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US FDA TPP --Labeling concepts "~

Indications and Usage

Dosage and
Administration

Dosage Forms and
Strengths

Contraindications

Warnings and
Precautions

Adverse Reactions
Drug Interactions
Use in Specific
Populations

5. 2019

- Drug Abuse and

Dependence

» Overdosage

® Description

» Clinical Pharmacology

- Nonclinical Toxicology

» Clinical Studies

@ References

» How Supplied/Storage and

Handling

Patient Counseling
Information
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Financial Basic economics: ROI, NPV
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considerations
*» Cost of goods
* Projected pricing
* * Cost to develop
* Partners
Intellectual Path forward
* Freedom to operate
property » Patentability
Regulatory Presumed path forward

considerations

» Eligibility for Orphan drug status, Fast Track, SubpartH
* Are there clear precedents
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TPP Template
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Description

Comparator Label

Base Case Upper Case

Project Name

Compound X

Target Class

Compound Class

Comparator (targeted benchmark drug)

Therapeutics Area

Indication
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Target population

7

Dosage/form [ Route of Administration

Dose (frequency)

Formulation and Dosing Regimen

[Phill burden (optional)

Durability (AP1 Half Life T1/2)

Safety/Tolerability

Efficacy

[Palatibility
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Stability
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Cost of Goods

14

|Price (£ per day) and qualification of pricing
strategy

15

Contraindications/ warnings/ precautions
(including Side Effect/Class warning)
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Labeling concepts +
business consideration

16

DDI/Contradiction

17

Food-Drug Interaction

18

Target Label

19

Clinical Efficacy

20

Orphan Drug Designation (ODD)
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EE&“;;LEHW NCCN Guidelines Version 1.2019

W'l Cancer :
Networe Hepatocellular Carcinoma

BMCC

o/

PRINCIPLES OF SYSTEMIC THERAPY

* First-line systemic therapy
» Preferred
o Sorafenib (Child-Pugh Class A [category 1] or B7)2:P:1:2
& Lenvatinib (Child-Pugh Class A unly}3
» Other Recommended
O Systemic Chemotherapy (category 2B)®

« Subsequent-line therapy if disease progression:
» Regorafenib (Child-Pugh Class A only) (category 1]“*4
» Cabozantinib (Child- Pugh Class A only) (category 1)%°
» Ramucirumab (AFP = 400 ng/mL only) (category 1)9:6
» Nivolumab (Child-Pugh Class A or B7)”
» Sorafenib (Child-Pugh Class A or B?}“-b (after first-line lenvatinib®)
» Pembrolizumab (Child-Pugh Class A only}a

Ol T
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HIGHLIGHTS OF PRESCERIBING INFORMATION
These highlights do not include all the informartion need
NEXAVAR safely and effectively.,

See full prescribing information for NEXAVAR.

. - %, for oral use

Initial U.5. Approval: 2005

RECENT MAJOR CHANGES
Wamings and Precautions, Cardiovascular Events (5.1)
Dosage and Admunistration,

Dose Modifications for Adverse Reactions (2.2)

INDICATIONS AND USAGE
NEXAVAE is a kinase inhibitor indicated for the treatment of
Unresectable hepatocellular carcinoma (1.1)

Advanced renal cell carcinoma (1.2)

Locally recurrent or metastatic, progressive, differentiated thyroid
carcinoma refractory to radioactive 1odine treatment (1.3)

DOSAGE AND ADMINISTRATION
400 mg (2 tablets) orally twice daily without food. (2.1)

Treatment intermuption and/or dose reduction may be needed to manage
adverse reactions. (2.23)

————— DOSAGE FORMS AND STRENGTHS
200 mg Tablets (3)

1272018
122013

CONTRAINDICATIONS

s NEXAVAR is contraindicated in patients with known severe
hypersensitivity to sorafemb or any other component of NEXAVAR (4)

= NEXAVAR in combination with carboplatin and paclitaxel is
contraindicated in patients with squamous cell lung cancer. (4)

WARNINGS AND PRECAUTIONS

=  Cardiovascular Events: Consider temporary or permanent
discontinuation of NEXAVAR. (2.2, 5.1)

. Bleeding: Discontinue NEXAVAR if needed. (3.2)

=  Hypernension: Monitor blood pressure weekly dunng the first 6 weeks
and periodically thereafter. (5.3)

-3 F sty B

BEACC

QT Prolongation: Momtor electrocardiograms and electrolytes in
pantents at increased risk for ventricular arrhythmias (5.0, 12.2)
- Dmg-Induced Liver Injury: Monitor liver function tests regularly;
discontinue for unexplained transaminase elevatons. (5.10)
Embryo-Fetal Toxueity: NEXAVAFR may cause fetal harm Advise
patients of the potennal risk to a ferus and to use effective contraception.
(511, 8.1.8.3)
- Imparment of TSH suppression in DTC: Monitor TSH monthly and
adjust thyroid replacement therapy 1n patients with thyrond cancer, (5.123)
ADVERSE REACTIONS
The most comumon adverse reactions (=20%) for NEXAVAR are diasthea.
fatigue, infection. alopecia, hand-foot skin reaction, rash. wnghi loss,
decreased appetite, nausea, gastromtestnal and abdonunal pans,
hvpertension. and hemormrhage. (6)
To report SUSPECTED ADVERSE REACTIONS, contact Baver
HealthCare Pharmaceuticals Inc. at 1-888-842-2937 or FDA at
1-800-FDA-1088 or www fda. govimedwaich.

DRUG INTERACTIONS
- Avoid strong CYP3A4 inducers. (7.1)

USE IN SPECIFIC POPULATIONS
Lactation: Advise women not to breastfeed. (5.2)

Females and Males of Reproductive Potential: Venfy pregnancy status
prior to initiation of NEXAVAR (8.3)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-Approved Patient Labeling.

Revised: 1272018
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Target Product Profile for Developing an Anti-HCC Drug

Therapeutics Area

Oncology

in Efficacy (pre-clinical)

In the PLC/PRFs HCC xenograft model, 10

Target population

Patients who have unresectable
hepatocellular carcinoma or advanced

renal cell carcinoma

PI'DI.'f Mo

and J
acti

Dosage/form | Route of

Administration

200 mgftablet/p.o.

Dose (frequency)

400 mg (2 tablets) orally twice daily

without food

Janud

Formulation and Dosing

Regimen

Each red, round NEXAVAR film-coated
tablet contains sorafenib tosylate (274
mg) equivalent to 200 mg of sorafenib
and the following inactive ingredients:
croscarmellose sadium, microcrystalline
cellulose, hypromellose, sodium lauryl
sulphate, magnesium stearate,
polyethylene glycol, titanium dioxide and

ferric oxide red.

Durability (AFI Half Life
Tif2)

The mean elimination halflife of sorafenib

Is approximately 25-48 hours

Clinical Efficacy

. SHARP Trial:
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w A4 e 2 M EE (Uncomplicated Falciparum
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u R ERR AT A SRR B SnZ hit®]leadE A TPP
L PUR & B A AR iR Y 58 ) 5 M R B Plamodium falciparum
IC50<0.2ug/mL Trypansoma cruzi - 1C50<1.0ug/mL

0. IUH A B B4 EniESchistosomamansoni - 100%3p %] R ke EE S
IC50<2pg/mL, Onochocercalienalis, O. ochengi, 2 O. volvulus @ f&

1.25X10-5M sk 10ug/mL &Y R B T AE100%4p il fik 45 2% &9 £ 8) /)
Ry TIREEEENS ) REFALASPE IR FRAKRMEEZRZE
E104E L L o
4o A0 AR SEREE S O X AR 100 mglkg X B LA R R R R /&
i 4T FE 583X (Pre-toxicityscreen) -
L BB REATE AR © feqxsomglkg®l 2 T ¢ fE B E [F KA
P A SRR B RIERFF 0 FRAATR B ES S AR A
S EBESFE -
%&ﬁﬁafﬁl%ﬁ (A AFE) » FERE L AMNBACR S s BHEE
7. hERGE 54 4/ FE>10UM o
5. ¥ 4w o B2 F Cytochrome P4503p $ MK -
0. 1P BIZAMBEAT F5ME i FA] -

Januaryzs, 2019 Jessie Mi, PhL

BEERIZ FIEE - B85 - 9% | DCC CONFIDENTIAL DOCUMENT DO NOT COPY OR DISTRIBUTE




Janua

H;ﬂ E‘&ﬁﬂ E@.“}g’ % on E:?;);ﬁ- fﬂ%iﬁ"

ryzs, 2019 Jessie Ni, PhD

B@rr

PP Example 3

18 A a%BF - T KA AN B84 A 0 s fibevacizumabff A >
o8 Fe B R 4T 4R $itemozolomide & 6 k15 R A e £ AV M
%Eﬂ‘ﬁmﬁﬁﬁéiﬁ s

Bk & B2 b EE (PFS) ey b km63@A (EIHMERA
bevacizumab | 44.28 F ) > &H 6B TERGFIH G P
kﬁ"gfﬁlﬁl

ZeM R EHA ZFWREFTHEELKIKT
(neutropenla) % JL 33 BT 3 AH ﬁi%@%ﬂiiﬁﬁ

& = 3| vg 4B AT 42 % (neuropathy) &% & /\#10% - ?l’rtbﬁr
lic3 Fuﬁﬁﬁiﬁ%‘wf% ~ITHERIATT =AY o

B BB REBEESIKES 120mg/Mm2E & 0 B R R R A
ﬁJJJ:--kz\ f\{@ﬁf‘i °

F K ¥ibevacizumabfif A ¥ AN 2 24 /R #
%ﬁ%ﬁﬁ@=%$m%ﬁ%m$+%w%ia
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