


Investigator9s Signature:

Sponsor9s representative.

authorities, my subjects9 study records in order to verify the data that I have entered into the case 

PPD

PPD

PPD





<OR prior pneumonectomy= to <OR 
prior complete pneumonectomy.=

<Subjects must have a 

weeks prior to Cycle 1 Day 1.=

<

28 days= 



<(eg, RAS/BRAF 
wildtype)= as

<At the time of study closure, any 

local requirements.=



<

=



To revise the text from <The 

1402.= to <The 

1402.=

<Please refer to the Investigator Site 

on the collection of ECGs.=
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÷ ubjects g

÷

÷

÷

÷

÷



÷ Life expectancy g3 months.

÷

g100,000/mm g100 × 10

g9.0 g/dL (transfusion and/or growth factor 

g1500/mm g1.5 × 10

SCr f 1.5 
CrCl g 30 mL/min as 

f3 × ULN (if liver metastases are present, f5 × 

f1.5 × ULN if no liver metastases (<3 × ULN in 
the presence of documented Gilbert9s 

g2.5 g/dL

f1.5 × ULN except for subjects on coumarin

÷

÷ 9s assessment) 



÷

÷

÷

÷

f

÷

÷

Grade f1 or 

÷

÷



QT interval corrected for heart rate using Fridericia9s formula

÷

is documented to be f2000

f2000 IU

÷

÷

9s opinion 



÷

÷



< )=



cent change in the sum of diameters and a swimmer9s plot for response over time 











Baseline Documentation of <Target= and <Non target= Lesions









Investigator9s Brochure



QT interval corrected for heart rate using Fridericia9s 







9s



The most common Grade g3 



reported in 16 (44.4%) subjects as of 05 Aug 2019.  The most common Grade g3 TEAEs 

. Median best percentage change in sum of diameters (SoD) was 225.7% (range, 
282.6% to 13.3%), including decreases in SoD in patients with CDK4 amplification (3

3
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is predicted to provide a lower probability of g
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g18 years (follow local regulatory requirements if the legal age 



Life expectancy g3 months.

g100,000/mm g100 × 10

g9.0 g/dL 

g1500/mm g1.5 × 10

SCr f 1.5 
CrCl g 30 mL/min as calculated using the Cockcroft

f3 × ULN (if liver metastases are present, f5 × ULN)

f1.5 × ULN if no liver metastases (<3 × ULN in the 
presence of documented Gilbert9s 

g2.5 g/dL

f1.5 × ULN except for subjects on coumarin



9s assessment) resulting 



f

Grade f1 or baseline.  

QT interval corrected for heart rate using Fridericia9s formula (

to be f2000

documented to be f2000 IU/mL in 



9s opinion makes it undesirable 
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÷ 3
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ý 3

÷

ý 3



The subject9s weight at 
subject9s weight will be determined at the beginning of each cycle.  

the course of treatment, the subject9s weight changes by g



must be kept current and should contain the dates and quantities of drug received, subject9s 

at the site per institutional policy (and documented).  If the site9s institutional policy 

destroyed in accordance with the Sponsor9s instructions

copies of the site9s drug handling and disposition SOPs.



indicated for f24



Delay dose until resolved to f

÷ If resolved to fGrade 1 or baseline values in f

÷ If resolved to fGrade 1 or baseline values in 

Delay dose until resolved to fGrade 2, then resume 

Delay dose until resolved to fGrade 2, then

g38°C for more 

g38°C for more 



Delay dose until resolved to fGrade 2, then:
÷ If resolved in f14 days, resume 
÷

Delay dose until resolved to fGrade 2

fGrade

Delay dose until resolved to fGrade 2

Delay dose until resolved to fGrade 1, then:
÷ If resolved in f
÷

Delay dose until resolved to fGrade 1, then

Grade g2
Delay dose until resolved to fGrade 1, then

LVEF 40% to f45% and 

LVEF 40% to f45% 



g501
until resolved to fGrade 1 (QTcF f
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÷
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÷
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÷ in f28 days from day of onset, maintain 

÷
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÷

÷

÷

÷

÷

÷

÷

÷

÷

÷



÷

÷

÷
÷

÷

÷

Delay dose until resolved to fGrade 2, then:
÷ If resolved in f7 days, resume 
÷

Delay dose until resolved to fGrade 1 or baseline, then 



baseline level f 3 x 

dose until resolved to fGrade 1, then:
÷ If resolved in f7 days, resume 
÷

dose until resolved to f baseline level, then:
÷ If resolved in f7 days, resume 
÷

If no documented Gilbert9s syndrome or liver metastases at 
dose until resolved to fGrade 1, 

÷ If resolved in f7 days, resume
÷

If documented Gilbert9s syndrome or liver metastases at 

documented Gilbert9s syndrome or liver metastases at 
dose until resolved to fGrade

÷ If resolved in f7 days, reduce 

÷

If documented Gilbert9s syndrome or liver metastases at 
dose until resolved to fGrade

÷ If resolved in f7 days, 

÷



AST or ALT g3 × ULN 

þ

fGrade 1, and consider 

9

÷ f f14
÷ f



fGrade 1, and consider 

9

÷ If resolved to fGrade 1 in f7 days,
÷ not resolve to fGrade 1

investigator9s discretion as pe

fGrade 1, and consider 

÷ fGrade 1 in f7 days, resume 
÷ f

fGrade 1, and consider 

÷ fGrade 1 in f
÷ f

fGrade 1, 

÷ If resolved in f
÷



for heart rate using Fridericia9s formula

Investigator9s judgment and local institutional 

according to the subject9s condition and after discussion with Daiichi Sankyo9s Medical Monitor 

÷ g
g

÷
g

÷
g

÷ g

÷ g

÷
g g
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÷

÷

÷

÷

÷

÷

÷ Investigators9 discretion/clinical judgment is recommend

ý

ý

ý

÷
any mild to moderate eye symptoms (CTCAE Grade f2)

eye symptoms or experiences any severe (CTCAE Grade g3) ocular events they must 

the study and g1 week after permanent discontinuation of study treatment.

the Treatment Period, per Investigator9s discretion and institutional guidelines.
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g50,000/mm

÷



÷

÷

÷

÷

÷

÷

÷

÷

÷

÷



÷

÷

÷

÷

÷

÷

÷

÷

÷



subject9s last known mailing address or local equivalent methods).  These contact attempts 
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÷

ý
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÷

÷ Review the subject9s demographics, medical and target disease history, and results of 

÷ Subject9s medical history
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If the EOT Visit occurs g40 days after the final dose of 
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÷ cohort9s
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constitute an AE in the Investigator9s

The Investigator9s 
9s source documentation with the 

Investigator9s signature.



) g3 × 

en a subject dies from PD with no other immediate causes, <Progressive disease= 



elevated ALT or AST g3 × ULN and an elevated total bilirubin >2 × ULN that may occur 

Hy9s law,

, require corrective treatment, constitute an AE in the Investigator9s clinical judgment, 

hours of Investigator9s awareness of the event.

÷

÷

÷

÷

÷

÷



Note: The term <life threatening= in the definition of <serious= refers to an event in which the 

÷

÷

÷

÷

÷

÷

÷



÷

ý
and cannot be reasonably explained by the subject9s clinical state or other factors 

ý

÷

ý
lained by the subject9s clinical state or other factors 
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÷

÷
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÷

÷

÷

÷

÷

÷

÷

÷

÷

÷



However, if a subject dies from disease progression with no other immediate causes, <disease 
progression= should be reported as an SAE and capture

÷

÷

÷
criteria of elevated ALT or AST g3 × ULN and 

Investigator9s clinical judgment and/or are related to disease progression

÷

serious) must be reported with Investigator9s assessment of the 
event9s seriousness, severity, and causality to the study drug. 

an elevated ALT or AST g 3 × ULN and an elevated total bilirubin > 2 × ULN that 



criteria of elevated ALT or AST g3 × ULN and an elevated total bilirubin >2 × ULN

An <excessive and medically 
important= overdose includes any overdose in which a



The Investigator will assess if an AE is to be considered <unexpected= based on the <Reference 
Safety Information= section in the current IB
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ý

ý
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the Investigator9s discretion as described 







P (X g x | p = 0 P (X g x| p = 0.05)



<not evaluable )=
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and a swimmer9s 
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Kapitanovi� S, Radoaevi� S, Slade N, et al. Expression of erbB
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s g40 days after the final dose of 

Should be performed f 2 days of scheduled visit. Results are required prior to study treatment.

Ophthalmologic assessments (2 7 days) include visual acuity test (ETDRS, Snellens, or Landolt), slit lamp examination, fundos

he subject9s weight at (baseline) will be used to calculate the initial dose. The subject9s weight will be determined at the beginning of each cycle
the subject9s weight changes g



2 8 to 0 hours BI on Day 1 of 



9s

to the subjects, and documentation evidencing the Investigator9s qualifications should be 

÷

÷

÷

÷

÷

÷



available that may be relevant to the subject9s consent or may influence the subject9s willingness 

The subject9s written informed consent should be documented in the subject9s medical records.  

pharmacodynamic, etc) is provided in the Sponsor9s ICF template for the Investigator to prepare 



The Investigator must ensure that the subject9s anonymity is maintained.  On the eCRFs or other 

independent IRB/EC direct access to review the subject9s original medical records for 

In accordance with ICH GCP and the Sponsor9s audit plans, this study may be selected for audit 



documented via an <audit trail.=
The eCRF should be kept current to enable the study monitor to review the subject9s status 

of the subject9s eCRF, it will be reviewed 
and signed off by the Investigator via the EDC system9s electronic signature.  This signature will 



Source documents are original documents, data, and records from which the subject9s eCRF data 

correspondence and approvals, approved and signed ICFs, Investigator9s Agreement, clinical 

÷

÷ Study files containing the protocol with all amendments, Investigator9s Brochure, 

÷



Subjects9 medical files should be retained in accordance with 

principles set forward in <Good Publication Practice for Communicating Company
Medical Research (GPP3)=, and publications will adhere to the <Recommendations fo
Conduct, Reporting, Editing, and Publication of Scholarly Work in Medical Journals= 
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creatinine in ¿mol/L:
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<Baseline documentation of target and non target lesions= for information on lymph 

ü
ó ü

÷

÷

÷

÷

÷ <Cystic lesions= thought to represent cystic metastases can be considered as 

÷



Baseline Documentation of <Target= and <Non et= Lesions

ó



ó
ü ü

these lesions should be followed as <present,= <absent,= or in rare cases <unequivocal 
progression.=  In addition, it is possible to record multiple non

the case record form (eg, <multiple enlarged pelvic lymph nodes= or 
<multiple liver metastases=).

ü

nodes are included as target lesions, the <sum= of lesions may not be 0 even if CR criteria are 
ü



Target lesions that become <too small to measure=:  

<too small to measure.=  When this occurs, it is important that a value be recorded on the eCRF.  

nodal lesions <fragment,= the longest 

t diameter for the <coalesced lesion.=

ü

In this setting, to achieve <unequivocal 
progression= on the basis of the non



<increase= in the size of 1 or more non

an additional 73% increase in <volume= [which is equivalent to a 20% increase diameter in a 
measurable lesion]).  If <unequivocal progression= is seen, the subject should be considered to 

some <new= bone lesions may be simply healing or flare of preexisting lesions).
particularly important when the subject9s baseline lesions show PR or CR.  For example, 
necrosis of a liver lesion may be reported on a CT scan report as a <new= cystic lesion, which it 

The subject9s brain metastases are considered to be evidence of PD even if 



2
otherwise the best time point response, the subject9s best response depends on the subsequent 



3 3

d on whether minimum duration for SD (6 weeks) was met.  However, sometimes 8CR9 

When nodal disease is included in the sum of target lesions and the nodes decrease to <normal= 
ü

not have a total sum of <zero= on the eCRF.

<symptomatic deterioration.=  Every effort should be made t



ü
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subject9s condition and after discussion with 
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