 Gi/L V WITHHOLD
not respond to steroid therapy * MONITOR ANC until >0.5 Gi/L
Additional considerations: Withhold COPIKTRA in patients with new ° L s LRI e e
or progressive pulmonary signs and symptoms such as cough, dyspnea, O RESUME AT REDUCED DOSE (subsequent occurrence)
hypoxia, interstitial infiltrates on a radiologic exam, or a decline by more than . i . . ) .
5% in oxygen saturation; and evaluate for etiology Additional considerations: In the trials, around 13% of patients
received treatment with granulocyte colony stimulating factor for an
112
Severe (grade3)or €3 DISCONTINUE eventof neutropenia

life-threatening

e o TREAT with systemic steroid therapy THROMBOCYTOPENIA
ALT/AST ELEVATION Platelet count & NO CHANGE IN DOSE

25to <50 Gi/L * MONITOR platelet counts at least weekly
3to5xupperlimit @ NOCHANGE IN DOSE W‘,‘;‘;ag"rzgl 1
of normal (ULN) : Ith gre
(grade 2) * MONITOR at least weekly until return to <3x ULN bleeding
51020 x ULN 7 WITHHOLD Platelet count Y WiTHHOLD
25to <50 Gi/L ; : : ;
(grade 3) * MONITOR at least weekly until return to <3 x ULN (grade 3) ’ mgy;gg:bﬂ?tem SR G Ry ST
© RESUME AT SAME DOSE (first occurrence) W';lh g{fdez (© RESUME AT SAME DOSE (first occurrence)
eeding
) RESUME AT REDUCED DOSE (subsequent occurrence) OR €) RESUME AT REDUCED DOSE (subsequent occurrence)
>20xULN (grade4)  €) DISCONTINUE <2P5Iagi7|Le(tgcrgﬂ:t4)

ANC, absolute neutrophil count.

COPIKTRA does not have any contraindications listed
in the Prescribing Information

Copikira
Please see Important Safety Information and accompanying

[ 15mg | 256mg
full Prescribing Information, including Boxed Warning. (dU\/@’ISIb) capsules
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