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Objectives

* Discuss recently approved oncology and supportive care medications

New Drug U pd ate * Explain pharmacology and pharmacokinetics of newly approved

medications
Adam Peele, PharmD, BCPS, BCOP
Oncology Pharmacy Manager
Cone Health

* Evaluate supporting literature of the medications

* Describe where agents fit into clinical practice

Recently FDA Approved Oncology Medications PI3 Kinase Pathway

FDA Approval Date Usage Dosage Form
Idelalisib September 2014 CLL/FL/SLLL PO
Pembrolizumab September 2014 Melanoma v
Netupitant/palonsetron October 2014 CINV PO
Blinatumomab December 2014 ALL v
Lanreotide December 2014 GEP-NETs sQ
Olaparib December 2014 Ovarian PO .
Nivolumab December 2014 Melanoma/Lung v dEE)’:iiragt)ifcn @ @ @
Palbociclib February 2015 Breast PO J_
Panobinostat February 2015 Myeloma PO I A:‘:r:geancti:s
Dinutuximab March 2015 Neuroblastoma v . :
Filgrastim-sndz March 2015 Growth factor sQ @@@ Grovwm ADo:Jtosis L;oo;‘o;s Cell_c.ycle
Gefitinib July 2015 NSCLC PO Gomarerapmme] TE:TSSE] Eegﬁﬁ‘r‘::\;fﬂ Caicyde ) |metabonem

Annu Rev Pathol 2009; 4: 127-150




Idelalisib

* FDA approved indications
* Relapsed CLL in combination with rituximab

* Relapsed follicular lymphoma in patients who have received at least two prior

systemic therapies

* Relapsed small lymphocytic lymphoma in patients who have received at least two

prior systemic therapies

* Dosage

¢ 150 mg twice daily

¢ Dosage form
* 100 mg tablets
¢ 150 mg tablets
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Idelalisib and Rituximab in Relapsed Chronic

Lymphocytic Leukemia

220 patients

Previously treated for CLL
that had progressed
within last 24 months

Unable to receive
cytotoxic medications

‘ U""N_§OUZ)>W‘

- | Rituximab plus
delaisio —>

Rituximab plus
"] placebo

NEJM 2014; 370: 997-1007

‘mm;o'n zo—wmmxmox'ﬂ‘

Idelalisib and Rituximab in Relapsed Chronic

Lymphocytic Leukemia

Progression-free Survival (%)

No. at Risk
(events)

Idelalisib

Placebo

A Progression-free Survival

1004

Idelalisib plus rituximab

Placebo plus rituximab

Months

110 (0) 69 (2) 44 (5) 34 (5) 30(7) 14(11) 6(11) 2(12) 0(12)
110 (0) 62 (20) 30 (33) 18 (39) 13 (44) 6(49) 1(52) 1(52) 0(53)

NEJM 2014; 370: 997-1007

Idelalisib and Rituximab in Relapsed Chronic

Lymphocytic Leukemia

B Overall Survival
Idelalisib plus rituximab
100
80+
= Placebo plus rituximab
T 604
Z
S
&
= 40-
4
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20
T T T T T T T 1
2 4 6 8 10 12 14 16
Months
No. at Risk
(events)
Idelalisib 110 (0) 88 (1) 55(2) 40(2) 31(4) 16(4) 7(4) 4(4) 0(4)
Placebo 110 (0) 76 (8) 43 (9) 25 (11) 18 (11) &(12) 2(12) 1(12) 0(12)

NEJM 2014; 370: 997-1007
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Idelalisib and Rituximab in Relapsed Chronic
Lymphocytic Leukemia

Idelalisib plus Rituximab Placebo plus Rituximab

Event (N=110) (N=107)

Any Grade Grade=3 Any Grade Grade =3
number (percent)

Adverse event during treatment 100 (91) 62 (56) 101 (94) 51 (48)
Pyrexia 32 (29) 3(3) 17 (16) 1m
Fatigue 26 (24) 33) 29 (27) 2@
Nausea 26 (24) [ 23 (21) o
Chills 24 (22) 22 17 (16) o
Diarrhea 21 (19) 4(4) 15 (14) o
Infusion.related reaction 17 (15) 0 30 (28) 44
Cough 16 (15) < 27 (25) 2(2)
Constipation 13 (12) 0 12(11) ]
Decreased appetite 13 (12) 0 9(8) 1)
Vomiting 13 (12) o 807) o
Dyspnea 12 (11) 2(2) 20 (19) 3(3)
Night sweats 11 (10) 0 20) ]
Rash 11 (10) 2(2) 6 (6) o

NEJM 2014; 370: 997-1007

Audience Response Question

* What is the dosing of idelalisib?

Lanreotide

* FDA Labeled Indication
¢ Long term treatment of acromegalic patients who have had an inadequate response to or cannot
be treated with surgery and/or radiotherapy
¢ Unresectable, well- or moderatelgl- differentiated, locally advanced or metastatic
gastroenteropancreatic neuroendocrine tumors (GEP-NETs)

¢ Dosing
¢ Acromegaly
* 60— 120 mg every 4 weeks
* GEP-NET
* 120 mg every 4 weeks

* Availability
* 60 mg PFS
« 90 mg PFS
120 mg PFS

a. 125 mg once daily
b. 250 mg twice daily
c. 150 mg twice daily
d. None of the above
Lanreotide

204 patients,

Lanreotide 120 mg SQ
every 28 days N

Advanced, moderate-well
differentiated

Somatostatin receptor-
positive grade 1-2

tumors ——

Documented disease
progression

\ cmN—gocz:Dz‘

NEJM 2014; 371: 224-233
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Lanreotide

Lanreotide

No. of

Subgroup Patients
All patients 204
Tumor origin

Midgut n

Pancreas 91

Hindgut 14

Other or unknown 26
Tumor grade

Grade 1 141

Grade 2 6l
Hepatic tumor volume

525% 137

>25% 67

Hazard Ratio (95% CI)

—e—1 047 (0.30-0.73)
—_— 035 (0.16-0.80)

058 (0.32-1.04)

- 1.47 (0.16-13.24)
—_— 021 (0.04-1.03)
—— 0.43 (0.25-0.74)
—— 045 (0.22-091)
——— 034 (0.18-0.62)

B 0.45 (0.23-0.88)

r T Y
0.0625 0125 025 050 1.00

T T
200 400 800

16.00

chromogranin A from baseline to
last post-baseline level available

— no./total no. (%)

100+
Lanreotide 120 mg
B 90 32 events, 101 patients
= 80+ Median not reached
-2 70
£ oo
g.i 50 Placebo
=] E 404 60 events, 103 patients
= wn Median, 18.0 mo (95% Cl, 12.1-24.0)
° 30
5 20
8 P<0.001 for the comparison of progression-free survival
e 104 Hazard ratio for progression or death, 0.47 (95% ClI, 0.30-0.73)
o T T T T T T J
o 3 6 9 12 18 24 27
Months
No. at Risk
Lanreotide 101 94 84 78 71 61 40 [+]
Placebo 103 101 87 76 59 43 26 ]
NEJM 2014; 371: 224-233
Table 2. Secondary Efficacy End Points (Intention-to-Treat Population).*
Between-Group
Lanreotide Placebo Comparison
End Point (N=101) (N=103) (95% Cl) P Value
Patients alive without disease progression
— no./total no. (%)}
At wk 48 67/101 (66) 50/103 (49) 2.11 (1.19 to 3.76) <0.05
At wk 96 53/101 (52) 26/103 (25) 3.27 (1.81 t0 5.93) <0.001
Median time to tumor progression Not reached  18.0 (12.1 to 24.0) <0.001§
(95% Cl) — moi
EORTC QLQ-C30 global health status -5.1823.73 -4.87:3.7 -0.3122.74 (-5.73 10 5.10)
score — least-squares mean
change from baseline to last post-
baseline value available§
Patients with 250% reduction in level of 27/64 (42) 3/64 (5) 15.20 (4.29 to 53.87) <0.001

NEJM 2014; 371: 224-233

Lanreotide Better Placebo Better
NEJM 2014; 371: 224-233
Lanreotide
Study treatment—related adverse events
in =5% of patients
Diarrhea 26 (26) 9 (9)
Abdominal pain 14 (14) 2(2)
Cholelithiasis 10 (10) 3 (3)
Flatulence 8 (8) 5 (5)
Injection-site pain 7(7) 3 (3)
Nausea 7(7) 2 (2)
Vomiting 7(7) 4]
Headache 5(5) 2(2)
Lethargy 5(5) 1(1)
Hyperglycemia 5(5) (4]
Decreased level of pancreatic enzymes 5 (5) (V]

NEJM 2014; 371: 224-233
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Lenvatinib

Mexlscape

http://www.medscape.com/viewarticle/774345_5

Lenvatinib

* FDA Labeled Indication

* Locally recurrent or metastatic, progressive, radioactive iodine-refractory
differentiated thyroid cancer

* Dosing
* 24 mg orally once daily

* Availability
* Capsules
* 4mg, 10 mg
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New England Journal of Medicine 2015; 372: 621-630

SELECT Trial

Median (95% Cl)

Lenvatinib 18.3 mo (15.1-NE)
Placebo 3.6 mo (2.2-3.7)
100+ Hazard ratio for progression or death,
90—

0.21 (9996 CI, 0.14-0.31)
P<0.001

Lenvatinib

Progression-free Sunvival (%)
8

40—
30
20—
10—
© T T T T T T T T T T T T 1
o 2 4 6 8 10 12 14 16 18 20 22 24 26
Months
No. at Risk
Lenvatinib 261 225 198 176 159 148 136 92 66 44 24 11 3 o
Placebo 131 71 43 29 19 13 11 5 4 2 2 2 o o

New England Journal of Medicine 2015; 372: 621-630




SELECT Trial
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Lenvatinib Placebo
All Grades Grade 23 All Grades Grade 23
Hypertension 67.8 41.8 9.2 2.3
Diarrhea 59.4 8 8.4 0
Fatigue or asthenia |59 9.2 27.5 2.3
Decreased appetite | 50.2 5.4 11.5 0
Decreased weight 46.4 9.6 9.2 0
Nausea 41 2.3 13.7 0.8
Stomatitis 35.6 4.2 3.8 0
PPE 318 34 0.8 0
Proteinuria 31 10 15 0
Vomiting 28.4 1.9 6.1 0
New England Journal of Medicine 2015; 372: 621-630

Histone Deacetylase Inhibitors

Potential Mechanisms of Action of HDAC Inhibitors
in MM Treatment

Osteoclast —— | HDAC Inhibitors |

\/il\

Angiogenesis Anti-apopotic Hsp90
proteins ~
Growth factor p21WAF1} Caspase Proteasome
(IL-6, IGF-1) calpain 1

PARP cleavage

|

Growth arrest/Apoptosis |

International Journal of Hematology 2013; 97: 324-332.

Histone Deacetylase Inhibitors

Synergistic Anti-Tumor Activity by HDACS Inhi with
AAA Protein
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International Journal of Hematology 2013; 97: 324-332.

Panobinostat

* FDA Labeled Indication

¢ In combination with bortezomib and dexamethasone for the treatment of patients
with multiple myeloma who had received at least 2 prior regimens, including
bortezomib and an immunomodulatory agent

* Dosing
¢ 20 mg taken orally once every other day for 3 doses per week (days 1,3,5,8,10,12) of
Weeks 1 and 2 of each 21-day cycle for 8 cycles

* Availability
* Capsules
* 10 mg, 15mg, 20 mg
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PANORAMA-1 Trial

PANORAMA-1 Trial

Treatment phase 1 (cycles 1-8)
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Treatment phase 2 (cycles $-12)

Prcticstatorgceo [ T IO T T BT B T TTTTTTI NN TN BEITTITITT]

wowoet @ [T T T T TTTTT[TTTTTIT M TTTTIT W TTITTIT(TTIITIT]

Deaentiecee [ T T T [TTTTTITITI [T11 [TTT]T

Week 1 Week 2 Week 3 Week4 Week 5

Lancet Oncology 2014; 15: 1195-1206

= ib, and dexa
-4 Placebo, bortezomib, and decamethasone

HR 063, 95% (1 0-52-0-76; p<0-0001

PANORAMA-1 Trial

Placebo, and
and dexamethasone (n=387) dexamethasone (n=381)
Best response to treatment
Complete response 42 (11%) 22(6%)
Near-complete response 65 (17%) 38 (10%)
Partial response 128 (33%) 148 (39%)
Minimal response 23(6%) 42 (11%)
No change 65 (17%) 74(19%)
Progressive disease 21(5%) 32 (8%)
Unknown 43 (11%) 257 %)
Overall response (partial response or better) 235 (60-7%, 55-7-65-6) 208 (54-6%, 49-4-59.7)"
Ne: ph 107 (27-6%, 23-2-32-4) 60(157%,12-2-19-8)F
Median time to response (months) 151 (1-41-1-64) 200(1-61-279)
Median duration of response (months) 1314 (1176-14.92) 1087 (9-23-1176)
Median time to first progression, relapse, or 1271 (11-30-14.06) 8.54(7-66-972)
death from multiple myeloma (months)
Data are n (%), n (%, 95% O}, or median (95% CI). *p=0-09. {p=0-00006 (based on post-hoc testing).
Table 2: Best resp and efficacy endp

Lancet Oncology 2014; 15: 1195-1206
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Time (months)
Number at risk
Panobinostat, bostezom, 387 288 241 202 171 43 13 89 69 52 44 3% 26 1B 13 10 5 3 0
and doxamethasone:
Placebo, bortezomity, 381 206 235 185 143 14 B89 64 42 2 24 18 12 5 S5 3 2 0 0
and dexamethasone
Lancet Oncology 2014; 15: 1195-1206
Panobinastat, bortezomi, and deamethasone (n=381) Placebo, bortezomib, and dexamethasone (n=377)
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egtinoneralin 5786 UGN UGTBOY SHISY UENGY IGATEN) ARG NG GBRDY TN

Lancet Oncology 2014; 15: 1195-1206
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Audience Response Question Olaparib

* What is the mechanism of action of panobinostat? * FDA Labeled Indication
a. Folate antagonist ¢ Monotherapy with deleterious or suspected deleterious germline BRCA
b. HDAC inhibitor mutated (as directed by an FDA-approved test) advanced ovarian cancer who
: have been treated with three or more prior lines of chemotherapy
c. Angiogenesis inhibitor
d. Immunotherapy

* Dosing
¢ 400 mg orally twice daily

¢ Availability
* Capsules
* 50mg

PARP [nhibitors. Mechanism Features and properties of olaparib
Altemnative names AZD 2281; AZD-2281; AZD2281; KU-0059436; KU-59436; L}‘npnrr:lN
Untreated . Treated Class Amides, Cycloprog Fluorobx Phthal Pipera Small-moleculs
BRCAL/2- (=) M et inbihe
Associated =3 % g Mechanism of action Poly (ADP-ribose) polymerase inhibitor
Sanser = Route of administration Oral
e = Pharmacodynamics Displays anti-neoplastic activity in various cancer cell lines. Its benefits may be
wrt enhanced by other anti-cancer agents, according to preclinical studies
¢ Pharmacokinetics Rapidly absorbed and climinated
. Cell death Most frequent adverse events Nausea, fatigue, vomiting, 2 i

= PARP and BRCA1/2 normally * IfBRCA1/2is damaged or not ATC code:

function to repair daily DNA working, the cell is dependenl on codes

damage PARP for all DNA repair WHO LO1X-X (other antineoplastic agents)
- Allows cells to grow in a * PARP inhibitors prevent DNA repair . . -

Ratthy vy grow & in cancer cells EphMRA LIX (all other antineoplastics)
= Too much DNA damage-> cell = May increase cancer cell death Chemical name 4- [3- [4-(Cyclopropylc 1-ylcarbonyl] -4 /1] phthalazin-1(2H)-one

death ~ May help chemo and radiation work

better
ENsen, Cancer Coll 2011; Tutt et al, Lancet 2010
Drugs 2015; 75: 231-240
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Olaparib

Overall Response and Response Duration in BRCA-mutated

Olaparib

Advanced Ovarian Cancer in Patients Who Received at 3 or o S o 70w
More Lines of Previous Chemotherapy = T Pantress tmadian. 4.8 months)
g 0.8 —=— Prostate (median, 7.2 months)
N =137 s
“ =
g5 oo
Objective Response Rate 34% “:- g_
S 2 0.4
> =
% 8
Complete Response 2% =4 0.2
2
o —
Partial Response 32%
o 3 & 9 12 15 18 21 24 27
- - Time From First Dose (months)
Median Duration of Response (months) 7.9 months (5.6-9.6) No. at risk
Ovarian 193 131 as 56 29 16 10 4 2 o
Breast 62 32 15 9 5 3 2 2 1 o
Pancreas 23 13 a8 3 1 1 1 o o o
Prostate 8 6 5 2 2 2 o o o o
Journal of Clinical Oncology 2015; 33:244-250
Lynparza® Prescribing Information Journal of Clinical Oncology 2015 33:244-250

Olaparib Audience Response Question

Ovarian (n = 193) * True or False?
Any Grade : .
Crade 4 Olaparib has an accompanying FDA approved test for BRCA.
AE No. % No. Yo
Fatigue 116 60.1 12 .2
Nausea 112 61.7 1 0.5
Vomiting 75 38.9 =3 2.6
Anemia 62 32.1 36 18.7
Diarrhea 56 29.0 3 1.6
Abdominal pain 58 30.1 14 7.3
Decreased appetite 36 18.7 1 (o155
Dyspepsia 38 19.7 o 0.0
Headache == 16.6 (o] 0.0
Dysgeusia 39 20.2 (o] 0.0

Journal of Clinical Oncology 2015 33:244-250




Palbociclib

* FDA Labeled Indication

* In combination with letrozole for the treatment of postmenopausal women with estrogen
receptor (ER)-positive, human epidermal growth factor receptor 2 (HER2)-negative advanced
breast cancer as initial endocrine therapy for metastatic disease

¢ Dosing
* 125 mg once daily for 21 consecutive days followed by 7 days off
* In combination with letrozole 2.5 mg once daily given continuously throughout cycle
* Should be taken with food

* Availability
¢ Capsule

* 75mg

* 100 mg

e 125mg

8/13/2015

Palbociclib

extent of pRb
phosphorylation

dephosphorylation

3
>3

CDK4/6

Target of letrozole

Androgens

Aromatase

Estrogens

Target of PD 0332991

Ina

hyperphosphorylation s

Journal of Community and Supportive Oncology 2015; 13(3): 83-86.

PALOMA-1

Lancet Oncology 2015; 16: 25-35

PALOMA-1

Post-menopausal

Estrogen receptor (+) I:>

HER2 (-)

Advanced breast
cancer

Palbociclib 125

Cycle = 28 days

Letrozole 2.5 mg daily
continuously +

daily x 21 days

mg

UmN—goczlbwl

Lancet Oncology 2015; 16: 25-35
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Palbociclil Letrozole
plus letrozole
Both cohorts = =
100 " Palbociclib phus letrozole to-treat pop ion*
0o W, Letrozole Complete response 1(1%) 1(1%)
X , Partial response 35 (42%) 26 (32%)
804 e Stable disease 37 (44%) 30 (37%)
Z 70 1‘1 N 1 Stable disease =24 weeks 32 (38%) 20 (25%)
E o bl - Stable disease <24 weeks 5 (6%) 10 (12%)
5 Progressive disease 3 (4%) 18 (22%)
- 50 Indeterminate 8 (10%) 6 (7%)
x;: 40 Patients with measurable diseaset
z“ 30 4 - Complete response 1(2%) o
Partial response 35 (54%) 26 (39%)
20 -
Stable disease 22 (33%)
10 > ¥ sase 9
HR 0488 (95% C1 0.319-0.748; one-sided p=0-0004) Progressive disease 15 (23%)
o T T T T T v T T —1 Indeterminate 7 (11%) 3 (5%)
o 4 8 12 16 20 24 28 32 36 40
Number at risk Data are n (%). “n=84 in the palbociclib plus letrozole group, n=81 in the letrozole
Palbociclib phus 84 67 60 a7 36 28 21 13 8 5 1 alone group. tn=65 in the palboc plus letrozole group, n=66 in the letrozole
81 48 36 28 19 14 6 3 3 1 alone group.
Lancet Oncology 2015; 16: 25-35 Lancet Oncology 2015; 16: 25-35
Palbociclib plus letrozole (n=83)  Letrozole (n=77) * FDA Labeled Indication
* Decreased infection rate due to febrile neutropenia in patients with nonmyeloid malignancies receiving myleosuppressive
Gradel-2 Grade3  Graded Gradel-2 Grade3  Grade4 anticancer drugs associated with a significant ﬁmidence of severe neutropenia
Any adverse event 19(23%) 49(59%) 14(17%) 49(64%) 16(21%) O
* Reduce the time to neutrophil recover and duration of fever following induction or consolidation chemotherapy treatment
Neutropenia 17 (20%) 40 (48%) 5(6%) 3(4%) 1(1%) © of patients with AML
Leucopenia 20 (24%] 16 (19%) [} 2(3% (] o
) e ¢ ) ( ) (%) * Reduce the duration of neutropenia and neutropenia-related clinical sequelae in patients with nonmyeloid malignancies
Fatigue 30 (36%) 2(2%) 2(2%) 17 (22%) 1(1%) o0 undergoing myeloablative chemotherapy followed by BMT
Anaemia 24(29% % 1 (1%] %, 1(1%) O
! 4(29%) 4(5%) (%) 4(5%) (%) * Mobilize autologous hematopoietic progenitor cells into the peripheral blood for collection by leukapheresis
Nausea 19(23%) 2(2%) O 9(12%) 1(1%) o0
Arthralgia 18 (22%) 1(1%) o 10 (13%) 2(3%) o * Reduced the incidence and duration of sequlae of severe neutropenia in symptomatic patients with congential neutropenia,
cyclic neutropenia, or idiopathic neutropenia
Alopecia 18 (22%) NA NA 2(3%) NA NA
Diarthoea 14(17%) 3(4%) O 8(10%) © 0
Hot flush 7(1%) o0 NA 9(12%) o NA * Availability
o Prefill i
Thrombocytopenia 12(14%) 2(2%) © 11%) © 0 ret igosr‘:\rc'gge
Decreased appetite 12 (14%) 1(1%) o 5(6%) o ) * 480 mcg
Dyspnoea 1(13%) 2(2%) O 5(6%) 1(1%) ©

Lancet Oncology 2015; 16: 25-35
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Filgrastim-Sndz
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Indication

Dosing

Decrease febrile neutropenia due to myelosuppressive
therapy

* 5 mcg/kg/day SQ, short IV infusion, or CIV

Reduce the time to neutrophil recovery in patients
receiving induction or consolidation AML therapy

* 5 mcg/kg/day SQ, short IV infusion, or CIV

Reduce neutropenia duration in patients receiving
myeloablative chemotherapy followed by BMT

10 mcg/kg/day given as an IV infusion no longer
than 24 hours

Leukapheresis

* 10 mcg/kg/day SQ
* Administer for at least 4 days before first
leukapheresis and continue until last leukapheresis

Cyclic or idiopathic neutropenia

5 mcg/kg SQ daily

Congenital neutropenia

* 6 mcg/kg SQ twice daily

Dinutuximab

FDA Labeled Indication

In combination with granulocyte-macrophage colony-stimulating factor (GM-CSF),
interleukin-2 (IL-2), and 13-cis-retinoic acid (RA) for the treatment of pediatric patients
with high-risk neuroblastoma who achieve at least a partial response to prior first-line
multiagent, multimodality therapy

* Dosing
* 17.5 mg/m?2/day as a diluted intravenous infusion over 10-20 hours for 4 days

Availability
* Single use vial
¢ 17.5mg/5 mL (3.5 mg/mL)

Dinutuximab

T cell or
Nk cell

Bispecific
antibody =

Growth factor receptor biockade
or death agonist

Nk cell or
macrophage

iil Toxin, chemotherapeutic

agent or radiolsotope

Nat. Rev. Clin. Oncol. 2014; 161: 693-703

Dinutuximab

E
v
E
R N
T
- A Cycle1,3,5 Cycle 2,4
* 226 patients N i . in | i : in
* Atleast PR to ASCT o combo with combo with F
. GM-CSF/RA IL-2/RA R
* No evidence of : o £
dlseas_e following ™M £
front-line
multimodality !
treatment z s
- u
E Isotretinoin up to 6 R
cycles
D Y |:: > v
L |
A
L
Onclive.Com FDA Approves Di i for High-Risk http://www.onclive.com/web-exclusives/FDA-Approves-Dinutuximab-for-

High-Risk-Neuroblastoma
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Dinutuximab

Efficacy Parameter Unituxin/RA Arm RA Arm
n=113 n=113
No. of Events 33 (29%) 50 (44%)
EFS Median (years) NR (3.4, NR) 1.9 (1.3,NR)
HR 0.57 (0.37, 0.89)
p-value 0.01
No. of Events (%) 31 (27%) 48 (42%)
0os
Median (years) NR (7.5, NR) NR (3.9, NR)

HR

0.58 (0.37,0.91)

Dinutuximab Prescribing Information

Dinutuximab

1.00

E o3 e
E 7 .,
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Unituxin/RA
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Mt -t
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Number of Subjects at Risk

Years since randomization

+Unitusin R A

Dinutuximab Prescribing Information

Dinutuximab

Adverse Reaction'*

and

Pyrexia
Edema

|Blood and Lymphatic System Disorders®

Thrombocytopenia
Lymphopenia’

| Neutropenia
[immune System Disorders
Infusion reactions
[Vascular Disorders
Hypotension
Capillary leak syndrome”
Hemorrhage'
Hyperiension

and
Hyponatremia®
Hypokalemia®
Hypoalbuminemia’
Hypocalcemia’
Hypophosphatemia®
Hyperglycemia®
Hypertriglyceridemia®
Decreased appetite
Hypomagnesemia’

Dinutuximab Prescribing Information

Unituxin/RA RA
(N=134) (N=108)
All Grades | Grades 3-4 | All Grades | Grades 3-4

(%) %) %) (%)
Site

85 51 16 &
72 | 40 | 27 [
17 | ] | a ]
[ 39 a3 25
62 51 36 20
§1 34 22 18
3 34 16 13
60 25 ° 1
60 16 3 (]
a0 23 1 o
7 ) 8 3
14 2 7 1
s 23 12 a
a3 37 a F)
33 7 3 o
27 7 [ o
20 8 3 o
18 ) a 1
16 1 11 1
15 16 5 4
12 2 1 °

Gefitinib

* FDA approved indications

* Metastatic NSCLC who tumors have epidermal growth factor (EGFR) exon 19

or exon 21 substitution mutations

* Dosage

¢ 250 mg orally once daily without regards to food

* Dosage form
¢ 250 mg tablets

13



8/13/2015

Gefitinib

s

Invasion

The EGFR Axis

Inhibition Strategies:

+ EGFR-Tyrosine Kinase inhibitors
Anti-EGFR Antibody inhibitors

T

=
lnhv‘w'ru:_c \ -

\ EGFRull
! mutant

\ \Angmgem-m
s

Metas!

of Apoptosis

http://cancergrace.org/wp-content/uploads/2007/03/egfr-figure-moabs-vs-tkis.jpg

Gefitinib

106 treatment-naive
Multicenter, single- patients with
arm, open-label metastatic EFGR
study mutation positive
NSCLC

250 mg by mouth
daily until disease
progression or
intolerable toxicity

Primary endpoint:
Objective Response
Rate

Onclive.Com Frontline Gefitinib Approved in EGFR Positive NSCLC. http://www.onclive.com/web-exclusives/firstline-gefitinib-approved-in-nsclc

Gefitinib

Gefitinib

Efficacy Parameter

Blinded Independent Central

Investigator Assessment

Adverse Effects Percentage
Interstitial Lung Disease (ILD) 1.3%
Hepatotoxicity 11.4% (ALT)

7.9% (AST)
2.7% (bilirubin)

Review (n=106)
(N=106)
Objective Response Rate 50% 70%
(41,59) (61, 78)
Complete Response Rate 0.9% 1.9%
Partial Response Rate 49% 68%
Median Duration of Response 6.0 8.3
(months) (5.1,11.1) (7.6,11.3)

Gastrointestinal Perforation 0.1%
Severe or Persistent Diarrhea Grade 3-4: 3%
Ocular Disorders including Keratitis 0.1% keratitis

6.7% conjunctivitis, blepharitis, and dry eyes

Exfoliative Skin Disorders 0.08%

Gefitinib Prescribing Information

Gefitinib Prescribing Information
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Audience Response Question

* True or False?
Gefitinib was recently granted FDA approval for second line treatment of
EGFR (+) NSCLC.

8/13/2015

New Drug Update

Adam Peele, PharmD, BCPS, BCOP
Oncology Pharmacy Manager
Cone Health
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