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Appendix V EORTC QLQ-C30

A sample of the English version of the EORTC QLQ-C30 (Version 3.0) is provided below. Local 
language version will be available for trial subjects.
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Appendix VI EORTC QLQ-LC13

A sample of the English version of the EORTC QLQ-LC13 is provided below. Local language 
versions will be available for trial subjects.
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Appendix VII Blood Sample Volumes

The total blood volume that will be collected from subjects during the trial will depend on the 
length of time the subject receives trial treatment. The total estimated volume for subjects that 
receive 6 cycles of treatment, plus the End of Treatment and 30-Day Safety Follow-up visit will 
be approximately 254.5 mL.

Additional samples may be required if medically indicated, for example at unscheduled visits to 
follow-up on safety findings or recollections of blood during Prescreening or Screening for the 
determination of MET alteration status.

Sample Type (and
approximate blood 
volumes per sample [mL])

Prescreening Screening
Cycle 

1
Cycle 

2

Cycle 
3, 5, 7 

etc

Cycle 
4, 6, 
8, 10 
and 
12 EoT

30 Day Safety 
Follow-up

-28 to -1 Day 1 Day 1 Day 1 Day 1

≤14 d 
of 

last 
dose

30 d after last 
dose

Hematology and 
coagulation (includes 
serum pregnancy test 
at Screening)

7.5 1 1 1 1 1 1 1

Biochemistry 5 1 1 1 1 1 1 1

Pharmacokinetics 2 3 3

Blood sample for 
MET status in plasma

40 1 1a

Exploratory 
biomarker sample d 5 1 1 1 1

PGx sample (if local 
regulations allow) 5 1

Sample for 
exploratory analysis 
of ctDNA b,d

20 1b 1b

Total volume per 
visit/cycle (mL) c

40 (0) 17.5
(57.5) 28.5 18.5 37.5c 12.5c 37.5 12.5

ctDNA: circulating tumor deoxyribonucleic acid; d: day; EoT: End of Treatment; PGx: pharmacogenetics. 
a. Sample for MET status determination in plasma is to be taken at screening only if the sample was not provided 

at prescreening.
b. Samples for exploratory analysis of ctDNA will be taken at Cycle 3, Cycle 5 and EoT only.
c. Approximate total blood volumes per visit/cycle. Total approximate blood volumes may vary depending on 

recollections/repeats needed or when omitting sample collection due to local regulations (e.g., exploratory 
biomarker, ctDNA and PGx)

d. Only if local regulations allow; results from subject prescreening will be used as a reference for the 
on-treatment samples.
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Appendix VIII Contraceptive Guidance and Women of Childbearing Potential 

Definitions

Woman of Childbearing Potential 

A woman is considered fertile following menarche and until becoming postmenopausal unless 
permanently sterile. Permanent sterilization methods include hysterectomy, bilateral 
salpingectomy, and bilateral oophorectomy.

Women in the following categories are not considered women of childbearing potential

1. Premenopausal female with 1 of the following:

! Documented hysterectomy

! Documented bilateral salpingectomy

! Documented bilateral oophorectomy

Note: Documentation can come from the site personnel’s: review of participant’s medical 
records, medical examination, or medical history interview.

2. Premenarchal 

3. Postmenopausal female

! Females who are postmenopausal (age-related amenorrhea ≥ 12 consecutive months and 
increased follicle stimulating hormone [FSH] > 40 mIU/mL), or who have undergone 
documented hysterectomy, bilateral salpingectomy, or bilateral oophorectomy are exempt 
from pregnancy testing. If necessary to confirm postmenopausal status, FSH will be re-tested 
at Screening.

! Females on hormone replacement therapy (HRT) and whose menopausal status is in doubt 
will be required to use 1 of the non-hormonal highly effective contraception methods if they 
wish to continue their HRT during the study. Otherwise, they must discontinue HRT to allow 
confirmation of postmenopausal status before study enrollment.

Contraceptive Guidance
Highly Effective Contraceptive Methods That Are User Dependent 

Failure rate of < 1% per year when used consistently and correctly. 

! Combined (estrogen- and progestogen-containing) hormonal contraception associated with inhibition of ovulationb

! oral 
! intravaginal 
! transdermal 

! Progestogen-only hormonal contraception associated with inhibition of ovulationb

! oral 
! injectable
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Highly Effective Methods That Are User Independent 

! Implantable progestogen-only hormonal contraception associated with inhibition of ovulationb

! Intrauterine device (IUD)
! Intrauterine hormone-releasing system (IUS)
! bilateral tubal occlusion

! Vasectomized partner 
(A vasectomized partner is a highly effective contraception method provided that the partner is the sole male sexual 
partner of the woman of childbearing potential and the absence of sperm has been confirmed. If not, an additional 
highly effective method of contraception should be used.)

! Sexual abstinence 
(Sexual abstinence is considered a highly effective method only if defined as refraining from heterosexual intercourse 
during the entire period of risk associated with the study drug. The reliability of sexual abstinence needs to be 
evaluated in relation to the duration of the study and the preferred and usual lifestyle of the participant.) 
NOTES: 
a) Typical use failure rates may differ from those when used consistently and correctly. Use should be consistent with 

local regulations regarding the use of contraceptive methods for participants participating in clinical studies. 
b) Hormonal contraception may be susceptible to interaction with the study drug, which may reduce the efficacy of 

the contraceptive method. In this case another highly effective (not hormone based) method of contraception 
must be utilized during the treatment period and for at least 3 months after the last dose of study treatment 
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