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Clinical Trial Report No. 1/1

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETO®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
_|which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-1101. A Phase 1/2 Study of the Highly-
selective RET Inhibitor, BLU-667, in Patients with Thyroid Cancer,
NSCLC, and Other Advanced Solid Tumors.

Date of the CSR1: 26 February 2020.

This CSR provides safety results for all patients treated by the cutoff
date, as well as efficacy results for patients with non-small cell lung
cancer (NSCLC) treated with a starting dose of 400 mg QD (in either
Phase 1 or 2). CSR 1 does not present efficacy results for other tumor

6. Clinical trial phase

types enrolled in Phase 2.
|| Phase 1/2 _1

7. Period of the clinical trial

Date first patient enrolled: 17 March 2017.

Date last patient enrolled:
Efficacy: Dosed on or prior to 11 July 2019.
Safety: 18 November 2019.

Data cutoff for CSR1 (efficacy and safety): 18 November 2019.

8. Countries where the clinical trial
was conducted

At the time of data cutoff, 53 centers offered data for CSR 1,
including 22 centers in Europe, 17 in the USA, and 14 in Asia.

9. Number of study participants

Planned and Analyzed:

It was originally estimated that Phase 1 would require approximately
35 patients and, based on Protocol Amendment 9, it was estimated that
Phase 2 would require 465 patients.

Phase 1 was completed with 62 patients. Phase 2 is ongoing, with
404 patients across all indications having received > 1 pralsetinib dose
(at any dose level) through the data cutoff of 18 November 2019
(analyzed safety population) and 132 NSCLC patients who received a
pralsetinib starting dose of 400 mg QD through 11 July 2019 (analyzed

efficacy population).
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10. Goal and secondary objectives of
the clinical trial

Phase 1 Objectives:

Primary: To determine the Maximum tolerated dose (MTD) and
Recommended Phase 2 dose (RP2D) of pralsetinib and the safety and
tolerability of pralsetinib.

Secondary:

- To determine the Overall response rate (ORR).

- To assess baseline RET gene status in plasma and/or tumor tissue
and correlate with measures of antineoplastic activity.

- To characterize the PK profile of pralsetinib and correlate drug
exposure with safety assessments.

- To characterize the pharmacodynamics of pralsetinib.

Exploratory: To identify potential new blood and tumor tissue
biomarkers of pharmacodynamic activity, antineoplastic activity,
and/or toxicity.

Phase 2 Objectives:

Primary: To determine the ORR and to further define the safety and
tolerability of pralsetinib.

Secondary:

- To assess additional measures of clinical benefit.

- To assess baseline RET gene status in plasma and/or tumor tissue
and correlate with measures of antineoplastic activity.

- To characterize the PK profile of pralsetinib and correlate drug
exposure with safety assessments.

- To characterize the pharmacodynamics of pralsetinib.

Exploratory:

- To identify potential new blood and tumor tissue biomarkers of
pharmacodynamic activity, antineoplastic activity, and/or toxicity.

- To assess changes in Quality of life (QoL).

- To explore disease-related symptoms.

- To explore clinical benefit.

11. Design of the clinical trial

This is a Phase 1/2, open-label, first-in-human (FIH) study designed
to evaluate the safety, tolerability, PK, pharmacodynamics, and
antineoplastic activity of pralsetinib in patients with advanced,
unresectable, RET-altered NSCLC, medullary thyroid cancer (MTCQC),
and other RET-altered solid tumors.

The study included a Phase 1 dose escalation part to determine the
MTD and RP2D of pralsetinib, followed by a Phase 2 expansion part
to assess the clinical efficacy of pralsetinib in specific tumor types and
treatment settings (measured primarily by ORR) and further define the
safety and tolerability at the RP2D.

12. Main inclusion criteria .

The study enrolled patients of > 18 years of age with a pathologically
documented, definitely diagnosed, unresectable advanced solid tumor
and an ECOG performance status of 0 to 2 (after Protocol Amendment
4.1, only patients with ECOG performance status 0 to 1 were allowed).
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In Phase 1, all patients (except those treated at doses < 120 mg per
day or those with MTC) were required to have a RET-altered solid
tumor per local assessment of tumor tissue and/or blood. All patients
had not responded to or were intolerant to standard of care, or the
Investigator had determined that treatment with System organ class
(SOC) was not appropriate, or there was no accepted SOC for their
disease.

In Phase 2, all patients (with the exception of MTC patients enrolled
into Groups 3 and 4) had to have an oncogenic RET-fusion or mutation
(excluding synonymous, frameshift, and nonsense mutations) solid
tumor, as determined by local testing of tumor or circulating tumor
nucleic acid in blood. All patients (except those enrolled in the
exploratory Groups 5 and 7) had to have measurable disease per
RECIST v1.1.

Detailed inclusion criteria specific to the Phase 2 groups are:

- Group 1 — patients had locally advanced or metastatic NSCLC with
a RET-fusion previously treated with a platinum-based chemotherapy;

- Group 2 — patients had locally advanced or metastatic NSCLC with
a RET-fusion not previously treated with a platinum-based
chemotherapy, including those who had not had any systemic therapy.
Prior platinum chemotherapy in the neoadjuvant and adjuvant setting
was permitted if the last dose of platinum was >4 months or more
before the first dose of pralsetinib;

- Group 3 — patients had advanced MTC that had progressed within
14 months prior to the Screening Visit and was previously treated with
cabozantinib and/or vandetanib;

- Group 4 — patients had advanced MTC that has progressed within
14 months prior to the Screening Visit and were not previously treated
with cabozantinib or vandetanib;

- Group 5 — patients had advanced solid tumor with an oncogenic
RET-fusion previously treated with standard of care appropriate for
the tumor type and not eligible for any of the other groups;

- Group 6 — patients had advanced solid tumor with an oncogenic
RET-fusion or mutation, previously treated with a selective tyrosine
kinase inhibitor (TKI) that inhibits RET;

- Group 7 — patients had advanced solid tumor with an oncogenic
RET mutation previously treated with standard of care appropriate for
the tumor type and not eligible for any of the other groups.

13. The investigational medicinal
product, method of administration,
strength

Pralsetinib (formerly known as BLU-667) in the immediate release
capsules are supplied in the following strengths: 10 mg dose strength
in size 4 white opaque hydroxypropyl methylcellulose (HPMC)
capsules, 30 mg dose strength in size 1 swedish orange opaque HPMC
capsules, and 100 mg dose strength in size 0 light blue opaque HPMC
capsules.
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In Phase 1, patients received pralsetinib orally in a QD schedule at
doses of 30, 60, 100, 200, 300, 400, and 600 mg, and in a BID schedule
at doses of 100/100 mg and 200/100 mg.

In Phase 2, all patients received pralsetinib orally in a QD schedule
at a dose of 400 mg.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

Safety Population

All Patients — All Doses/Schedules

Most patients in the safety population received concomitant
medications during the study (98.5%). The most common concomitant
medications were in the ATC class of Other Analgesics and
Antipyretics (49.0%), followed by Thyroid Preparations (48.3%),
Opioids (47.8%), and Drugs for Peptic Ulcer and Gastro-oesophageal
Reflux Disease (46.8%). There were no clinically relevant differences
in concomitant medications between patients in the overall safety
population treated at 400 mg QD (N = 354) and all patients treated at
all doses/schedules (N = 404).

NSCLC Patients — All Doses/Schedules

Most NSCLC patients in the safety population received concomitant
medications during the study (97.0%). The most common concomitant
medications were in the ATC class of Other Analgesics and
Antipyretics (49.7%), followed by Opioids (46.2%), and Drugs for
Peptic Ulcer and Gastro-oesophageal Reflux Disease (43.7%).
Concomitant medications were similar between NSCLC patients
treated at all doses/schedules (N = 197) and NSCLC patients treated at
400 mg QD (N = 179).

Efficacy Population

NSCLC Patients Treated at 400 mg QD

Most NSCLC patients treated at 400 mg QD in the efficacy
population received concomitant medications during the study
(99.2%). The most common concomitant medications were in the ATC
class of Analgesics and Antipyretics (63.6%), followed by Opioids
(53.0%), and Constipation Medications (52.3%). There were no
clinically relevant differences in the types of concomitant medications
among the prior treatment subgroups of NSCLC patients.

16. Efficacy evaluation criteria

Phase 1 Endpoints

Primary:
- Determination of MTD and RP2D of pralsetinib;

Secondary:

- ORR by RECIST v1.1 for all pralsetinib treated patients according
to patients’ disease type and/or RET-altered status if applicable, and/or
prior treatment status, if appropriate;

- RET gene status and correlation between RET gene status and ORR,
clinical benefit rate (CBR), duration of response (DOR), progression-
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free survival (PFS), overall survival (OS), and disease control rate
(DCR), and other measures of antineoplastic activity (in plasma and/or
tissue) in all patients according to their disease type and/or RET-
altered status, if applicable, and/or prior treatment status, if
appropriate;

- PK parameters of interest: Cmax, tmax, tiast, AUCo.24n, Ca4, Apparent
volume of distribution (Vz/F), ti2, apparent oral clearance (CL/F), and
accumulation ratio (R);

- Pharmacodynamic parameters: changes in tumor/blood including,
but not limited to, changes in blood calcitonin and carcinoembryonic
antigen (CEA) (MTC patients), and changes in tumor biomarker levels
(DUSP6 and SPRY4) (all patients).

Exploratory: Levels of exploratory blood and tumor markers (DNA,
RNA, and protein) compared with antineoplastic activity, and/or
toxicity.

Phase 2 Endpoints

Primary:

- ORR by RECIST vl.1 criteria by patients’ disease type, and/or
RET-altered status if applicable, and/or prior treatment status if
appropriate;

Secondary:

-DOR, CBR, DCR, PFS, and OS in all patients by disease type and/or
RET-altered status, if applicable, and/or prior treatment status, if
appropriate;

- RET gene status and correlation between RET gene status and ORR,
CBR, DOR, PFS, 0S8, and DCR, and other measures of antineoplastic
activity (in plasma and/or tissue) in all patients, including patients
treated at the MTD/RP2D in Phase 1 according to their disease type
and/or RET-altered status, if applicable, and/or prior treatment status,
if appropriate;

- Pharmacodynamic and PK parameters as described above in Phase

1%

Exploratory (most relevant for this CSR):

- Levels of exploratory blood and tumor markers (DNA, RNA, and
protein) compared with antineoplastic activity, and/or toxicity;

- Changes in patient-reported outcomes as assessed by the EORTC
QLQ-C30 questionnaire instruments.

Phase 1 Endpoints

Primary: Overall safety profile of pralsetinib, as assessed by the type,
frequency, severity, timing, and relationship to study drug of any AEs,
serious adverse event (SAEs), changes in vital si gns, ECG, and safety
laboratory tests.

Phase 2 Endpoints

Primary: Overall safety profile of pralsetinib, as assessed by
incidence, severity, and type of AEs, and changes in the patients

17. Safety evaluation criteria




physical examination findings, vital signs, clinical laboratory results,
and ECG.

Secondary: ECG parameters using 12-lead ECGs extracted from
continuous recordings (12-lead Holter) on CIDI1 and CIDI5.
Individual ECGs were extracted in replicate from the 12-lead Holter
recordings at specified time points and were evaluated by a central
laboratory.

18. Statistical methods

Analyses of demographics and baseline characteristics, prior and
concomitant medications, and summary of study treatment are
presented for both the safety and efficacy populations separately.

Analyses presented by dose level were based on starting dose and
schedule.

Safety results from all treated patients who received > 1 pralsetinib
dose until the data cutoff are grouped based on the initial dose
prescribed on Day 1, regardless of study phase. Safety results arel,
shown in-text for: a) patients treated at 400 mg QD (all diagnoses and
RET-fusion positive NSCLC patients) and b) patients treated at all
doses/schedules (all diagnoses and RET-fusion positive NSCLC
patients).

ORR was the primary efficacy endpoint, defined as the proportion of
patients with confirmed best overall response (BOR) of complete
response (CR) or partial response (PR) for > 2 assessments with
> 28 days apart and no progressive disease (PD) in-between. Each
patient’s BOR was derived based on RECIST vl.1. The primary
outcome measurement was the blinded independent central review
(BICR) of local imaging. ORR and its 2-sided 95% CI (based on the
exact binomial distribution Clopper-Pearson) was presented. In
addition, BOR was summarized by count and frequency for the CR,
PR, stable disease (SD), PD, or not evaluable (NE) categories. The
hypothesis and sample size calculation based on ORR as per RECIST
vl.was specific to the response-evaluable RET-altered patients
(excluding Groups 4, 6, and 7) for each Phase 2 expansion group.
Further efficacy analyses included CBR, DCR, PFS, OS, and QoL.
Patients with NSCLC in the efficacy population were grouped by prior
treatment subgroups and “overall”. Efficacy results are presented for
the NSCLC patients in the efficacy population overall and by prior
treatment subgroup and results of ORR for the additional subgroups of
age, sex, geographic region, race group, RET genotype, and prior
anticancer therapy.

Summary statistics for continuous variables included n (non-missing
observations), mean, StdDev, min, median, and max. Summary
statistics for categorical variables were presented in terms of
frequencies and percentages. Time to event data were summarized and
analyzed using the Kaplan-Meier (KM) method, including the
estimated median with 95% Cls.
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Treatment-emergent AEs were defined as AEs that occurred during
or after administration of the first dose of pralsetinib through 30 days
after the last dose, any AE that was considered pralsetinib-related
regardless of start date, or any AE that was already present at baseline
but worsened in intensity during the study, or was subsequently
considered pralsetinib-related by the Investigator.

For laboratory parameters of hematology and serum chemistry,
overall summary, changes from baseline, boxplots for selected
parameters, and shift tables from baseline to worst grade assessment
on study are presented. Vital signs (and changes from baseline) and
ECOG performance status were summarized over time point. ECG
results were presented for actual values and changes from baseline.

Summaries of PK results in Phase 1 and 2 of the study are presented,
with details provided in a separate document. PD assessments (DUSP6
and SPRY4 tumor biomarker levels) were conducted primarily for
patients in Phase 1 with archived sample (baseline) and on treatment
C2D1 tumor tissues with > 20% tumor cells.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Phase 1 Dose Escalation

Among the 62 dose escalation patients, 26 (41.9%) were female and
36 (58.1%) were male, most were of non-Hispanic/Latino ethnicity
(82.3%), White (75.8%), and < 65 years of age (71.0%). The median
(range) age of this patient population was 56.5 (19 to 85) years.

Safety Population

All Patients — All Doses/Schedules

Among the 404 patients in the overall safety population, 177 (43.8%)
were female and 227 (56.2%) were male, and most were of non-
Hispanic/Latino ethnicity (86.4%), White (64.1%) or Asian (26.5%),
and < 65 years of age (67.8%). The median (range) age of this patient
population was 59.0 (18 to 87) years.

There were no clinically relevant differences between patients in the
overall safety population treated at 400 mg QD (N =354) and all
patients treated at all doses/schedules (N = 404).

NSCLC Patients — All Doses/Schedules

Among the 197 NSCLC patients in the safety population, 99 (50.3%)
were female and 98 (49.7%) were male, and most were of non-
Hispanic/Latino ethnicity (86.3%), White (52.3%) or Asian (38.6%),
and < 65 years of age (61.9%). The median (range) age of this patient
population was 60.0 (28 to 87) years.

Demographics were similar between NSCLC patients treated at all
doses/schedules (N = 197) and NSCLC patients treated at 400 mg QD
(N =179).

Efficacy Population

NSCLC Patients Treated at 400 mg QD

Among the 132 NSCLC patients treated at 400 mg QD in the efficacy
population, 69 (52.3%) were female and 63 (47.7%) were male, most
were White (56.8%) or Asian (32.6%), were of non-Hispanic/Latino




ethnicity (83.3%), and were < 65 years of age (61.4%). The median
(range) age of this patient population was 60.0 (28 to 87) years.

Demographics were similar between NSCLC patients treated at
400mg QD (N=132) and NSCLC patients treated at all
doses/schedules (N = 150).

20. Efficacy results

Determination of MTD/RP2D: Pralsetinib 400 mg QD was
identified as the MTD and chosen as the starting dose for Phase 2
(RP2D). The BID schedule was not further investigated in Phase 2 of
the study.

Efficacy Results: Efficacy analyses were conducted for 132 NSCLC
patients treated at 400 mg QD who began treatment on or before
11 July 2019. The key efficacy results were:

- ORR based on central radiology review by RECIST v1.1 was 56.8%
(95% CI: 47.9, 65.4) overall.

- Median DOR was not reached, with 81.3% of patients still in
response. Estimated DOR rates were 86.0% at 6 months and 74.9% at
9 months. Median (range) time to first response was 1.81 (1.0 to 9.1)
months.

- DCR was 87.9% (95% CI: 81.1, 92.9), with 116 patients having CR,
PR, or SD.

- CBR was 68.2%, with 90 patients having CR, PR, or SD for
> 16 weeks if 28 days in a cycle.

- Median PFS was 12.7 months (95% CI: 9.1, -), with an estimated
PFES rate of 69.1% at 6 months, 60.5% at 9 months, and 51.6% at
12 months.

- 95 patients (72.0%) remained alive as of the data cutoff date. KM
estimate for median OS could not be determined at a median follow-
up of 10.5 months. Estimated survival rate was 85.7% at 6 months,
78.8% at 9 months, and 73.8% at 12 months.

- Overall, there were no clinically significant differences in efficacy
among the prior treatment subgroups of NSCLC patients. In NSCLC
patients with prior platinum treatment (N = 92): ORR was 53.3% (95%
CI: 42.6, 63.7). In NSCLC patients with any prior systemic treatment
(N =103): ORR was 54.4 (95% CI: 44.3, 64.2). In NSCLC patients
with no prior systemic treatment (N =29): ORR was 65.5 (95% CI:
45.7, 82.1). In NSCLC patients with prior non-platinum treatment
(N =11): ORR was 63.6% (95% CI: 30.8, 89.1).

- ORR in NSCLC patients treated at 400 mg QD with prior PD-1/PD-
L1 treatment (N = 48) was 58.3% (95% CI: 43.2, 72.4). ORR results
were similar in NSCLC patients treated at 400 mg QD with no prior
PD-1/PD-L1 treatment (N =84): ORR was 56.0% (95% CI: 44.7,
66.8).

- Pralsetinib penetrates the blood brain barrier and is efficacious in
brain metastases: Among the 9 response-evaluable patients treated at
400 mg QD with measurable intracranial lesions at baseline, the
RECIST CNS ORR was 55.6% (95% CI: 21.2, 86.3) (3 patients with
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CR, 2 patients with PR). No patients without history of CNS
involvement and receiving a starting dose of 400 mg QD developed
new CNS metastases on study.

PK Results: In Phase 1 (dose escalation), the mean pralsetinib
concentration-time profiles following single oral dose administration,
showed rapid absorption into the systemic circulation (median tmax of
2 to 4 hours) followed by an apparent monophasic elimination. Results
showed a comparable profile to that observed in healthy volunteer
studies. CL/F was comparable between CID1 (mean of 6.4 to
30.9 L/h) and C1D15 (mean of 8.6 to 40.2 L/h), indicating no apparent
time-dependent changes in the PK of pralsetinib. The mean ty of
pralsetinib on C1D1 ranged from 11.3 to 22.9 hours (for the 200 to
400 mg dose range), supporting QD dosing. Additionally, the mean ty,
was comparable to the values reported in Phase 1 healthy volunteer
studies.

Following repeated QD administration, steady-state was expected to
be reached by D4 with < 3-fold accumulation.

PK analyses in patients with NSCLC only (Phase 1 and 2) showed a
comparable PK profile to the patients in Phase 1. Following a single
400 mg dose of pralsetinib, the median tmax was 4 hours with a mean
t. on C1D1 ranging from 14.3 to 17.7 hours (for the 200 to 400 mg
dose range). Following repeated QD administration, steady-state was
expected to be reached by D5, with < 2-fold accumulation (GeoMean
accumulation ratio of 1.76 [CV 66.6%] and 1.95 [CV 70.7%] for Cpmax
and AUC, respectively). Dose proportionality for pralsetinib could not
be concluded over the full dose range (60 to 600 mg) or over a limited
dose range (200 to 400 mg) due to the low number of patients receiving
doses other than 400 mg QD.

For all the 404 patients in the safety population, median (range)
treatment duration was 6.01 (0.1 to 30.8) months. The key safety
results for all patients in the safety population were:

- 388 patients (96.0%) experienced any AEs. The most common AE
(in >25%) was AST increased (38.6%), followed by constipation
(34.2%), anaemia (33.4%), diarrhoea (28.7%), and ALT increased and
hypertension (28.0% each). Overall, 274 patients (67.8%) experienced
any > Grade 3 AEs.

- 361 (89.4%) experienced AEs related to pralsetinib. The most
common related AEs (in > 20.0% of patients) were AST increased
(30.4%), ALT increased (21.3%), anaemia (20.5%), and hypertension
(20.3%). A total of 182 patients (45.0%) experienced related > Grade 3
AEs.

- 187 patients (46.3%) experienced any SAEs. The most common
SAEs (in > 2 patients) were pneumonia (8.4%), disease progression
(5.2%), pneumonitis (4.0%), sepsis (3.2%), urinary tract infection
(3.0%), and pyrexia (2.2%). A total of 63 patients (15.6%) experienced
related SAEs. The most common related SAE was pneumonitis

21. Safety results
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(3.2%). Overall, 39 patients (9.7%) died due to AE during the study
(< 1% due to related AE that led to death).

- 34 patients (8.4%) had > 1 dose escalation and 248 (61.4%) had =1
dose reduction, interruption, or missing dose due to an AE during the
study. A total of 74 patients (18.3%) experienced AEs as primary or
contributing reason leading to permanent treatment discontinuation
(including “disease progression” reported as an AE term and AEs that
represented symptoms of disease progression). The most common
events (in > 1% of patients) leading to treatment discontinuation were
disease progression (3.7%), and pneumonitis and pneumonia (1.5%
each).

- AESIs: 50 patients (12.4%) experienced > 1 AESI of pneumonia
(related in 2.7% of patients, SAEs in 8.4%, and leading to permanent
treatment discontinuation in 1.5%); 43 patients (10.6%) experienced
> 1 AESI of pneumonitis (related in 9.4% of patients, SAEs in 4.0%,
and leading to permanent treatment discontinuation in 1.5%);
2 patients (< 1%) had 1 related Grade 3 tumor lysis syndrome AE each.

- Generally, the laboratory abnormalities were not clinically
significant, were transient, and resolved/resolved with sequelae with
study drug interruption and/or supportive care.

Twelve-lead ECGs were collected as part of protocol BLU-667-1101
to evaluate the effect of BLU-667 on cardiac repolarization (BLU-667-
1101 Cardiovascular Safety Report). Thirty-four (34) subjects were
included in the QT/QTc and PK/QTc part of the study. The mean age
was 59.9 years. The QTcF interval was the primary analysis interval.
The primary outcome measure for cardiac safety was an analysis of the
regression relationship between AQTcF and the plasma concentration
of BLU-667 at matching times post-dose. A linear model was
determined to be valid and indicated that there was no statistically
significant slope (-0.0003 msec/ng/mL, p-value of 0.841) in the
relationship between AQTcF and BLU-667 concentration. The upper
limit of the 2-sided 90% Cls (equivalent to 1-sided 95% upper
confidence limit) was less than 20 msec at the geometric mean Cmax of
400 mg dose. Thus, the primary outcome measure indicated that BLU-
667 had no clinically relevant and statistically significant effect on QT
prolongation.

The secondary analysis results showed LS Mean values of AQTcF
< 7.8 msec. No subjects had a QTcF value greater than 500 msec.

Analysis of heart rate, PR interval and QRS duration were likewise
negative.

22. Conclusion

Available results from Study BLU-667-1101 so far have shown that:

- Pralsetinib has demonstrated efficacy in patients with high unmet
medical need with advanced, unresectable, RET-fusion positive
NSCLC treated at a starting dose of 400 mg QD, regardless of prior
therapy.
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- Treatment with pralsetinib administered at a dose of 400 mg QD is
associated with a manageable safety profile, allowing for prolonged
treatment in patients with unresectable, metastatic NSCLC, regardless
of prior line of treatment.

- Based on overall safety, PK, and efficacy, pralsetinib 400 mg QD is
the recommended starting dose for patients with unresectable,
metastatic NSCLC.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Leyla Lister

F. Hoffmann-La’Roche Ltd
International Regulatory

Basel, Switzerland
Catalina Rojas
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3BiT Npo kJiHiYHe BUNPOOYBaHHS

1. Hassa nikapcekoro 3aco0y (3a
HassBHOCTI - HOMEp peecTpaiiiHoro
NOCBITYEHHs )

'ABPETO

2. 3asBHUK @.Xoddmanu-JIa Pow JItg
['pensaxepmtpacce 124, 4070 basens, Liselinapis
3. BupoGuuk @.Xodpdmann-JIa Pour JItg

Bypwmicser, 4303 Kaiicepayrcr, Ilseiiuapis

4. [1poBeaeHi fociiaKeHHs:

| TaK Hi SIKILO Hi, 0OIpyHTYBATH

1) Tun nikapcekoro 3acody, 3a AKUM
npopojunacs  abo  niaHyeTbes
peecTpallis

Jlikapcekuii 3acib 3a MOBHMM J0Che (aBTOHOMHE [OCBE), (HILIMIA
nikapcbKuii 3aci6, HoBa AiloYa pedoBHHA 3riAHO MyHKTY 1 (MiAMYHKTY
1.1) pospiny III Ilopsnky wnakasy MO3 Vkpainu Bix 23 nunus
2015 poky Ne 460

5. IloBHa Ha3zBa  KJIHIYHOrO
BUNpOoOYBaHHA, KOJOBaHMI HOMEp
KJIIHIYHOTO BUMIPOOYBAHHS

[Iporokon Ne BLU-667-1101. locnimkenus d¢asu 1/2 BUCOKO
cenekruBHoro iuriditopa RET, BLU-667, npu 3acrocyBaHui
namieHtaM i3 pakom uuronoaiouoi 3anosu, HJIKPJI Tta iHmwumu
NOUNUPEHHUMH COJTIJHUMH MYXJTHHAMM,

Hara 3BiTy npo kiidiyHe gocuimkenns 1: 26 motoro 2020 poky.

Y maHomy 3BiTi PO KJiHiUHE JOCTiIKEHHS HaBEJEHO Pe3yJIbTaTH 3
Oe3neku A1 yciX MaLieHTiB, sAKi OTPUMYBAIM JiKYBaHHA 10 JaTH
3aBepIIEHHS 300py JaHUX, a TAKOXK Pe3y/bTaTH 00 e(eKTHBHOCTI
A NauieHTiB i3 HeApiOHOKIITHHHUM pakom nereds (HJIKPJI), ski
OTPUMYBAJIH JIIKyBaHHS [04aTKOBOK 103010 400 Mr ouH pa3 Ha 100y
(y ¢asi 1 abo 2). 3BiT npo kniHiuHe aocnikeHHs | He MicTHUTB
pe3ynbraTiB 1010 eeKTUBHOCTI A/ MALIEHTIB 3 iHIIMMM THMAMU
IyXJIMH, BKIOYEHUMH Y (azy 2.

6. @a3za KAIHIYHOrO BUIIPOOYBaHHS

®aza 1/2

7. Ilepioa npoBeleHHA KIIHIYHOrO
BUIPOOYBaHHs

Hara sBknroueHHs nepiuoro nagieHra: 17 6epesus 2017 poky.
JaTta BK/IIOYEHHS OCTAHHBOrO Mal[ieHTa:
Egexmuenicmp: npuitom npenapaty 11 munus 2019 poky a6o
paHilie.
besnera: 18 nuctonana 2019 poky.
Jara 3apepLieHHs 300py JaHKUX AJs 3BITY NPO KIiHIUHE JOCII IKEHHS
1 (edpexTuBHicTE Ta Gesrneka): 18 mucronana 2019 poky.

8. Kpaiun. 1ne npoeoauiocs
KJIIHIYHE BUIIPOOYBaHHS

Ha naty 3aBepiuenns 360py naHux 53 LeHTpHU Hajalu JaHi AJs 3BiTy
Npo KJiHiuHe AochimkeHHs |, Bknovaroun 22 uentpu B €sponi, 17 —
y CILIA i 14 — B Asii.

9. KinbKicTh 10CTiIKYBaHUX

3aniaHoOBaHO Ta MPOaHa/i30BaHO:
[TouatkoBo Gys0 po3paxoBaHo, O A/ BKIOYEHHS ¥ (asy | Oyne
neobxigHo npudamsHo 35 nauientie i Ha miacrasi nonpasku 9 10
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MpoToKoay Oy/n0 po3paxoBaHO, LIO AJA BKIKOYEHH: y ¢asy 2 Oyae
HeoOXiHO 465 nauieHTiB.

daza 1 6yna 3aBepiueHa 3a yuactio 62 nauieHtie. @a3za 2 Tpusae, npu
upomy 404 nauieHTH 3 Pi3HUMU TOKA3aHHAMH OTPUManM > 1 1034
npaincetuniOy (y Oyab-sikiit 103i) 10 naTv 3aBeplieHHsA 300py AaHUX
18 nucromaga 2019 poky (mpoaHamizoBaHa MOMYJAL{iA AJA OLIHKH
Oesneku) i 132 nmanienta 3 HIKPJI, siki orpumanu npancetuHio y
nouatkosii 1031 400 Mr oauH pa3 Ha 100y B nepiog mo 11 aunHa
2019 poky (npoananizoBaHa MOMYISALs A5 OLiHKH e(eKTUBHOCTI).

i gazu 1:

[lepBuHHI: BU3HAYMTH MaKcHManbHy nepeHocumy o3y (MTD) rta
pexomeHnaoBany 1 (asu 2 no3y (RP2D) npanceruniOy ta 6e3neky i
MEePEeHOCHUMICTh NpasceTUHIOY.

BropunHi:

- BusHauuTi yacToTy 3arajibHoi Bianosiai (U3B).

- OuinuTy BUxianuit craryc rena RET y nnasmi kpoBsi Ta/abo TKaHUHi
MyX/IMHH Ta KOPEJAL{IO 3 MOKa3HHKAMH MPOTHITYXJIHHHOT aKTHBHOCTI.

- OxapaktepusyBatu  (apmakokinetuunuit  (PK) npodins
MpajceTHHiOy Ta BCTAHOBHTH KOPEALiK EKCMO3MLlii JTiKapChKoro
3aco0y 3 OLiHKOIO Ge3MeKH.

- OxapaxTepusyeaty hapMaKkoAMHaAMIKy NpaJceTHHIOY.

[TowiyKoBi: inentudikysatu MOTEeHLIHI Oiomapkepu
(hapMako AUuHaMi4HOT aKTUBHOCTI, MPOTUITYXJIMHHOI aKTUBHOCTI Ta/abo
TOKCHYHOCTI B KPOBi Ta TKAHMHI MyXJHHH.

10. Meta Ta BTOPUHHI  wLiji

e ini pazum 2:
KJAiHIYHOTrO BUIIPOOYBaHHSA L

[lepsunni: Busnauurn UY3B 1 Hajani BcTaHOBMTH Oe3neky Ta
MEPEHOCUMICTb MPaCEeTHHIOY.

BtopuHHi:

- OUiHUTH 101aTKOBI MOKA3HUKH KJIIHIYHOT KOPHCTI.

- OuinuTy Buxigauii cratyc reda RET B nnasmi kpoBi Ta/abo TkaHUHI
MYXJIMHH Ta KOPEALLIO i3 MOKa3HHUKaMH MPOTUITYXJIMHHOT aKTHBHOCTI.

- OxapaxktepusyBati ®K npodine npajiceruHiOy Ta BCTAHOBUTH
| KopensLio eKCIo3uiil TiKapchKoro 3acody i3 OLiHKOKO Oe3NeKy.

- Oxapakrtepu3yBaTu (papmMakoJMHaMIiKy MpaaceTHHIOy.

[Tomykosi:

- [nenTudikysaty noteHuUiiHi HOBi Giomapkepu (papmakoIMHaAMIYHOT
aKTHBHOCTI, MPOTHITYXIMHHOT aKTHBHOCTI Ta/a00 TOKCHYHOCTI B KPOBI
Ta TKAHUHAX MYXJIMHU.

- OuiHKUTH 3MiHHA AKOCTI )KUTTS (QoL).

- JlocniauTi OB’ A3aHi i3 3aXBOPIOBAHHAM CUMITTOMH.

- JTocaiaAuTH KIIiHIYHY KOPHUCTS.

| HMocnimkenns dasu 1/2, Bigkpurte, Bneplie NpOBEJEHE 3a Y4acTio
JIOJMHK, po3pobsieHe i olliHkM Oesneku, nepeHocumocti, @K,
(apmakoiMHaAMiKHK Ta TPOTHIYXJIMHHOT AKTUBHOCTI NpajiceTHHIOy npu

ﬁ/@.fz/feaf é%#ﬁafﬁ?
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3aCTOCYBaHHI nalieHTaM 3 nowMpeHumM, Heonepadeasium HIKPIT ta
MeIyIIpHUM paKoM HIMTONOAIOHOT 321031 31 3MiHamMu RET Ta inmumu
COJTiIHUMM MyXJIMHamu 3i 3MiHamu RET.

Hocnimkenns Bkmodano ¢asy 1 (yactuny i3 migBUIIEHHs 1034) 1A
BcraHoBieHHss MTD ta RP2D npancerunify i3 HactynHowo dasoro 2
(yacTHHA pO3IIMPEHHA) IS  OLIHKHM KAiHIYHOT e()eKTHBHOCTI
NpanceTHHiOy NMpy MEBHMX THMAX MyXJIHH Ta PeX)MMaX MiKyBaHHs (3
OLIHKOKW B mepiry uepry 3a jonomoroio Y3B) i mnomansworo
BCTAHOBJIEHHS Oe3neku Ta nepeHocumocti RP2D.

Y JocHiuKeHHS 3anydandcs TaLieHTH BikoM > 18 pokiB i3
TiCTOJIONYHO MiATBEPPKEHHM Ta 3aJJOKYMEHTOBAHHM JiarHO30M
HeornepabenbHOT MOMMPEHOT COMIAHOT MYXAMHH Ta MOKa3HUKOM
3arajipHoro cray 3a wkanow ECOG Big 0 10 2 (micist BHECEHHS 3MiH
Ao mpotokony 4.1 1o ywacTi B AOCHIMKEHHI AOMycKalaucs uLie
MALi€HTH i3 MOKA3HUKOM 3arajibHOro cTaHy 3a mkanaow ECOG sig 0
o 1).

Y dasi 1 Oyno HeoOXiaHuM, W06 y BCiX NalieHTiB (33 BUHATKOM
NauienTiB, AKi OTpUMyBanu 1034 < 120 Mr Ha 100y, aB0 marieHTiB 3
MEAYNAPHUM PakoM IIMTONOAIOHOT 3a/034M) Mana Micle cosigHa
nyxauHa 3i 3miHaMu RET 3a pesynasTataMu noKanbpHOT OLUHKH
TKaHMHH MyXJIMHKA Ta/abo kpoBi. Yci nauieHT He Bianopiau abo He
NEPeHOCU/IM CTaHJApTHE JIiKyBaHHS, a00 JOCIiIHUK BCTAHOBHB, L0
MiKYBaHHA BiIMOBiIHO 10 Kiaacy cuctemu opranis (KCO) 6yio
HeMPUHHATHWUM, abo He icHyBaio npuiiHstHoro KCO s paHoro
3aXBOPIOBAHHS.

Y ¢asi 2 Oyno HeoOXinHuM, W06 B yciX NalieHTIB (33 BHHATKOM
MAUI€HTIB 3 MEIYIAPHHM PAKOM ILIUTOMOAIOHOT 371031, BKIIOUYCHUX Y
rpynu 3 ta 4) mana micue conigHa nyxjauHa i3 oHkoreHHuM RET-
3IUTTAM 200 MYTAL€IO (32 BUHATKOM HECMUCIIOBUX MyTallili, MyTaiii
31 3CYBOM paMKM 3uMTyBaHHsA iHdopmauii Ta HOHCeHc-MyTauii),
BH3HAYCHA 32 OMOMOrOK JIOKaJbHOTO TECTYBaHHS MyXJHHH abo
LIMPKYTIOKOUYOT B KPOBI HYKJIETHOBOT KMCJIOTH NMYXJAMHM. Y¢i nallieHTu
(32 BUHATKOM BKJIIOYEHHMX B MOLIYKOBI rpynu 5 i 7) nosunHi 6yau matu
BUMipIOBaHe 3aXBOploBaHHs 3a Kkputepiasmu RECIST vl1.1.

HetanbHi kpuTepi BKIIOUEHHs, creuudiuni ans rpyn ¢aszu 2:

- rpyna | — nauieHTH 3 MicLEBO MOWMPEHHM ab0 MeTacTaTHYHHM
HIKPJI 3i snurtam RET, sxi panimwe otpumysanu XimioTepaniio Ha
OCHOBI PeNapariB MIaTHHH;

- rpyna 2 — nauieHTH 3 MICLEBO MOLIMPEHHM ab0 MeTacTaTHYHHM
HIKPJT 3i snuttam RET, siki panitie He oTpumyBasu XimMioTepaniio Ha
OCHOBI Tpernaparip NMiaTHHH, Y TOMY 4YHCHi Ti, IKi He OTPUMYBATH
|0y ab-sKoi cuctemuoi Tepanii. [Tonepenns ximiorepanis npenaparamu
MIaTHHU J03BOJISIACS B HE0a1 IOBAHTHOMY Ta a1’ FOBAHTHOMY PEKHMI.
AKILO OCTaHHIO JI03Y MJaTHHW Oyno oTpuMaHo 3a >4 Micsaui abo
Oisblie 10 NpUiHoMy MepLIoi 103K NpanceTuHiby;

12. OcHoBHI KpUTepii BKIIOYEHHSA
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- Ipyma 3 — nauieHTd 3 MOWHPEHHM MeIyJADHHM paKom
LUMTONO/AIOHOT 3351034, IO MPOrpecyBaB MpoTAroM 14 micauis 1o
BI3UTY CKPUHIHTY, AKI paHilue OTpUMyBaJIH JTiKyBaHHS Kab03aHTiHIGOM
Ta/abo BaHzeTaHibOM;

- Ipyna 4 — [auieHTH 3 TOWMPEHUM MEIYIAPHUM PaKkoM
MTONOAIOHOT 3a5034, 1O MporpecyBaB npotaroM 14 micsuis 1o
BISUTY ~CKpHMHiHTY, sKi paHime He OTpUMYyBamd JiKYBaHHA
kabo3aHTiHIOOM Ta/abo BaHAeTaHIOOM;

- rpyna 5 — TMali€HTH 3 TMOUIMPEHOK COJIAHOK MyXJIMHOI 3
OHKOreHHUM 31uTTIM RET, ki panime orpumyBanu cranaapTHe
niKyBaHHs Bi/MOBI/IHO /10 THITY MyXJIMHH i HE BiAMOBifaTM KpUTepism
BKJIFOUEHHS B iHLUI Ipymnu;

- rpyma 6 — nali€eHTH 3 TMOLIMPEHOK COJMIJHOK MYXJHHOIO 3
OHKOTeHHMM 31MTTsM abo mytauieto RET, ski panime otpumysanu
JMIKYBaHHs CENeKTHBHMM iHribitopom Tuposunkinasu (TKI), wo
iHridye RET;

- rpyna 7 — mauieHTH 3 MOIIHPEHOK COMIAHOI MYX/IMHOK 3
oHKoreHHoro Myrauiero RET, ski pawilie otpumyBanu cranjapThe
JiKyBaHHS BiNOBIIHO /10 TUITY MYXJIMHM | HE BiAMOBiZaTH KpHTEpisAM
BKJIIOYEHHS B iHLII FPYIH.

[Ipanceruni6 (pawime Bimomuit sk BLU-667) B kancynax i3
HeraiHUM BUBIJIbHEHHSAM [0CTAYABCS B TAKHX J03YBaHHAX: 103a 10 Mr
B OiIMX HEenpo30opHX Karcylax i3 riApoKCHIPOMiIMETHILETION03H
(HPMC) posmipom Ne 4, no3a 30 Mr B opaHiKeBO-4€PBOHUX Karlcyaax
i3 HPMC posmipom Nel i jposa 100Mr y cBiTio-61akuTHHX
Hernpo3opux Karncysax i3 HPMC posmipom 0.

Y asi | nauienTu oTpUMyBaIH NPANCETHHIO NEpPOPaTBEHO OUH pa3
Ha 100y mo 30, 60, 100, 200, 300, 400 Ta 600 mr i sBa pasu Ha 106y o
100/100 mr i 200/100 mr.

Y dasi 2 yci nauieHTH 0TpUMYBaH MpasiceTHHIO NepopanbHO OaNUH
pas Ha 100y no 400 mr.

13.  JocniukyBanuii  jikapchKuii
3aci0, crocid 3acTocyBaHHs, cuna i

14. Ilpenapar nopisBusuHsa, j03a.| He 3actocoeHo.
crioci6 3actocyBaHHs, cuna faii

IMonyasuist A ouiHkH Ge3nexkH

Yci nauieHTu — yei J103u/peskuMu

Binbwicts nanienTiB y momysiuii Ans ouinku Gesnexn oTpUMyBaiy
CyMyTHIO Tepanid mig uac gocnimkenHs (98,5 %). HaiiGinbm
MOUIMPEHi CyNyTHI JikapebKi 3acobu Hanesxkanu 10 kaacy ATX «lHwi
3HE00/II0K04] Ta KapO3HHIKYIOUi 3ac001» (49 %), 3a Hum — «Jlikapebki
3aCO0H JUIA JIIKyBaHHS 3aXBOPIOBAHb LUHTONOAIGHOT 3271030 (48,3 %),
«Omioinny» (47,8 %) ta «JlikapcbKi 3ac00M 115 TiKyBaHHS MENTHYHOL
BHPA3KH Ta ractpoesodareaibHoi pedirokcHOT XBopoOu» (46,8 %). He
CroCTEpiraiocs KiHiYHO 3HAYYLIOT BIAMIHHOCTI B CYNyTHBOMY
JIKyBaHHI MK nauieHTamMu B 3arafbHiil nonynsuii 118 ouiHKW
|Oe3neku, AKi OTpUMyBaH NiKyBaHHs 103010 400 M 0aMH pa3 Ha 100y
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(N'=354), Ta ycima mauieHTaMH, siKi OTPUMYBaIKH yci J03W/pesKUMU
nikyranHs (N = 404).

[Marientu 3 HIKPJI — vei go3u/pexuMu

binpwicte nauientis i3 HAKPJI y nonmynsuii ans ouinku 6esnexu
OTPUMYBAllM CYNYTHK Tepamilo mnig 4Yac jociuimkends (97 %).
Haii0inp mommpeHi cynyTHi JikapchKi 3acO0H HalEKaId [0 Kiacy
ATX «Iuii 3neb0mor04i Ta Xapo3HuKyroui 3acobu» (49,7 %), 3a HUM
—«Omioinn» (46,2 %) Ta «Jlikapceki 3aco0u 115 TiKyBaHHS NENTHYHOT
BMpasKu Ta ractpoesoareansHoi peduokcHoi XBopobu» (43,7 %).
CynytHe nikyBaHHs Oyno noaiouum cepen nauientis i3 HIKPJI, siki
OTpUMYBaJH yci ao3u/pexkumu (N = 197), ta manientis i3 HIIKPJI, ski
orpumyBanu o3y 400 mr oauH pas Ha 100y (N = 179).

Ionyasnis 45 ouiHKH eeKTHBHOCTI

[Hauienty i3 HAKPJL siki orpumyBanu 103y 400 Mr oauH pa3s Ha 106y

Binpuricts nauientis i3 HAKPJIL, siki otpumysanu g03y 400 mr oaus
pa3 Ha 000y B nonyusauii Ans OLIHKM €(peKTUBHOCTI, OTPUMYBAIU
CYNyTHE JiKyBaHHA MiA 4ac jgociipkeHHs (99,2 %). HaiiGinpm
MOLIMPEHi CYMyTHi JiKkapchki 3acobu Hamexxanu go kiaacy ATX
«3HeOoMooul  Ta KApO3HWIKYH4I 3acobu» (63,6 %), 3a HuM:
«Omioinn» (53 %) Ta «Jlikapchki 3aco0M, L0 3aCTOCOBYIOTHCA LIS
nikyBaHHs 3akpeniB» (52,3 %). He cnocrepiranocs KiiHiuHO
3Ha4ylOl BiJIMiIHHOCTI B THIi CymyTHBOI Tepamil cepea Migrpynm
nauientis i3 HAKPJL, siki oTpumyBaiu nonepe/He NiKyBaHHs.

Kinuesi Touku paszu 1

[lepBuHHI:
- BctaHoBsieHHss MTD ta RP2D npasncetuHiOy.

BropuHHi:

- U3B 3a RECIST vl.l ans ycix nauieHriB, siki oTpuUMyBau
JiKYBaHHS MpasceTHHIOOM, Bi/IMOBIIHO 10 THIY 3aXBOPIOBAaHHS Ta/abo
cratycy 3minu RET, sikio 3actocoBHe, Ta/abo cTaTycy nomnepeaHboro
NiKyBaHHA, AKIIO 3aCTOCOBHE;

- craryc reHa RET i kopensuis mix crarycom reda RET Ta Y3B,
yactotoro KiiHiyHoT kopucti (UYKK), TpuBanictio sianosiai (TB),
BHKMBaHiCTIO Oe3 nporpecyBanus (BBII), sarameHoio BukuBaHicTiO
(3B) Ta uyacrororo koHTpoio 3axBoproBaHHa (UK3) Tta iHmmMu
MOKAa3HWKaMH MNPOTHITYXJIWHHOI aKTMBHOCTI (B rja3mi kposi Ta/abo
TKaHWHI) B YCIX Malli€HTIB BiMOBIAHO 10 THMY 3aXBOPIOBaHHS Ta/abo
crarycy 3minu RET, sikio 3acrocoBHe, Ta/abo cTatycy NonepeaHsoro
JiKyBaHHS, SIKILO 3aCTOCOBHE;

- OK napametpu, mo wWiKaBIATE: Cmax, tmax, tlas, AUCo-24n, Co4,
oyeBuaHUH 00’eMm posnopiny (Vz/F), tip, oveBMOHMH opanbHuUii
kinipenc (CL/F) ta koediuient nakonuvenns (R);

- (apMakoaMHaMiuHi napaMeTpu: 3MiHM B MYXJIHHI/KpOBI
BKJIOYalOYH (OJHaK He OOMEeXKYKYMCb UMM) 3MiHH  piBHs
KaJbUUTOHIHY Ta KapUMHOEMOpIOHAABHOTO AaHTHIEHY B KpOBi

16. Kpurepii ouinku edpekruHocTi
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(MawieHTH i3 MeYNAPHUM PAKOM LIUTOTIONIGHOT 3a103H1) i 3MiHH PiBHS
nyxauHHuX 6iomapkepis (DUSP6 ta SPRY4) (yci nauienTn).

[ToumyKoBi: piBeHb NOLIYKOBUX MapKepiB y kposi Ta myxuusi (JIHK,
PHK i 0inok) moOpiBHAHO 3 MPOTHUNYXJIMHHOK AaKTHBHICTHO Ta/abo
TOKCHYHICTIO.

Kinuesi Touxku ¢aszu 2

[lepBuHHi:

- Y3B 3a kpurepismu RECIST vI.l Bignosiano g0 THMy
3aXBOpIOBaHHA Ta/abo crarycy 3MiHu RET, skuio 3actocoBHe, Ta/ato
cTaTycy MnonepeaHbOro JiKyBaHHs, KO 3aCTOCOBHE.

BropunHi:

- TB, YKK, YUK3, BBII ta 3B y Bcix naui€HTiB BiAMoBiAHO A0 THUMY
3axBoproBaHHA Ta/abo cratycy 3minu RET, skino 3actocosHe, Ta/abo
CTaTycy MonepeHLOro JiKyBaHHs, SKIIO 3aCTOCOBHE;

- craryc reHa RET 1 kopensuis mixk crarycom resa RET ta U3B,
YKK, TB, BBII, 3B a6o YK3 Ta I[HIWHMH [OKa3HUKAMH
NPOTHUITYXJIMHHOT aKTUBHOCTI (B IU1a3Mi KpoBi Ta/abo TKaHUHI) B yciX
NaLieHTiB, BKIOYAIOUW NauieHTiB, ski oTpuMmyBanu MTD/RP2D y daszi
1 BimmoBimHO [0 TUMY 3axBopioBaHHA Ta/abo cratycy 3mind RET,
SIKIIO 3aCTOCOBHE, Ta/abo cTaTycy MOMepeJHbOro JIiKyBaHHS, SKIIO
3aCTOCOBHE;

- hapmakoaunamiuni Ta @K napamerpu, sk onucano Buiue ajs aszu
1;

[TowykoBi (HaiOiabII 3HAYYILI JUIS JAHOrO 3BITY MNpO KIiHiYHE
[OCI/KEHHS):

- piBeHb MolykoBUX MapkepiB y kposi Ta myxaudi (JIHK, PHK i
0i10K) TMOpPIBHAHO 3 MPOTHNYXJIMHHOK  aKTHUBHICTIO Ta/abo
TOKCHYHICTIO;

- 3MiHM B pe3yJibTaTax JIiKyBaHHA 3a MOBiJOMJIEHHAMH MaLI€HTIB 3a
nanumu onutysaisHuka EORTC QLQ-C30.

Kinneri Touku ¢asu 1

[TepBuHHI: 3araibHUi npodine Ge3neku npanceTuHioy, oLiHeHHH 3a
TUIIOM, YacTOTO, TSHKKICTIO, YacOM BHHHMKHEHHS Ta 3B’S3KOM i3
3aCTOCYBaHHAM JOC/iIKyBaHOro JiKapcbKoro 3acody Oyab-skoro HA,
|cepio3Horo HebakaHoro aBuiua (CHA), 3MiHM OCHOBHHMX MOKA3HHUKIB
KUTTEAsUIBHOCTI opradizmy, EKI' Ta nabopartopHux MOKa3HHUKIB
6e3neku. '

Kinnesi Touku ¢a3zu 2

[TepBuHHI: 3aranbHUi npodine 6e3neku npanceTuHiOy, oLiHEHHH 3a
4acToTolo, TskKKicTIO Ta THnom HS, i 3minu B pesyibrarax
(di3UKAIBHOrO OrJISAY MAli€HTiB, 3MiHM OCHOBHMX [OKa3HHKIB
KUTTEAISIBHOCTI OpraHismy, pe3ynbTaTh KAiHIYHHUX JabopaTopHUX
TectiB Ta EKT.

BropuuHi: napamerpu EKI' y 12 BigBeneHHsX, OTpUMaHI LLIAXOM
OesmepepBHOro  3amucy  (XONTepiBCbKWET  MoHiTOpuHr y 12
BiABeAeHH:X) y AeHb | uumkny | ta neHs 15 uukay 1.

17. Kpurepii ouinku Ge3nexu
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Okpemi EKI' otpumyBanu y /[ABOX NpUMIPHMKax i3 3amuciB
XOJITEPIBCEKOr0 MOHITOPUHTY y 12 BifBeNEHHSX y BU3HAYEHI YaCOBI
TOYKHM Ta OLIHIOBANIM y LIEHTpaIbHil maboparopii.

AHani3 geMorpaiuHiX Ta BUXITHUX XapaKTEPUCTHK, MONEPEIHEOr0
Ta CYNMYTHBOTO JIKYBaHHs i y3arajbHeHHs JOCiHKYBAHOIO JIiKYBaHHS
HaBeIEHO OKpeMOo [Uid MOomyjsuiid aasd OwWiHKM Oesneku Ta
epeKTHBHOCTI.

AHani3u, HaBeleHi 3a pPiBHEM [103M, [PYHTYBaJMCh HA MOUYATKOBIif
1031 Ta peiwUMi JIiKyBaHHS.

Peaynbratd 3 Oesneky JiKyBaHHA YciX Mal(i€HTIB, AKi OTpUMAaiu
> 1 no3u npancetuHidy 10 AaTH 3aBepLiIeHHs 300py AaHHX, 3rpyIoBaHi
Ha OCHOBI TMOYATKOBOI [03H, MPU3HAYEHOI B JE€Hb | He3ale’kHO Bil
dasu nocnimkeHns. Pesynprati 3 Ge3neky HABEIEH] B TEKCTi Ad: a)
nauieHTiB, ki orpumysanu 400 Mr ouH pas Ha 100y (yci nalieHTH Ta
nauienty 3 aiarHozom HIAKPJI 3i 3nutrsam RET) ta b) nauientu, sxi
OTPUMYBaJIH JiKYyBaHHA BCiMa ao3amu/pekuMaMu (yci nawjieHtd Ta
nauientu 3 aiarnozom HIKPJI 3i 3nurTam RET).

UY3B Oyna nepBMHHOKW KiHUEBOK TOYKOK €(eKTHBHOCTI, 110
BM3HAYanach fAK 4acTKa MAL€HTIB i3 MiJTBEPIKEHOK HAMKpaliow
3aranpHoO Bianosigao (H3B) y surisiai noexoi siznosini (I1B) abo
yacTkoBoi Bianosiai (UB) 3a pesynapratamu > 2 ouiHok 3 iHTepBazoM
> 28 nHiB Ta BiACYTHICTIO MpOrpecyBaHHs 3aXBOPHOBAHHA MK HUMH.
H3B ans koxkHOro mnaiieHTa BW3HAyanach Ha OCHOBI KpHTEpIiB
RECIST vl.1. IepBuHHuii kputepiii edekTHBHOCTI OYB HE3aIEKHOK
18. CratucTUuHi MeTOIU LIEHTPaJi30BaHOIO OLIIHKOI B ciimoMy pexkumi (BICR) nokansHoro
obcTexeHHss MerojoMm  Bisyanizauii. Byno wHaBeneno Y3B i
BiAMOBiAHUH 2-cTOpOHHIH 95 % nosipunii intepsan (/1) (Ha miacrasi
TouHOro GiHoMiHaibHOro posnoainy Kmonmnepa — [lipcona). Oxpim
toro, H3B nigcymoByranu 3a KijaekicTio Ta yactrotorwo [IB, UB,
cTabiNbHOrO 3aXBOPIOBaHHA, MMPOrpecyBaHHs 3aXBOPIOBaHHA abo
KaTeropii, mo He miansrany ouinui. ['inotesa ta o6uucieHHs po3mipy
Bubipku Ha ocHoBi U3B 3a kpurepiamu RECIST vl. Gyau
cneundiuHumMu s nauieHTtis 3i 3Minoo RET, skux ouiHoBanu Ha
npeaMeT BiAnoBini (3a BUHATKOM rpyn 4, 6 i 7), Aist KOKHOI rpynu
dazu 2 poswmpenns. [lomanepinii ananis edexkTUBHOCTI BKIIOYAB
UKK, YK3, BBIl, 3B Tta saxicte xurra. [lauientn 3 HIAKPJT y
nomyaAuii A1 OLiHKK eeKTUBHOCTI OY/IM 3rpynoBaHi y miaArpynu 3a
MorepesiHiM  JiKyBaHHAM 1  «3arasom». PesyapraTd 11070
edexkTBHOCTI HaBeneHi jais mnaudientie i3 HJIKPJI y 3aranbiii
nonyiauii And OUWIHKM e(eKTUBHOCTI I MiArpynax mnonepeaHboro
NiKyBaHHSA, Ta pesyiapTatd woj0 U3B ans nomarkoBux miarpym 3a
BiKOM, CTaTTiO, reorpadiyHIM perioHoM, pacoBOK MPUHAJIEKHICTIO,
reHotuniom RET i nonepeaHbor0 NpOTHMYXIMHHOK TEpai€lo.

3BeNEHI CTAaTUCTMYHI 1OKa3HUKM Ui Oe3nepepBHUX 3MIHHMX
BKJIOUAIM N (HEMpOMNyLUEHI CHNOCTEPEIKEHHS), CEepejIHE 3HAUEHHS,
CTaHJapTHE BIJXWJIEHHs, MiHIManbHe 3HA4YeHHs, MejliaHy Ta

izé/ CH2EE 62;//49 é/fﬂ‘ff"’
%@fﬁ il j %




000122

MaKCHMajbHE 3HAaYeHHS. 3BEJeHI CTATUCTUYHI MOKA3HMKH [JId
KATeropialbHUX 3MIHHUX OyIM HaBeleHi y BUMIAAI uYacTOTH Ta
BiACOTKIB. Jlani wmwono wacy jgo moxii Oynu ys3araneHeHi Ta
nmpoaHanizoBaHi 3a jJomomorow mertony Kammana — Meliepa,
BKJIIOYAK0YH po3paxoBaHy Meniany 3 95 % /JII.

HX, axi BuHMKanu nij vyac Jikysaus, 0ynu BusHayeHi sk HS, wo
BUHHKAJIM MiJ yac abo micid npuiomMy nepiuoi 1034 NpajiceTuHioy 10
30 auiB micns npuifoMy ocTaHHBOI J103H, fAK Oymp-ike HS, wo
BBaXKaJ10Cs 0B’ A3aHUM i3 3aCTOCYBAHHAM [PaJICeTUHIOY, HE3AIEKHO
BiJl 1aTy nouatky, abo Oyab-sxke HS, uio Bke Oy10 HasiBHE HA MOMEHT
BKJIIOYEHHS B JIOCHiJKEHHS, OJHAK fOr0 iHTEHCHBHICTh MOCHJIMIACH
nij 4ac JociiykeHHs, abo B MOAANBIIOMY BBajKalOCh J0CIiIHUKOM
OB’ A3aHUM i3 3aCTOCYBAHHAM IpajceTuHily.

Hns remaronoriuaux Tta OioxXiMiuHMX 1abopaTopHHX MapaMeTpis
HaBEJIEHO 3arajJbHWil MIJCYMOK, 3MiHM Bill BHXiJHOTO piBHS,
KOpoOu4acTi JiarpaMu U OKpeMHX napameTpiB i Tabnuili 3cyBy Bin
BUXIJHOTO PpIiBHA /0 OUIHKM HAWripmoro CrymeHsa mig uac
AocnimxerHs. OCHOBHI MOKa3HUKM SKUTTENISIBHOCTI opradismy (i
3MIHH BiJI BUXiZIHOrO PiBHS) i NOKa3HUKH 3arajibHOTO CTaHy 34 LIKAJIO0
ECOG 6ynu migcymoBani 3 yacom. Pesynsratn EKI" Gyau HapeneHi
JUtst GaKTUYHKUX 3HA4eHb | 3MiH BiJl BUXiIHOTO piBHS.

Hapeneno ysaraneHenns @K pesynerartie y dasi 1 i 2 nocnimkenns,
a JIeTallbHUI OMUC Npe/ICTaBNeHo B OKpeMoMmy pokyMenTi. Ouinka ®J]
(piBenb nyxuuHHUX Giomapkepis DUSP6 ta SPRY4) npoBoaunace B
nepuly 4epry Ans nauieHTiB y ¢asi | i3 apxiBoBaHUMM 3paskamu
(RMXigHUii piBeHb) i nig yac nikyBaHHS y JeHB | UMKy 2 B TKaHUHI
MyXJAUHH i3 > 20 % MyXJTUHHUX KITITHH.

®a3a 1 (MiABHIIEHHA T03H)

Cepen 62 nauientiB y ¢asi niguienns gosu 26 (41,9 %) Oyau
KiHouoi crari Ta 36 (58,1 %) 6ynu yonoBivol crari, GinbLicTs Gyu
HeicrnaHChKoro abo JIaATHHO-aMePUKAHCHKOrO MoXoukeHHs (82,3 %),
eBponeoigHoi pacu (75,8 %) i Bikom <65 pokis (71 %). Meaiana
(miama3oH) BiKY B Uil monmynsuii namieHTis cranosuna 56,5 (i 19 1o
85) pokiB.

Honynsuis aast ouiHKY Ge3nexn

Yci nauieHTH — yei 103u/perxuMu

Cepen 404 nauieHTiB y 3aranbHiil nonyasuii a1s ouinku 6esnexu 177
(43,8 %) Oyaum xinouoi ctati Ta 227 (56,2 %) Oynu 4oJoBivoi crari,
Oimpiicte Oysna  HeicmaHchkoro ado  JaTHHO-aMEPUKAHCHLKOTO
noxoykeHHs (86,4 %), eBponeoianoi pacu (64,1 %) abo asiiicbkol
pacu (26,5 %) i Bikom < 65 pokiB (67.8 %). Meaiana (aianasoH) Biky B
Uil nomyasuii nauieHTiB craHoBuia 59 (Bix 18 1o 87) poxis.

He cnocrepirasocs KIiHIYHO 3HAYYIIMX BiAMIHHOCTEH MiK
nalicHTamMy B 3arajbHiii nmonmynauil d OWIHKH 0Oe3nexu, sKi
orpumyBaiu 103y 400 mr ogun pa3 Ha 06y (N=2354), i Bcima
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nauieHTaMu, sIKi OTPUMYBAIM JIIKYBaHHS BciMa 103aMH/peKMMaMK
(N = 404).

HMauienTu i3 HIKPJI — yci J103u/pexuMu

Cepen 197 nauienris i3 HAKPJI y nonyasuii ais ouinku 6e3neku 99
(50,3 %) Oynm xiHowol ctati i 98 (49,7 %) Gyau wonosivoi crari,
Oinemicte Oysna HeicmaHcbkoro abo  JATHHO-AMEPUKAHCHKOTO
noxomikeHHs (86,3 %), esponeoinHoi pacu (52,3 %) abo asiiicbKkol
pacu (38,6 %) Ta BikoM < 65 pokiB (61,9 %). Meaiana (aianasoH) Biky
B Li# momyasuii nauienTiB cranoBuna 60 (i 28 no 87) pokis.

Hemorpadiuni nokasHuku Oynu MoAiOHMMHK cepel MAL€HTIB i3
HIKPJL, sxi orpumyBand JiKyBaHHs BCiMa J03aMu/pexkMMaMu
(N =197), i nauientamu i3 HIKPJI, ski otpumysanu mo3y 400 mr
OJIMH pa3 Ha 100y (N = 179).

Honyasinis aas ouiHKH edeKTHBHOCTI

[Mauientw i3 HAKPJL, ski oTpuMyBanu gikyBanHsa 103010 400 Mr o1MH
pas Ha 100y

Cepen 132 nauienris i3 HKPJL, siki oTpuMyBanu nikyBaHHS 103010
400 mr onuH pa3 Ha 00y B nonynsuii A8 ouiHky edekTuBHOCTI, 69
(52,3 %) Oynu xiHovoi crati i 63 (47,7 %) Oynu 4yososiyoi crari,
Oinbwicte Oynu esporeoiaHoi pacu (56,8 %) abo asiiicekoi pacu
(32,6 %), HeicnaHcbKkoro abo NaTHHO-aMEPHUKAHCHKOTO MOXOKEHHS
(83,3 %) Ta Oysu Bikom < 65 pokiB (61,4 %). Meniana (niana3oH) Biky
B UiH nonynauii nauieHrtie cranouna 60 (eix 28 a0 87) pokis.

Hemorpadiuni nokasHUKH Oynud noAiOHMMHM cepel NALieEHTIB i3
HIKPJI, siki orpumyBanu no3y 400 mr oaus pa3 Ha 100y (N = 132), Ta
naientamu i3 HJKPJI, saxi oTpumyBanu JiKyBaHHs BciMa
no3amu/pexkumamu (N = 150).

Busnavennss MTD/RP2D: noza 400 mr npanceTuHiOy oauH pa3 Ha
100y Oyna BusHaueHa sk MTD i oOpana sik nouarkosa j03a s hazu
2 (RP2D). Pexum npuiiomy aBa pa3u Ha 100y Hanami He BUBYABCS Y
(asi 2 gociKeHHs.

Pesyabratu  mogo  edexTuBHOCcTi:  aHaniz  edexkTHBHOCTI
npoBojMBea 3a aaHumu 132 nauienriB i3 HJAKPJL, ski oTpumyBamu
npenapatr n030t0 400 Mr oxuH pa3 00y, AKi Moyasiu JiKyBaHHS
11 nunus 2019 poky abo paniiue.

OcHoBHI pe3y/bTaTi e)eKTUBHOCTI:

20. Pe3yabratu edeKTUBHOCTI - Y3B Ha niacrtaBi UeHTpaabHOI PEHTTEHONOTIYHOT eKCIepTH3H 3a
\|kputepismu RECIST v1.1 cranoBuna 56,8 % (95 % JII: 47.9, 65.4)
|3aranom;

| - meniana TB ne Gyna nocarnyra, npu usomy 81,3 % naiieHTis Bce
e MaloTh BIAMNOBiAL Ha JiKyBaHHs. PospaxyHkoBa uactota TB
craHoBuaa 86 % uepes 6 micauis i 74,9 % uepes 9 micauis. Meniana
(niama3oH) vacy go nepiuoi Bianosiai cranosuna 1,81 (sig 1 g0 9,1)
MicsLs;

- YUK3 cranosuna 87.9% (95 % /[I: 81,1, 92,9), npu usomy
116 nauienris manu [1B, UB ado C3;
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- UKK cranoBuna 68,2 %, npu upomy 90 nauientis manu [1B, UB a6o
C3 npotsarom > 16 THxHIB Npu 28-1€HHOMY LIHKJI;

- Meniana BBII cranosuna 12,7 micsus (95 % [1: 9,1, -), npu 1somy
pospaxyHkoa 4actota BBII cranosuna 69,1 % uyepes 6 wmicsauis,
60,5 % uepe3 9 micsuis i 51,6 % uepes 12 micauis;

- 95 nmauientis (72 %) 3anulIKAKCA KHBUMH Ha JIaTy 3aBEpLICHHS
300py nanux. [Tokasnuk Kannana — Meitepa qis menianu 3B He moske
OyTH BU3HAYE€HWH HA MOMEHT MejiaHM Mepiody CIOCTEPEKEHHS
10,5 micauis. PospaxyHkoBa 4acToTa BHIKMBAHOCTI cTaHOBHAa 85,7 %
yepes 6 micauis, 78,8 % uepes 9 micauis i 73,8 % uepes 12 micsuis;

- 3arajoM He CcrocTepiragocs KIiHIYHO 3Hauymoi pisHuLi B
eeKTHBHOCTI cepes miarpyn mauientis i3 HIKPJIL, axi otpumyBanu
nonepeaHe nikysaHHsa. Y mnauientis i3 HIKPJI, saxi orpumysanu
nonepenHe JliKyBaHHA mpenapatamu Iuiathin (N =92), Y3B
cranoBuna 53,3 % (95 % MI: 42,6, 63,7). V nauientis i3 HIKPJL, ski
OTpuMYyBau Oy/1b-AKy nonepenHio cucteMuy tepanito (N = 103), UY3B
cradoBuna 54,4 % (95 % [I: 44,3, 64,2). V nauienris i3 HIKPJI, saki
HE OTPUMYBAJIM MONEPEIHBOro cucTeMHoro nikyeanus (N = 29), U3B
craHosuaa 65,5 % (95 % I 45,7, 82,1). ¥ nauienris i3 HIKPJL, saki
OTPUMYBAJIM T[IONEPEHE JIIKYBaHHA HE NpenapataMu [JIaTHHH
(N=11), U3B cranoBuna 63,6 % (95 % [I: 30,8, 89,1);

- U3B y nauientie i3 HIKPJL, siki oTpuMyBanu JTiKyBaHHS 03010
400 mr oauH pa3 Ha 100y i nomepeaHe gikysanHs PD-1/PD-L1
(N =48), cranosuna 58,3 % (95% [I: 43,2, 72,4). Pesyiawratu
crocosHO U3B 6ynu noaibuumu 3 takumu y nauientis 3 HJIKPJL, ski
OTPUMYBaJIH JIiKyBaHHs 103010 400 Mr ouH pa3 mo6y 3a BiACYTHOCTI
nomnepeaHboro gikyeanus PD-1/PD-L1 (N =84): U3B craHoBuna
56 % (95 % [l: 44,7, 66,8);

- mpainceTuHi0 MpoHMKae uepe3 remaroeHuedaniunuil Gap’ep i €
e(eKTUBHUM Yy JiKyBaHHI MeTAcTa3iB B TOJIOBHHII MO30K: cepej
9 nauieHTIB, AKUX OLIHIOBAIM H4 MpeaMeT BIAMOBiai Ta AKi
otpumyBasu 103y 400 Mr oa1H pa3 Ha 100y | Ha BUXiZHOMY piBHI MasH
BHUMIpPIOBaHI iHTpakpaHiaibHi MeTacTasu, Y3B 3a kpurepismu RECIST
s LIHC cranoBuna 55,6 % (95 % M1 21,2, 86,3) (3 nauienTy i3 I1B,
2 nauienta i3 YUB). V xoamnoro nauienta Ge3 ypawenns L[HC B
aHamHesi, AKi OTpUMYBaIu no4aTtkoBy 103y 400 Mr oauH pas Ha 100y,
HE pO3BUHYJIMCHL HOBI MeTacTasu B [IHC mix yac mociixeHHs.

Pesyabratn moao ®K: y ¢asi | (migBumenns nosu) cepeii
npodini KOHUEHTpaLis-yac MpajJceTHHily micas OJHOKPATHOIo
MepopaibHOro NPUHOMY XapaKTepHU3yBalucs LIBKUAKOK abcopOilieto B
CUCTEMHHH KpOBOOOIr (MeJiaHa tmax HAa piBHI Big 2 10 4 roauH) 3

HACTYITHOK OYEBUAHOI0 MOHO(a3HOW eliMiHauielo. PesynbTaTi
|nokasanu mpodinb, NMOPIBHSHHKA 3 TAKHM, LIO criocTepiraBest y
|mocnmiuKeHHSX 3a ydacTio 340poBMX 106poBonbuis. CL/F OyB
MOpiBHAHHMM MiK aHeM | mukay | (B cepeansomy Bin 6.4 10
30,9 n/ron) i anem 15 uukay 1 (B cepeansomy Bix 8.6 no 40,2 n/rox),

% /g ooz s > 7 /@g@,
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1110 CBiIYMTH MPO BiJICYTHICTh OUEBUIHMX 3aJCKHUX BiJ yacy 3MiH OK
npancetunidy. CepeaHe 3HaueHHs ty, npanceTuHiOy B aeHs | mukny |
papitoeasio Bij 11,3 1o 22,9 rogunu (aas pianasony ao3 Big 200 mo
400 mr), Wwo niATpUMye pexuM J03yBaHHA OJMH pa3 Ha 100y. OkpiM
TOro, CepeAHE 3HAUEHHS ty, OyNO MOPIBHAHHHMM i3 MOKAa3HUKAMHU,
3apeecTpoBaHUEMH B JociilKeHHAX ¢da3u 1 3a yuyacTio 3710pOBUX
J100pOBOJIBLIB.

OuikyBasnocs, 1O Mic/s MOBTOPHOrO NPUIHOMY OJMH pa3 Ha 100y
pIBHOBaKHUI cTaH Oyjae AOCATHYTHH 10 AHA 4 i3 HAKOMHYSHHAM
< 3 pasiB.

@K anani3 y nauienris nuiue i3 HIKPJI (da3u 1 i 2) nokasae npogiie
@K, nopiBHaHHMI i3 Takum y mauieHTiB y ¢asi 1. [licna npuitomy
oaHopaszoBoi go3u 400 mr npancetuHiOy MeniaHa tmax CTaHOBMIIA
4 roauHu 13 cepeaHiMm ty, B AeHb 1 uukay 1, wo BapitoBas Big 14,3 1o
17,7 ronuau  (ans  pianasony no3 Big 200 mo 400 mr). [licas
MOBTOPHOIO MpuiHoMy oJuMH pa3 Ha 00y ouikyBanoce, U0
piBHOB&KHUH cTaH Oyne AOCATHYTHI 10 AHA 5 i3 HaKONUYEHHAM
<2 pasiB (reomeTpuuHe cepeiHe KoediuieHTy HakormuueHHs 1,76
[koedinient BapiabensHocTi 66,6 %] 1 1,95  [KkoediuieHT
BapiabensHocTi 70,7 %] ani Cmax Ta AUC BianoigHo). BucHoBok
110710 MPOMOPUiHHOCTI 103U NpanceTuHiOy He Moke OyTH 3pobneHui
JUIsl MOBHOTO jiana3ony 103 (Bia 60 go 600 mr) abo a5 obmexeHOro
nianazony mo3 (Bix 200 go 400 Mr) uepe3 HEBENIMKY KiJbKICThb
Nali€eHTiB, AKI OTPUMYBAJIH iH1i 1034, KpiM 400 Mr oauH pa3 Ha 100y.

Jns yeix 404 nauieHTiB y nonyasuii A1 ouiHky Oe3nexku meziaHa
(miama3oH) TpuWBanOCTi JiKyBaHHA ctaHoBuna 6,01 (Bim 0,1 go
30,8) micsiws.

OcHoBHI pe3yapTaTd 3 6e3neKH Uid YCiX NaLieHTIB Y MOMyJIsii A1s
OLIIHKH Oe3MneKHu:

-y 388 nauienriB (96 %) BuHukiIn Oyap-ski HS. HaiiGinbwm
nomuperumu HA (y > 25 %) Oyno nmiasuienHs pisaa ACT (38,6 %),
sakpen (34,2 %), anemis (33,4 %), aiapes (28,7 %) i niaBuiEeHHA
piBaa AJIT Ta aprepianbHa rineprensis (koxHe no 28 %). 3araiom y
274 nauientis (67,8 %) BuHuKI0 Oyae-sike HS > 3 crynens;

-y 361 (89,4 %) nauienta BuHukau HA, noe’szani 3 npuiiomom
npancetuHiOy. HaiiOinpm nomupenumu nos’szanumu HA (y > 20 %
nauienTiB) Oynu miasuieHHs pibua ACT (30,4 %), niaABUILEHHA PiBHA
AJIT (21,3 %), anemis (20,5 %) Ta aprepianbHa rineprensis (20,3 %).
3arasioM y 182 nauientis (45 %) Bunukau HA > 3 cTynens, nos’s3aHi
i 3 NIKYBaHHAM;

-y 187 nauientiB (46,3 %) BuHukad Oyab-aki CHS. Haitbinbi
nowupenumu CHA (y > 2 nauientiB) Oynu nHeBmoHis (8.4 %),
nporpecyBaHHsi 3axBoptoBaHHs (5.2 %), nHeBMmoHIT (4 %), cencuc
(3,2 %), indekuis ceyoBuBimHUX wUIAXiB (3 %) Ta mMiIBUIIEHHS
Ttemnepatypu (2,2 %). 3aranom y 63 nauientiB (15,6 %) BHHHKIH
CHSL, nop’si3ani 3 aikyBaHHsM. Haiibinabin nomupeHnM MoB’si3aHUM
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CH>1 6yB mHeBMOHIT (3,2 %). 3aranom 39 nauienris (9,7 %) nomepiu
eHacnigok HY nig uac nochimpxenus (< 1% suHacnigok HA, nos’ s3anux
3 JIiIKYBaHHAM, 10 NPU3BEJIH 0 CMEPTI);

- ana 34 (8,4 %) nauienTiB mpoBeaeHO > | MifABUIIEHHA J03H, 1 AU
248 (61,4 %) nauieHTiB MPOBE/IEHO > | 3HMKECHHS 03U, EPEPUBAHHSA
abo mpomyck mnpuifomy go3u npemapaty udepes HSA min uac
nochipkenus. 3aranoM y 74 nauientis (18,3 %) Bunukim HA, axi
CTajlM OCHOBHOW ab0 CHPHAIOYOIO MPUUMHOK MOCTIMHOT BiAMIHK
npenapaty (y TOMY UYHCIi «IporpecyBaHHs 3aXBOPIOBaHHAY,
3apeectpopade sk TepMid HA ta Hf, mo npeacrapiasitoT CUMIITOMH
nporpecyBaHHsi 3axBoproBaHHs). HalOinkw nommpeHuMy sBUILAMHA
(y > 1 % naiiieHTiB), U0 MPU3BEIH /IO [E€PEIYACHOTO MPUITHHEHHS
nikyBaHHs, Oy/i porpecyBaHHs 3aXBoploBaHH: (3,7 %) Ta MHEBMOHIT
i nHeBMOHIs (koxkHe no 1,5 %);

- HS, sxi npexacrasnsiore ocobnuBHii iHTepec: y 50 nauieHTiB
(12,4 %) Bunukno > 1 HSI, sike npeacrasisie ocoONMBHI iHTEpeC —
MHeBMOHis (MoB’si3aue i3 nikypaHHaMm y 2,7 % nauienTis, sk CHS y
8,4 %, Ta Take, 110 MPHU3BENO A0 BiMIHH MpernapaTy HaszaBxId Y
1.5 %); y 43 nauienris (10,6 %) Bunukio > 1 HA, axe npeacrasnse
0coDIMBHMH iHTepec — MHEBMOHIT (MOB’A3aHe i3 JikyBaHHAM y 9.4 %
nauientis, sk CHS y 4 % i Take, 1o npu3Beo 10 BiAMIHM npenapary
Hazapkau y 1,5 %); y 2 nauientiB (< | %) BUHMK CHHAPOM Ji3HCY
MyXJIMHU 3 CTYMEHS,

- 3arajioM BiIXWiIeHHs JabopaTopHUX MOKA3HHKIB Oy10 KIiHIuHO
HE3HAYyIIMM, TPAH3UTOPHMM | 3aBEPIIMIIOCH/3aBEpPIIMIOCE i3
HACHIAKAMH TpH MEPEPUBAHHI  3aCTOCYBaHHA JOCTIIKYBaHOIO
nikapcekoro  3acofy Ta/abo  3aCTOCYBaHHI  MiATPUMYBAILHOIO
JTiKyBaHHA.

EKI y 12 BigBeieHHAX MpPOBOJAMIACH BiANOBIJHO 10 MPOTOKOIY
BLU-667-1101 3 metoro ouinku sriiuBy BLU-667 na penonspu3saliro
kTl cepus (BLU-667-1101, 3BiT mpo cepueBo-cyaMHHY Oe3neky).
34 nauienTu Oyau BKIOYeHi B yacTuHy pocnimkeHHa QT/QTc Ta
®K/QTc. Cepeaniii Bik craHoBuB 59,9 poky. Inrepsan QTcF 6yB
iHTepBaJiOoM Uil TEPBMHHOrO aHamisy. I[lepBUHHMM KpuTEpieM
KapaianbHOi Oesnexku OyB  pesyiabTaT —aHalidy perpeciiiHoro
BigHomenHs Misk AQTcF Ta koHueHTpauieto B riasmi kposi BLU-667
y Bi/NOBiIHUI MOMEHT 4acy micis npuidomy 103u. byjio BcraHoBEHO,
wo JiHiliHa MOJens € BalifHOW Ta CBiIYMTH MpPO BiACYTHICTEH
cTaTHYHO 3Hauymoro Haxuuy (-0,0003 mc/ur/mn, 3Hauenns p 0,841) y
B3aeMo3B’s13ky Mk AQTcF Ta xoumentpauiero BLU-667. Bepxus
Meka 2-ctopoHHboro 90 % JII (exBiBaneHTHO BepxHid mexi -
CTOPOHHBOTO 95 % noBipuoro iHTepBasy) craHosuia meniie 20 mc
MpU TEOMETPHYHOMY cepeiHboMY 3HaueHHI Cmax 4751 1034 400 mr.
Takum YMHOM, NEPBUHHUI KPUTEPil pe3yabTaTy CBIAYMTE MPO Te, L0
BLU-667 He Mae KIiHIYHO 3HAYYLIOTO Ta CTATUCTHYHO AOCTOBIPHOTO
BIUIMBY Ha MoaoBxeHHs iHTepsany QT.
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PesynbTaT BTOPUHHOIrO aHaslidy NOKa3aid Cepe/HE 3HAYeHHA 3a
MeToJIOM HaikiMeHwuux kpaapatie 114 AQTcF < 7.8 mc. V sxomHoro
naiienta He croctepiranauchk nokasHuku QTcF, wmo nepepuiyBanu
500 mc.

PesynbTaTy aHanizy 4acToTH CepLEBHX CKOPOUEHb, iHTepBany PR Ta
tpuBanocti QRS Takox Oynu HeraTMUBHUMHU.

HasiBHi pesyneratu, otpumani B mociimkenni BLU-667-1101 Ha
JIAHWI yac, MokKazalu:

- MPANICETHHIO NPOJEMOHCTPYBAB eeKTHBHICTE y MALIEHTIB i3 BKpaii
HE3a/I0BOJICHOI0  MEAMYHOK norpeboro, i3  NOLMPEHHUM
Heonepabensuum  HJIKPJI 31 3murtam RET, ski orpumysanu
noyatkoBy o3y 400 Mr oadH pa3 Ha n00y, HeE3ajexHoO Bij
MomnepeaHboi Tepanir;

- JiKyBaHHA npancetuHiGom jo30t0 400 Mr oguH pas Ha 1006y
acoUIIOEThCA i3 KepoBaHUM Mpodisem Ge3neku, o Haae MOKIUBICTh
TPUBAJIOTrO JIIKyBaHHA MALi€HTIB i3 HeonepabelbHUM METaCTaTHUHHUM
HJIKPJI, nezane:xHo Bij nornepeaHbol JiHil TiKyBaHHs;

- Ha nijcTasi 3aranbHOT ouiHkK 6e3neku, @K Ta edexTHBHOCTI 1032
npancetniOy 400 Mr oauH pa3 Ha 00y € pPEeKOMEHIOBAHOK
MOYaTKOBOK  JI03010  JUld  NAaljieHTIB i3 HeonepadelbHHM
meTtactaruuuum HJTKPJIL.

22. BUCHOBOK (3aKJTFOUEHHS)

bazens, 27 kpitHa 2021 poky
@ . Xoddpmanu-JIa Pow Jitg
[Tignuc [Tignuc

®.Xoddmann-JIs Pour Jita ®. Xoddmann-JIa Pow Jita

[Tigpo3ain 3 MixHAPOJHUX PEryIATOPHUX MUTAHb
Bazens, lseiiuapis
Jleiina Jlicrep

[Tinpo3ain 3 Mi>KHAPOAHUX PErYJIATOPHHX TIHTAHB
bazens, [1seiinapis
Karanina Poxac
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Clinical Trial Report No. 1/2

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETQ®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-1101. A Phase 1/2 Study of the Highly-
selective RET Inhibitor, BLU-667, in Patients with Thyroid Cancer,
NSCLC, and Other Advanced Solid Tumors.

Date of the CSR 2: 15 June 2020.

This CSR provides safety results for all patients treated by the cutoff]
date, as well as efficacy results for patients with RET mutation-
positive medullary thyroid cancer (MTC) and RET fusion-positive
thyroid cancer treated with a starting dose of 400 mg QD (in either
Phase 1 or 2). CSR 2 does not present efficacy results for other tumor
types enrolled in Phase 2. Efficacy results for RET fusion-positive
non-small cell lung cancer (NSCLC) were presented in CSR 1.

6. Clinical trial phase

|

| Phase 1/2

7. Period of the clinical trial

Date first patient enrolled: 17 March 2017.

Date last patient enrolled:
Efficacy: Dosed on or prior to 11 July 2019.
Safety: 04 February 2020.

Data cutoff for CSR2 (efficacy and safety): 13 February 2020.

8. Countries where the clinical trial
was conducted

At the time of data cutoff, 67 centers offered data for CSR 2,
including 25 centers in Europe, 18 in the USA, and 24 in Asia.

9. Number of study participants

Planned and Analyzed:

It was originally estimated that Phase 1 would require approximately
35 patients and based on Protocol Amendment 9, it was estimated that
Phase 2 would require 465 patients.

Phase 1 was completed with 62 patients. Phase 2 is ongoing, with
488 patients across all indications having received > 1 pralsetinib dose
(at any dose level) through the data cutoff of 13 February 2020
(analyzed safety population). All patients in Phase 2 received a
pralsetinib starting dose of 400 mg QD. The efficacy population

consisted of 92 RET mutation-positive MTC patients and 11 RET
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fusion-positive thyroid cancer patients enrolled on or before 11 July
2019. Seven of the 92 RET mutation-positive MTC patients were
enrolled in Phase 1 and 85 patients in Phase 2. Of the 11 RET fusion-
positive thyroid patients, 2 patients were enrolled in Phase 1 and
9 patients in Phase 2.

The RET-altered measurable disease population consisted of 84 RET
mutation-positive MTC patients and 9 RET fusion-positive thyroid
cancer patients.

10. Goal and secondary objectives of
the clinical trial

Phase 1 Objectives:

Primary: To determine the Maximum tolerated dose (MTD) and
Recommended Phase 2 dose (RP2D) of pralsetinib and the safety and
tolerability of pralsetinib.

Secondary:

- To determine the Overall response rate (ORR).

- To assess baseline RET gene status in plasma and/or tumor tissue
and correlate with measures of antineoplastic activity.

- To characterize the PK profile of pralsetinib and correlate drug
exposure with safety assessments.

- To characterize the pharmacodynamics of pralsetinib.

Exploratory: To identify potential new blood and tumor tissue
biomarkers of pharmacodynamic activity, antineoplastic activity,
and/or toxicity.

Phase 2 Objectives:

Primary: To determine the ORR and to further define the safety and
tolerability of pralsetinib.

Secondary:

- To assess additional measures of clinical benefit.

- To assess baseline RET gene status in plasma and/or tumor tissue
and correlate with measures of antineoplastic activity.

- To characterize the PK profile of pralsetinib and correlate drug
exposure with safety assessments.

- To characterize the pharmacodynamics of pralsetinib.

Exploratory:

- To identify potential new blood and tumor tissue biomarkers of
pharmacodynamic activity, antineoplastic activity, and/or toxicity.

- To assess changes in Quality of life (QoL).

- To explore disease-related symptoms.

- To explore clinical benefit.

11. Design of the clinical trial

This is a Phase 1/2, open-label, first-in-human (FIH) study designed
to evaluate the safety, tolerability, PK, pharmacodynamics, and
antineoplastic activity of pralsetinib in patients with advanced,
unresectable, RET-altered NSCLC, medullary thyroid cancer (MTC),
and other RET-altered solid tumors.
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The study included a Phase 1 dose escalation part to determine the
MTD and RP2D of pralsetinib, followed by a Phase 2 expansion part
to assess the clinical efficacy of pralsetinib in specific tumor types and
treatment settings (measured primarily by ORR) and further define the
safety and tolerability at the RP2D.

The study enrolled patients of > 18 years of age with a pathologically
documented, definitely diagnosed, unresectable advanced solid tumor
and an ECOG performance status of 0 to 2 (after Protocol Amendment
4.1, only patients with ECOG performance status 0 to 1 were allowed).

In Phase 1, all patients (except those treated at doses < 120 mg per
day or those with MTC) were required to have a RET-altered solid
tumor per local assessment of tumor tissue and/or blood. All patients
had not responded to or were intolerant to standard of care, or the
Investigator had determined that treatment with System organ class
(SOC) was not appropriate, or there was no accepted SOC for their
disease.

In Phase 2, all patients (with the exception of MTC patients enrolled
into Groups 3 and 4) had to have an oncogenic RET-fusion or mutation
(excluding synonymous, frameshift, and nonsense mutations) solid
tumor, as determined by local testing of tumor or circulating tumor
nucleic acid in blood. All patients (except those enrolled in the
exploratory Groups 5 and 7) had to have measurable disease per
RECIST v1.1.

Detailed inclusion criteria specific to the Phase 2 groups are:

12. Main inclusion criteria - Group 1 — patients had locally advanced or metastatic NSCLC with
a RET-fusion previously treated with a platinum-based chemotherapy;

- Group 2 — patients had locally advanced or metastatic NSCLC with
a RET-fusion not previously treated with a platinum-based
chemotherapy, including those who had not had any systemic therapy.
Prior platinum chemotherapy in the neoadjuvant and adjuvant setting
was permitted if the last dose of platinum was >4 months or more
before the first dose of pralsetinib;

- Group 3 — patients had advanced MTC that had progressed within
14 months prior to the Screening Visit and was previously treated with
cabozantinib and/or vandetanib;

- Group 4 — patients had advanced MTC that has progressed within
14 months prior to the Screening Visit and were not previously treated
with cabozantinib or vandetanib;

- Group 5 — patients had advanced solid tumor with an oncogenic
RET-fusion previously treated with standard of care appropriate for
the tumor type and not eligible for any of the other groups;

- Group 6 — patients had advanced solid tumor with an oncogenic
RET-fusion or mutation, previously treated with a selective tyrosine
kinase inhibitor (TKI) that inhibits RET;




- Group 7 — patients had advanced solid tumor with an oncogenic
RET mutation previously treated with standard of care appropriate for
the tumor type and not eligible for any of the other groups.

All patients enrolled in Phase 2 prior to 11 July 2019 (enrollment
cutoff for efficacy analyses) were required to have previously received
standard of care therapy (Groups 1, 3 and 5 to 7) or were not candidates
for standard therapy (Groups 2 and 4).

13. The investigational medicinal
product, method of administration,
strength

Pralsetinib (formerly known as BLU-667) in the immediate release
capsules are supplied in the following strengths: 10 mg dose strength
in size 4 white opaque hydroxypropyl methylcellulose (HPMC)
capsules, 30 mg dose strength in size | swedish orange opaque HPMC
capsules, and 100 mg dose strength in size 0 light blue opaque HPMC
capsules.

In Phase 1, patients received pralsetinib orally in a QD schedule at
doses of 30, 60, 100, 200, 300, 400, and 600 mg, and in a BID schedule
at doses of 100/100 mg and 200/100 mg.

In Phase 2, all patients received pralsetinib orally in a QD schedule
at a dose of 400 mg.

14. Comparator, dose, method of
administration, strength

Not applicable.

s Concom'itant therapy

Safety Population

All Patients — All Doses/Schedules

Most patients in the safety population received concomitant
medications during the study (98.0%). The most common concomitant
medications were in the ATC class of Other Analgesics and
Antipyretics (48.0%), followed by Drugs for Peptic Ulcer and
Gastrooesophageal Reflux Disease (47.3%), and Thyroid Preparations
(46.3%). Concomitant medications were similar between patients in
the overall safety population treated at 400 mg QD (N = 438) and all
patients treated at all doses/schedules (N = 488).

RET  Mutation-positive ~ MTC  Patients Treated at All

Doses/Schedules

Most RET mutation-positive MTC patients in the safety population
received concomitant medications during the study (98.6%). The most
common concomitant medications were in the ATC class of Thyroid
Preparations (93.1%), followed by Vitamin A and D, Including
Combinations of the Two (50.7%). Concomitant medications were
similar between RET mutation-positive MTC patients treated at
400 mg QD (N=119) and RET mutation-positive MTC patients
treated at all doses/schedules (N = 144).

RET Fusion-positive Thyroid Cancer Patients Treated at All
Doses/Schedules

All RET fusion-positive thyroid cancer patients in the safety
population received concomitant medications during the study
(100.0%). The most common concomitant medications were in the
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ATC class of Thyroid Preparations (95.2%), followed by Drugs for
Peptic Ulcer and Gastrooesophageal Reflux Disease (76.2%).
Concomitant medications were similar between RET fusion-positive
thyroid cancer patients treated at 400 mg QD (N = 19) and RET
fusion-positive thyroid cancer patients treated at all doses/schedules
(N=21).

Efficacy Population

RET Mutation-positive MTC Patients Treated at 400 mg QD

All RET mutation-positive MTC patients treated at 400 mg QD in
efficacy population received concomitant medications during the
study (100.0%). The most common concomitant medications were in
the ATC class of Thyroid Preparations (96.7%), followed by Vitamin
A and D, Including Combinations of the Two (57.6%) and Drugs for
Peptic Ulcer and Gastrooesophageal Reflux Disease (53.3%).
Concomitant medications were similar among the prior treatment
groups of RET mutation-positive MTC patients.

RET Fusion-positive Thyroid Cancer Patients Treated at 400 mg QD

AIIRET fusion-positive thyroid cancer patients treated at 400 mg QD
in efficacy population received concomitant medications during the
study (100.0%). The most common concomitant medications were in
the ATC class of Thyroid Preparations (100.0%) followed by Drugs
for Peptic Ulcer and Gastrooesophageal Reflux Disease (90.9%), and
Other Analgesics and Antipyretics and Vitamin A and D, Including
Combinations of the Two (72.7% each). Concomitant medications
were similar between RET fusion-positive thyroid cancer patients
treated at 400 mg QD (N = 11) and RET fusion-positive thyroid cancer
patients treated at all doses/schedules (N = 13).

Phase 1 Endpoints

Primary:
- Determination of MTD and RP2D of pralsetinib.

Secondary:

- ORR by RECIST v1.1 for all pralsetinib treated patients according
to patients’ disease type and/or RET-altered status if applicable, and/or
prior treatment status, if appropriate;

- RET gene status and correlation between RET gene status and ORR,
clinical benefit rate (CBR), duration of response (DOR), progression-
16. Efficacy evaluation criteria free survival (PFS), overall survival (OS), and disease control rate
(DCR), and other measures of antineoplastic activity (in plasma and/or
tissue) in all patients according to their disease type and/or RET-
altered status, if applicable, and/or prior treatment status, if
appropriate;

- PK parameters of interest: Cmax, tmax, tlast, AUCo.24n, Cz4, apparent
volume of distribution (Vz/F), ti,, apparent oral clearance (CL/F), and
accumulation ratio (R);

- Pharmacodynamic parameters: changes in tumor/blood including,
but not limited to, changes in blood calcitonin and carcinoembryonic




antigen (CEA) (MTC patients), and changes in tumor biomarker levels
(DUSP6 and SPRY4) (all patients).

Exploratory: Levels of exploratory blood and tumor markers (DNA,
RNA, and protein) compared with antineoplastic activity, and/or
toxicity.

Phase 2 Endpoints

Primary:

- ORR by RECIST vl.1 criteria by patients’ disease type, and/or
RET-altered status if applicable, and/or prior treatment status if
appropriate;

Secondary:

-DOR, CBR, DCR, PFS, and OS in all patients by disease type and/or
RET-altered status, if applicable, and/or prior treatment status, if
appropriate;

- RET gene status and correlation between RET gene status and ORR,
CBR, DOR, PFS, OS, and DCR, and other measures of antineoplastic
activity (in plasma and/or tissue) in all patients, including patients
treated at the MTD/RP2D in Phase 1 according to their disease type
and/or RET-altered status, if applicable, and/or prior treatment status,
if appropriate;

- Pharmacodynamic and PK parameters as described above in Phase
1,

Exploratory (most relevant for this CSR):

- Levels of exploratory blood and tumor markers (DNA, RNA, and
protein) compared with antineoplastic activity, and/or toxicity;

- Changes in disease-related symptoms as reported by bowel
movement history (MTC patients);

- Changes in patient-reported outcomes as assessed by the EORTC
QLQ-C30 questionnaire instruments.

17. Safety evaluation criteria

Phase 1 Endpoints

Primary: Overall safety profile of pralsetinib, as assessed by the type,
frequency, severity, timing, and relationship to study drug of any AEs,
SAEs, changes in vital signs, ECG, and safety laboratory tests.

Phase 2 Endpoints

Primary: Overall safety profile of pralsetinib, as assessed by the type,
frequency, severity, timing, and relationship to study drug of any AEs,
serious adverse event (SAEs), changes in vital signs, ECG, and safety
clinical laboratory tests.

Secondary: ECG parameters using 12-lead ECGs extracted from
continuous recordings (12-lead Holter) on CI1DI and CIDIS.
Individual ECGs were extracted in replicate from the 12-lead Holter
recordings at specified time points and were evaluated by a central
laboratory.

18. Statistical methods

Analyses of demographics and baseline characteristics, prior and
concomitant medications, and summary of study treatment are
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presented for both the safety and efficacy populations separately.
Analyses of demographics, prior antineoplastic therapy, and baseline
disease characteristics are also presented for the RET-altered
measurable disease population separately. Analyses presented by dose
level were based on starting dose and schedule.

Safety results from all treated patients who received > 1 pralsetinib
dose until the data cutoff are grouped based on the initial dose
prescribed on Day 1, regardless of study phase. Safety results are
shown in-text for: a) patients treated at 400 mg QD (all diagnoses6
RET mutation-positive MTC patients, and RET fusion-positive
thyroid cancer patients) and b) patients treated at all doses/schedules
(all diagnosesd RET mutation-positive MTC patients, and RET fusion-
positive thyroid cancer patients).

ORR was the primary efficacy endpoint, defined as the proportion of
patients with confirmed best overall response (BOR) of complete
response (CR) or partial response (PR) for > 2 assessments with
> 28 days apart and no progressive disease (PD) in-between. Each
patient’s BOR was derived based on RECIST vl1.1. The primary
outcome measurement was the blinded independent central review
(BICR) of local imaging. ORR and its 2-sided 95% CI (based on the
exact binomial distribution Clopper-Pearson) was presented. In
addition, BOR was summarized by count and frequency for the CR,
PR, stable disease (SD), PD, or not evaluable (NE) categories. The
hypothesis and sample size calculation based on ORR as per RECIST
vl.was specific to the response-evaluable RET-altered patients
(excluding Groups 4, 6, and 7) for each Phase 2 expansion group.
Further efficacy analyses included CBR, DCR, PFS, OS, and QoL.
Patients with RET mutation-positive MTC treated at 400 mg QD were
grouped by prior treatment subgroups and “overall” and patients with
RET fusion-positive thyroid cancer treated at 400 mg QD were
grouped into “prior systemic treatment” (which included radioactive
iodine [RAI]) and “overall”, with efficacy results of patients treated at
all doses/schedules provided as supportive analysis. Results of ORR,
DOR, and time to response are presented for the additional subgroups
of age, sex, geographic region, race group, and RET alteration type
(hereditary or sporadic; RET mutation-positive MTC patients only).
Results of ORR are also presented by any prior multikinase inhibitor
(MKI) therapy (RET fusion-positive thyroid cancer patients only).

Summary statistics for continuous variables included n (non-missing
observations), mean, StdDev, min, median, and max. Summary
statistics for categorical variables were presented in terms of
frequencies and percentages. Time to event data were summarized and
analyzed using the Kaplan-Meier (KM) method, including the
estimated median with 95% Cls.

Treatment-emergent AEs were defined as AEs that occurred during
or after administration of the first dose of pralsetinib through 30 days
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after the last dose, any AE that was considered pralsetinib-related
regardless of start date, or any AE that was already present at baseline
but worsened in intensity during the study, or was subsequently
considered pralsetinib-related by the Investigator.

For laboratory parameters of hematology and serum chemistry,
overall summary, changes from baseline, boxplots for selected
parameters, and shift tables from baseline to worst grade assessment
on study are presented. For vital signs and thyroid tests, overall
summary and changes from baseline are presented. ECOG
performance status was summarized over time point. ECG results were
presented for actual values and changes from baseline.

Summaries of PK results in Phase 1 and 2 of the study are presented
with details provided in a separate document. PD assessments (DUSP6
and SPRY4 tumor biomarker levels) were conducted primarily for
patients in Phase 1 with archived sample (baseline) and on treatment
C2D1 tumor tissues with > 20% tumor cells.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Phase 1 Dose Escalation

Among the 62 dose escalation patients, 26 (41.9%) were female and
36 (58.1%) were male, most were of non-Hispanic/Latino ethnicity
(82.3%), White (75.8%), and < 65 years of age (71.0%). The median
(range) age of this patient population was 56.5 (19 to 85) years.

Safety Population

All Patients — All Doses/Schedules

Among the 488 patients in the overall safety population, 222 (45.5%)
were female and 266 (54.5%) were male, and most were of non-
Hispanic/Latino ethnicity (86.9%), White (60.2%), and < 65 years of
age (69.9%). The median (range) age of this patient population was
59.0 (18 to 87) years.

Demographics were similar between patients in the overall safety
population treated at 400 mg QD (N = 438) and all patients treated at
all doses/schedules (N = 488).

RET  Mutation-positive  MTC  Patients Treated at All
Doses/Schedules

Among the 144 RET mutation-positive MTC patients in the safety
population, 49 (34.0%) were female and 95 (66.0%) were male, and
most were of non-Hispanic/Latino ethnicity (86.1%), White (74.3%),
and < 65 years of age (73.6%). The median (range) age of this patient
population was 57.0 (18 to 85) years.

Demographics were similar between RET mutation-positive MTC
patients treated at all doses/schedules (N = 144) and RET mutation-
positive MTC patients treated at 400 mg QD (N = 119).

RET Fusion-positive Thyroid Cancer Patients Treated at All
Doses/Schedules

Among the 21 RET fusion-positive thyroid cancer patients in the
safety population, 11 (52.4%) were female and 10 (47.6%) were male,
and most were of non-Hispanic/Latino ethnicity (85.7%), White
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(81.0%), and < 65 years of age (57.1%). The median (range) age of
this patient population was 62.0 (23 to 74) years.

Demographics were similar between RET fusion-positive thyroid
cancer patients treated at all doses/schedules (N = 21) and RET fusion-
positive thyroid cancer patients treated at 400 mg QD (N = 19).

Efficacy Population

RET Mutation-positive MTC Patients Treated at 400 mg QD

Among the 92 RET mutation-positive MTC patients treated at
400 mg QD in the efficacy population, 29 (31.5%) were female and 63
(68.5%) were male, most were White (78.3%), of non-Hispanic/Latino
ethnicity (84.8%), and < 65 years of age (71.7%). The median (range)
age of this patient population was 59.0 (19 to 83) years.

Demographics were similar among the prior treatment groups of RET
mutation-positive MTC patients as well as between RET mutation-
positive MTC patients treated at 400 mg QD (N =92) and RET
mutation-positive MTC patients treated at all doses/schedules in the
efficacy population (N = 117).

RET Fusion-positive Thyroid Cancer Patients Treated at 400 mg QD

Among the 11 RET fusion-positive thyroid cancer patients treated at
400 mg QD in the efficacy population, 5 (45.5%) were female and 6
(54.5%) were male, most were White (81.8%), of non-Hispanic/Latino
ethnicity (81.8%), and < 65 years of age (63.6%). The median (range)
age of this patient population was 61.0 (23 to 74) years.

Demographics were similar between RET fusion-positive thyroid
cancer patients treated at 400 mg QD (N=11) and RET fusion-
positive thyroid cancer patients treated at all doses/schedules (N = 13).

RET-altered Measurable Disease Population

RET Mutation-positive MTC Patients Treated at 400 mg QD

Among the 84 RET mutation-positive MTC patients treated at
400 mg QD, 25 (29.8%) were female and 59 (70.2%) were male, most
were White (77.4%), of non-Hispanic/Latino ethnicity (84.5%), and
<65 years of age (70.2%). The median (range) age of this patient
population was 59.5 (19 to 83) years.

Demographics were similar among the prior treatment groups of RET
mutation-positive MTC patients, except for a higher proportion of
patients > 65 years (45.0%) in the no prior systemic treatment group
compared with the other treatment groups.

RET Fusion-positive Thyroid Cancer Patients Treated at 400 me QD

Among the 9 RET fusion-positive thyroid cancer patients treated at
400 mg QD, 3 (33.3%) were female and 6 (66.7%) were male, most
were White (77.8%), of non-Hispanic/Latino ethnicity (88.9%), and
<65 years of age (66.7%). The median (range) age of this patient
population was 61.0 (46 to 74) years.

Demographics were similar between RET fusion-positive thyroid
cancer patients treated at 400 mg QD (N = 9) and RET fusion-positive
thyroid cancer patients treated at all doses/schedules (IN=i110,




20. Efficacy results

Determination of MTD/RP2D: Pralsetinib 400 mg QD was
identified as the MTD and chosen as the starting dose for Phase 2
(RP2D). The BID schedule was not further investigated in Phase 2 of
the study.

Efficacy Results: Efficacy analyses were conducted for patients
treated at 400 mg QD who began treatment on or before 11 July 2019.
The key efficacy results were:

- ORR based on central radiology review by RECIST v1.1 was 55.4%
(95% CI: 44.7, 65.8) overall (N = 92) in the efficacy population. ORR
was 59.5% (95% CI: 48.3, 70.1) in RET mutation-positive MTC
patients overall (N =84) in the RET-altered measurable disease
population.

- Median DOR has not been reached in the efficacy population, with
92.2% of patients censored. The KM estimates of probability of an
ongoing response were 95.1%, 92.0%, and 88.5% at 6, 9, and
12 months, respectively. Median (range) time to first response was
3.71 (1.7 to 12.9) months. Of the 51 patients with confirmed response,
40 (78.4%) have had the opportunity to be followed for > 6 cycles from
onset of response (or have had an event or discontinued from
treatment). DOR results were similar in the RET-altered measurable
disease population.

- DCR in the efficacy population was 93.5% (95% CI: 86.3, 97.6),
with 86 patients having CR, PR, or SD. DCR was similar in the RET-
altered measurable disease population.

- CBR in the efficacy population was 84.8%, with 78 patients having
CR, PR, or SD for > 16 weeks (i.e., 4 x 28-day cycles). CBR was
similar in the RET-altered measurable disease population.

- Median PFS in the efficacy population was not reached (95% CI: -,
-), with an estimated PFS rate of 88.5% at 6 months, 84.5% at
9 months, and 77.8% at 12 months.

- 80 patients (87.0%) remained alive in the efficacy population as of
the data cutoff date. KM estimate for median OS could not be
determined at a median follow-up of 14.3 months. Estimated survival
rate was 95.5% at 6 months, 94.1% at 9 months, and 92.6% at
12 months.

- Overall, efficacy results were similar among the prior treatment
groups. In the efficacy population, ORR was 52.5% (95% CI: 39.3,
65.4) in patients with prior cabozantinib and/or vandetanib treatment
(N=61), 63.6% (95% CI: 40.7, 82.8) in patients with prior
cabozantinib and vandetanib treatment (N = 22), and 63.6% (95% CI:
40.7, 82.8) in patients with no prior systemic treatment (N = 22). In
RET-altered measurable disease population, ORR was similar in
patients with prior cabozantinib and vandetanib (63.6% [95% CI: 40.7,
82.8], N=55) compared with the efficacy population and was
increased in patients with prior cabozantinib and/or vandetanib (56.4%
[95% CI: 42.3, 69.7], N = 22) and in patients with no prior systemic
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treatment (70.0% [95% CI: 45.7, 88.1], N = 20) compared with the
efficacy population.

The key efficacy results in RET fusion-positive thyroid cancer
patients were:

- ORR based on central radiology review by RECIST v1.1 was 81.8%
(95% CI: 48.2, 97.7) overall (N = 11) in the efficacy population. ORR
was 88.9% (95% CI: 51.8,99.7) in RET fusion-positive thyroid cancer
patients (N = 9) in the RET-altered measurable disease population.

- Median DOR was not reached in the efficacy population, with
88.9% of patients still in response. The KM estimates of probability of
an ongoing response were 100.0% at 6 months and 75.0% at 9 and
12 months. Median (range) time to first response was 1.87 (1.8 to
5.5) months. All 9 patients with confirmed response were followed for

> 6 cycles from onset of response. DOR results were similar in the
RET-altered measurable disease population.

-DCR in the efficacy population was 100.0% (95% CI: 71.5, 100.0),
with 11 patients having CR, PR, or SD. DCR was similar in the RET-
altered measurable disease population.

- CBR in the efficacy population was 90.9%, with 10 patients having
CR, PR, or SD for > 16 weeks (i.e., 4 x 28-day cycles). CBR was
similar in the RET-altered measurable disease population.

- Median PFS in the efficacy population was not reached (95% CI: -,
-), with an estimated PFS rate of 90.9% at 6 and 9 months, and 77.9%
at 12 months.

- 9 patients (81.8%) remained alive in the efficacy population as of
the data cutoff. KM estimate for median OS could not be determined
at a median follow-up of 12.9 months. Estimated survival rate was
90.9% at 6, 9, and 12 months.

PK Results: In Phase 1 (dose escalation), the mean pralsetinib
concentration-time profiles following single oral dose administration,
showed rapid absorption into the systemic circulation (median tmax of
2 to 3 hours) followed by an apparent monophasic elimination. Results
showed a comparable profile to that observed in healthy volunteer
studies. CL/F was comparable between CID1 (mean of 6.4 to
30.9 L/h) and C1D15 (mean of 8.6 to 40.2 L/h), indicating no apparent
time-dependent changes in the PK of pralsetinib. The mean ty of
pralsetinib on C1D1 ranged from 11.3 to 22.9 hours (for the 200 to
400 mg dose range), supporting QD dosing. Additionally, the mean t,
was comparable to the values reported in Phase 1 healthy volunteer
studies. Following repeated QD administration, steady-state was
expected to be reached by D4 with < 3-fold accumulation.

PK analyses in patients with RET-altered thyroid cancer (MTC, PTC,
and other thyroid cancer patients in Phase 1 and 2) showed a
comparable PK profile to the patients in Phase 1.
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Following a single 400 mg dose of pralsetinib, the median tmax Was
2.06 hours with a mean ty; on C1D1 ranging from 12.6 to 19.8 hours
(for the 200 to 400 mg dose range). Following repeated QD
administration, steady-state was expected to be reached by D3 to D5,
with approximately 2-fold accumulation (GeoMean accumulation
ratio of 1.82 [CV 59.2%] and 2.02 [CV 56.7%] for Cmax and AUC,
respectively). Dose proportionality for pralsetinib was established
following a single dose over the dose range of 200 to 400 mg, this
conclusion could not be established at steady-state over the full dose
range (60 to 600 mg) or over a limited dose range (200 to 400 mg).
However, these results should be interpreted with caution due to the
low number of patients receiving doses other than 400 mg QD.

21. Safety results

For all the 488 patients in the safety population, median (range)
treatment duration was 6.01 (<1 to 33.8) months. The key safety
results for all patients in the safety population were:

- 484 patients (99.2%) experienced any AEs. The most common AE
(in > 25%) was AST increased (41.0%), followed by anaemia (36.7%),
constipation (35.7%), ALT increased and hypertension (29.1% each),
and diarrhoea (28.7%). Overall, 336 patients (68.9%) experienced any
> Grade 3 AEs.

- 445 (91.2%) experienced AEs related to pralsetinib. The most
common related AEs (in >20.0% of patients) were AST increased
(32.6%), anaemia (23.2%), ALT increased (22.5%), hypertension
(21.7%) and constipation (21.3%). A total of 229 patients (46.9%)
experienced related > Grade 3 AEs.

- 226 patients (46.3%) experienced any SAEs. The most common
SAEs (in > 2% patients) were pneumonia (39 patients, 8.0%), discase
progression (28 patients, 5.7%), pneumonitis (22 patients, 4.5%),
sepsis (16 patients, 3.3%), and urinary tract infection (16 patients,
3.3%). A total of 82 patients (16.8%) experienced related SAEs. The
most common related SAE was pneumonitis (3.9%). Overall,
52 patients (10.7%) died due to AE during the study (1% due to related
AE).

- 35 patients (7.2%) had > 1 dose escalation and 300 (61.5%) had =1
dose reduction, interruption, or missing dose due to an AE during the
study. A total of 79 patients (16.2%) experienced AEs as primary or
contributing reason leading to permanent treatment discontinuation
(including “disease progression” reported as an AE term and AEs that
represented symptoms of disease progression). The most common
events (in > 1% of patients) leading to treatment discontinuation were
disease progression (3.1%), pneumonitis (1.6%), and pneumonia
(1.4%).

- AESIs: 59 patients (12.1%) experienced > 1 AESI of pneumonia
(related in 2.7% of patients, SAEs in 8.0% [related in 2.0%], and
leading to permanent treatment discontinuation in 1.4% [related in
< 1%]),); 51 patients (10.5%) experienced > 1 AESI of pneumonitis
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(related in 9.4% of patients, SAEs in 4.5% [related in 3.9%], and
leading to permanent treatment discontinuation in 1.6% [all related]);
3 patients (< 1%) had 1 related Grade 3 tumor lysis syndrome AE each.

- Generally, the laboratory abnormalities were not clinically
meaningful, were transient, and resolved/resolved with sequelae with
study drug interruption and/or supportive care.

In conclusion, available results from Study BLU-667-1101 so far
have shown that:

* Pralsetinib has demonstrated clinically important efficacy, as
demonstrated the high ORR and durability of response, in patients with
locally advanced or metastatic RET mutation-positive MTC treated at
a starting dose of 400 mg QD as well as in advanced, unresectable,
metastatic RET fusion-positive thyroid cancer treated at a starting dose
of 400 mg QD.

* Pralsetinib has demonstrated clinically important efficacy in RET-
mutated MTC patients irrespective of prior cabozantinib and/or
vandetanib treatment. The data in treatment-naive patients support that
22. Conclusion pralsetinib offers improved outcome relative to available therapy.
Furthermore, pralsetinib has shown remarkable activity in a population
of patients with high unmet need, who have failed or are not candidates
for treatment with cabozantinib or vandetanib and have no established
standard of care options.

* Pralsetinib 400 mg QD is well-tolerated with a manageable and
consistent safety profile regardless of tumor type or prior treatment.

* Based on overall safety, PK, and efficacy, pralsetinib 400 mg QD is
the optimal and recommended starting dose for the treatment of
patients with advanced, unresectable, metastatic RET mutation-
positive MTC and of patients with advanced, unresectable, metastatic
RET fusion-positive thyroid cancer.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.

gyt A

F. Hoffm&nn-La Roche Ltd F. Hoffmann-L.a Roche Ltd
International Regulatory International Regulatory
Basel, Switzerland Basel, Switzerland

Leyla Lister Catalina Rojas
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3BiT Npo KJIiHIYHE BUIIPOOYBAHHA

1. Hasga nikapcbkoro 3acofy (3a
HassBHOCTI - HOMEp
peecTpauifiHOro NnocBig4eHHs)

'TABPETO

2. 3asBHUK @.Xopdmanu-JIg Pow Jitn
I'pensaxepiutpacce 124, 4070 baszens, LLBefinapis
3. BupoGHuK ®. Xohdmanu-Jla Pom Jitx

Bypwmicger, 4303 Kaiicepayrcr, LlIgeiiuapis

4. [TpoBeaeHi 10CIiPKEHHS:

! TaK C Hi AKLIO Hi, OOrpyHTYBaTU

1) tan nikapcekoro 3acoly, 3a
AKHM npoBoauIacs abo
MIAHYETHCS peecTpais

Jlikapcekuii 3aci® 3a NMOBHMM J0ChE (aBTOHOMHE JOChE€), IHILMH
nikapchbKHii 3aci0, HOBa Jitoua peuoBMHA 3TiAHO MYHKTY 1 (MiAMYHKTY
1.1) posuiny Il TMopsanky nakazy MO3 Vkpainu Big 23 nunHs
2015 poky Ne 460

5. TloBHa Ha3Ba KJiHIYHOTO
BUNIPOOYBaHHSA, KOJIOBAHWI HOMEp
KJIIHIYHOro BUIIPOOYBaHHSA

[Tporokon Ne BLU-667-1101. Hocmimxenus 1/2 ¢a3su BHCOKO
cenektuBHOro iHridiTopa RET, BLU-667, npu 3actocyBaHHi natjieHram
13 pakoM wuTonoAioHoi 3ano3u, HAKPJI Ta iHIIMMH MOLIMPEHUMH
COJTi THUMH TTyXTHHAMH.

Jlara 3BiTy npo kiiHiyHe gochimkeHHs 2: 15 yepeus 2020 poky.

VY paHomy 3BiTI Npo KJIiHIYHE AOCIIKEHHsS HaBeJEHO Pe3y/bTaTH 3
Oe3nekn AM8 yCiX TMalli€HTiB, AKI OTPUMYBAM JiKYBaHHA 10 JaTH
3aBeplieHHs 300py JaHMX, Ta Pe3yJbTaTH WOJ0 ePeKTUBHOCTI s
MAaLieHTiB i3 Meay spHUM pakoMm wuTonolioHoi 3ano3u (MPLI3) i3
RET-myrauismu Tta pakom muronoaionoi 3anosu (PLL3) 3i 3aurTam
RET, aki orpumypaau nouatkoBy ao3y 400 mr oaus pas Ha Jo6y (y
dasi |1 abo 2). 3BiT mMpo KIiHIYHE JOCHIPKEHHA 2 HE MICTHThb
pe3yabpTaTiB oa0 e(QEeKTUBHOCTI I MALUEHTIB 3 IHIIUMM THNAMM
MyXJIMH, BKIHOYeHUMH Y a3y 2. Pesynprati 1010 eekTUBHOCTI A1
HeapiOHokmiTHHHOTO paky gereds (HIKPJI) 3i 3nutram RET HaBeneHo
B 3BITI Npo KJIiHIYHE Joc/ipKeHHs 1.

6. @aza KiiHIYHOro BUNPOOYBaHHA

Maza 1/2

7. INepioa npoBeAeHHs KIiHIYHOTO
BUMPOOYBaHHS

Jlata BknroueHHs nepuioro nauiexra: 17 6epesns 2017 poky.
Jlata BK/IIOYEHHs OCTAHHBOIO NallieHTa:
Egexmuenicmy: npuitom npenapary |11 aunus 2019 poky abo
paHilie.
besnera: 4 motoro 2020 poky.
Jlata 3aBepiueHHs 300py AaHUX 1714 3BITY MPO KJIiHIYHE AOCTiAKEHHS
2 (epextuBHicTb Ta Oe3neka): 13 motoro 2020 poky.

8. Kpainu, ae npoBoauaocs
KJiHIYHEe BUNIPOOYBaHHs

Ha pary 3aBepiuenHs 300py gaHux 67 USHTpPIiB HAaAaAM daHi 1715 3BITY
npo KiiHiuHe AochiiKeHHs 2, BKiovaroun 25 uenrpis y €sponi, 18 y
CIIIA 1a 24 B A3sii.

9. KuibKicTh A0CAIKYBaHUX

3ariaHoOBaHO Ta NPOaHali30BaHo:
[louaTkoBo Oys0 po3paxoBaHoO, 110 AJs BKIOUeHHs y (dasy | Oyne

HeoOxiaHo npubausHo 35 nauieHTiB i Ha miAcTaBi nonpaBkH 9 10

%Mafzﬁ br /éddézy
Bt Asce B4
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npoTokoay Oyn0 po3paxoBaHO, WO AJsA BKIOYeHHA y (a3y 2 Oyze
HeoOXigHo 465 mauieHTiB.

®aza | Gyna 3aBepieHa 3a yuacTio 62 nauieHtis. ®asza 2 TpuBae, 1pH
ueoMy 488 nauieHTiB 3 Pi3HUMM MOKA3aHHAMM OTpUManu > 1 [103u
npanceThHiOy (y Oyap-aKii 103i) 10 JaTH 3aBeplueHHs 300py AaHMX
3 mororo 2020 poky (mpoananizoBaHa NOMYJALis A8 OLIHKH
Oesneku). Yci nauieHTd y ¢as3i 2 oTpuUMYyBalM TMpaICeTHHIO Y

noyarkoBii 1031 400 Mr oauH pa3 Ha 100y. Jlo nonynaAuii 415 OLIHKK
eexkTuBHOCTI yBitmau 92 nauienra i3 MPIL3 i3 myrauismu RET ta
11 nauieHTir 3 pakom muTonoaioHoT 3a1034 3i 3nutTaM RET, BkioueHi
B gochimkeHHs |1 aunus 2019 poky ado paniwe. Cim i3 92 nauieHTiB
i3 MPILI3 3 myTtauiero RET 6ynu Brittoueni y dasy 1 i 85 nmarientis — y
(azy 2. I3 11 nauieHTiB 3 pakom wuTonoAiOHOT 3an03u 3i 3autTsim RET
2 nauienTa Oysiu BkoueHi y gasy 1 i 9 nauientis —y dasy 2.

[Tonynsuiro 3 BUMiprOBaHUM 3aXBOproBaHHAM 3i 3MiHaMu RET cknanu
84 nauientn 3 MPII3 i3 myrauismu RET i 9 naujentip i3 pakom
wuTonoAioHoT 3a103u 3i 3autTam RET.

10. Mera Ta BTOPUHHI
KJIiHIYHOTO BUNMPOOYBaHHsA

wiJi

Hini dasu 1:

[lepBHHHI: BM3HAYUTH MaKcUMalbHy nepeHocumy ao3y (MTD) rta
pekomeHaoBany ans ¢as3u 2 no3y (RP2D) npancetuniby ta 6e3meky i
MEePEHOCUMICTh MPaJICETUHIOY.

BropunHi:

- Buznauutu yactoty 3araneHoi Bianosiai (U3B).

- Ouinny Buxiguuii craryc resa RET B nnasmi kposi Ta/abo TkaHUHI
MyXJIMHU Ta KOPEALio i3 MOKa3HUKAMU MPOTHIYXIMHHOT aKTUBHOCTI.

- OxapaxrepusyBati  (papmakokiHetuuHuit (OK) npodias
npaaceTHHi0y Ta BCTAHOBUTH KOPEISLII0 EKCMO3MLIT JiKapchbKoro
3aco0y 3 OLIHKOK Oe3MeKH.

- OxapakTepu3yBaTH (GapMakoAHHaMIKy MpajceTHHIOy.

[Tomykogi: inenTudikyBaru MOTEHLiHHi Giomapkepu
(hapMakoMHaMIYHOT aKTUBHOCTI, MPOTHIYXJIMHHOT aKTUBHOCTI Ta/abo
TOKCHYHOCTI B KPOBI Ta TKAHUHAX MyXJIHHH.

Iiai paszu 2:
[NepBunni: Bu3HauuTHh YU3B 1 Hajgami BcTaHOBHTH Oesneky Ta

MEePEHOCUMICTh MpaJiceTUHIOY.

BropuHHi:

- OUiHUTH 10/1aTKOBI MOKA3HUKH KJIIHIYHOT KOPHUCTI.

- OuinuTy BUXignui craryc reda RET B niasmi kpoBi Ta/abo TkaHHHI
NYXJHHHU Ta KOPEJALIIO 3 MOKa3HUKAMH MPOTHITYXJIMHHOT aKTHBHOCTI.

OxapaxrepusyBatu OK npodine npanceTtuHidy Ta BCTaHOBUTH

KOpeJsIL{iF0 €KCMO3MLiT 1iIKapehbKOro 3aco0y 3 OLIHKOIK Oe3leKH.

- OxapaktepusyBaty GpapmMaKkoJAMHaMIKy NpajiceTuHily.

[lowykosi:
- IneHTHQiKyBaTH NoTeHUiHHI HOBI GioMapkepH (dapmakoaHHaMivyHOT

|aKTHBHOCTI, NPOTUMYXJIHMHHOT AKTMBHOCTI Ta/ab0 TOKCHMYHOCTI B KPOBI

Ta TKAHUHAX MyXJIUHH.
- OuiHuTH 3MiHM KocTi KUTTS (QoL).
- HocnianTh noB’s3aHi 13 3aXBOPIOBAHHAM CUMIITOMH.

/ /&gmzﬁ f /@a&z{
= y S %W* / 5
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- JTocmiiMTH KJIHIYHY KOPHCTS.

Hocnimpkenns ¢asu 1/2, Biakpute, Brepile NpOBeJIeHe 32 Y4acTIO

JIOMHA, po3pobieHe s ouinkk Gesmekw, nepeHocumocti, DK,
dapMaKoAHHAMIKK Ta NPOTUITYXJIHHHOT aKTUBHOCTI MpaceTHHIOY npu
3aCTOCYBAHHI MalieHTaM 3 noluupeHuM, Heomnepabenbuum HIIKPJI Ta
MeIyIApHUM pakoM wwuronoaiGHoi 3anosu 3i 3minamu RET Ta 3
1.1; Juzaiin KJIIHIYHOTO || IHIIMMH COJTJHMMHM MyXJiMHaMH 3i 3miHamu RET.
BUMNPOOYBaHH: Lle gocnimpxeHus BKiIr0Yano ¢gasy 1 (YacTHHY 3 MiIBULIEHHSA 1031) IS
scraHornenHs MTD ta RP2D npasiceruni6y i3 HacTynHow (dasoro 2
(uacTMHA PO3MIMPEHHS) IS  OUIHKH  KiiHIYHOI ~eQeKTHBHOCTI
MpajceTHHIOy MpM MEBHUX THIAX MyXJTHH Ta PeXUMaXx JKyBaHHs (3
OLiHKOK B rmepuy uepry 3a jonomoroio U3B) i nojansmoro
BCTaHOBJIEHHS Oe3nexu Ta nepeHocumocti RP2D.

V JOCHimKEeHHS 3anydaluch TmaiieHtd Bikom > 18 pokis i3
FiCTONMIOTiUHO MiATBEPKEHMM Ta 3aJ0KYMEHTOBAHMM [iarHO30M
HeonepadeibHOT MOLIMPEHOI COJMIAHOT MyXJMHH Ta MOKa3HUKOM
3aranpHOro cray 3a mkanor ECOG Bia 0 10 2 (mic/s BHECEHHs 3MiH
no nporokony 4.1 10 yuacti B JOCTIUKEHHI JONyCKajucs Juiie
MAL[€HTH 3 MOKA3HUKOM 3arajibHoro crany 3a mkasoo ECOG sia 0 mo
1).

YV (asi 1 Oyno HeoOXinHuM, 100 y BCIX NALIEHTIB (38 BUHATKOM
MaLieHTIB, AKi oTpuMyBanu 1034 < 120 mr Ha 100y, abo mauieHTis 3
MeIyIAPHAM pPaKoM IIMTONOAIOHOT 3al03H) Mana Micle coJiaHa
myxauHa 3i 3minamu RET 3a pe3ybTatamMu JIOKaibHOT OLIHKH TKAHHHH
MyXJMHK Ta/a6o KpoBi. Yci malieHTH He BiANOBiIM a00 He NePEeHOCHITH
CTaHJApTHE JiKyBaHHs, ab0 OCIHIIHUK BCTAHOBMB, LIO JIKyBaHHs
BijnoRiagHO 10 kiacy cucremu opraiB (KCO) 6yno HenpuiHATHUM,
abo e icuypaio npuiitHaTHoro KCO Juisi 1aHOTO 3aXBOPHOBAHHS.

Y (asi 2 Oyno HeoOxiaHuMm, 100 B yCiX MAUi€HTIB (3@ BHHATKOM
MaLieHTIB 3 MEJYISPHUM PAKOM LIWTOMOiOHOT 3a/1031. BKIHOUCHHUX Y
12. OcHOBHI KpuTepii BKToueHHs |[rpynu 3 Ta 4) Mana Micue conigsa myxnuHa 3 oHkorenHnm RET-
3MUTTAM 200 MyTaLli€lo (38 BUHATKOM HECMUCIIOBUX MyTalii, MyTailii
3i 3cyBOM paMku 3uuTyBaHHsA iH(popmauil Ta HOHCEHC-MyTauiit),
BM3HAYEHA 3a JOMOMOrOK JIOKAIBHOTO TECTYBaHHA MMyXJIHHH abdo
LMPKY/IOK0YO0T B KPOBi HYKJIETHOBOI KHCIOTH MyXJMHM. YCi MALlieHTH
(32 BUHATKOM BK/IKOYEHMX B MOIIYKOBI rpyrnu 5 i 7) NoBHHHI Oy/K MaTH
BUMipIOBaHe 3axBoproBanHs 3a kputepismu RECIST vI.1.

JletanbHi KpuTepil BKIIOYeHHS, cneundiuni o rpyn gasu 2:

- rpyna | — nauieHTH 3 MiCLEBO MOLIMPEHHM abO METACTATHYHHM
HJIKPJI 3i 3auttam RET, ski pasiwe oTpuMmyBaiu XimioTepamiio Ha
OCHOBI NpenapaTiB MJIaTHHH;

- rpyna 2 — DauieHTH 3 MicLEBO MOLIMPeHMM abo MeTacTaTHYHUM
HJIKPJI 3i 3aurtsm RET, siki panile He oTpuMyBaiy XiMioTepanito Ha
OCHOBI TIpenaparis MJIATHHU, Y TOMY YHCII Ti, IKi He OTpUMYBaIIK Oy /b~
skoi cuctemuoi Tepamnii. [loriepeanst XimioTepamisi mnpernaparamu
MJIATHHY J03BOJIANACK B HE0A 1 IOBAHTHOMY Ta /1 OBAHTHOMY PEKHMI,
SIKILLO OCTAHHIO 103y IIaTHHK OyJ10 OTpuMaHo 3a > 4 Micsauli abo Ginblie
JI0 TIPUIHOMY TIepIIOT 103 MpajiceTHHIOY:

obraciit Gfocces
BT Boitse F5
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- rpyna 3 — T[AalieHTH 3 TMOLUMPEHMM MEIY/IsIPHHUM pPaKkoM
IMTONOMIOHOT 3a/1034, WO TporpecyBaB MpotaroMm 14 MicsuiB 10
BI3UTY CKPHMHIHTY, fKi paHilue OTpUMyBaIM iKyBaHHS Kabo3aHTiHIGOM
Ta/ab0 BaHAETAHIGOM;

- I'pyna 4 — npauieHTH 3 TMOMUPEHHUM MEAYIAPHUM PaKOM
LMTONOAIOHOT 3a/03M, 10 MPOrpecyBaB MpoTarom 14 Micsuis 0
BI3UTY CKpUHIHTY, #Ki paHille He OTPUMYBald JiKyBaHHS
kabo03aHTiHIOOM Ta/ab0 BaHeTaHiOOM;

- rpyna 5 — Mali€eHTH 3 [OLIMPEHOI COJIAHOK MyXJIHHOK 3
onkoreHHuM 3autTaM RET, ski panime oTpumyBanu craHaapTHe
JNiKyBaHHSA BiANOBIZAHO 10 TUMY NMYXJHHM i HE BIANOBIAAIM KPUTEPisM
BKJIFOUEHHS B iHIII TPpYIy;

- rpyna 6 — nauieHTH 3 MOUMPEHOK COJIAHOK MyXJHHOI 3
OHKOreHHUM 3auTTAM abo mytauieo RET, sxi paniwe otpumysaiu
JIKYBaHHA CeNeKTUBHMM iHriOiTopoM THposuHKiHasu (TKI), wio
iaridye RET;

- rpyna 7 — mNali€HTH 3 TMOIIKUPEHOK COMIJHOK MYXJIHHOK 3
oHkoreHHow wmyTtauiero RET, siki paHilie oTpumyBanu craHaapTHe
NiKyBaHHS BiAMOBIIHO [0 TUIY MyXJWHH i HE BiANOBIJAIN KpUTEPisM
BKJIKOYEHHS B iHIII TPYMH.

Yei nauientud, BitodeHi y ¢aszy 2 go 11 aunus 2019 poky (mata
3aBEpIUEHHA BKJIKOYEHHsA [l aHali3y e(eKTUBHOCTI), NOBUHHI Oy/M
paHillle OTPUMYBATH cTaHAapTHe nikyBaHHs (rpymu 1, 3 i 5-7) abo He
OyTH KaHAMIATaMHU 1)1 CTaHaapTHOT Teparii (rpymu 2 i 4).

[Tpanceruni6 (paniie Binomuii sk BLU-667) y kancynax i3 HeraiiHuM
BHUBIJTEHEHHAM MOCTAYABCS B TAKUX J03yBaHHAX: 1032 o 10 Mry 6innx
HEMpPO30pUX Karcynax i3 riapokcunpomniameruaiemonosn (HPMC)
po3mipom Ne 4, nosa no 30 Mr B opaHKeBO-YE€PBOHMX Karcy/ax i3
13. JlocnimkyBanuit nikapcekuit [HPMC posmipom Nel i noza nmo 100 Mr B CBIiTI0-01aKHTHHX
3aci0, croci® 3acTtocyBaHHf, cuialHenpo3opux kancynax i3 HPMC posmipom 0.
ait V ¢asi 1 nanieHTH OTpUMYBaIH NpajceTHHIO mepopanbHO O/1MH pa3 Ha
no6y no 30, 60, 100, 200, 300, 400 Ta 600 Mr i aBa pazu Ha 100y MO
100/100 mr i 200/100 mr.

VY ¢asi 2 Bci nauieHTH OTPUMYBAIH MPACETHHIO MepopanbHO OAUH
paz Ha noby no 400 mr.

14. Tlpenapar nopiBHAHHA, 103a,| He 3actocoBHo.
cnocif 3acTocyBaHHs, cuia il

HMonyasuis a9 ouinky Ge3nexku

Vi nauieHTH — yei 031/ pesuMu

BinblicTe nauieHTiB nonyasuii Ay OUiHKM Oe3leKH OTpUMYBaIu
CYNMYTHIO Tepamito mia yac aochimkerHs (98 %). Haiibinem nomupeni
CYMyTHI Jikapcbki 3acobum Hanexann o kiacie ATX  «lHwi
|3He0o00U] Ta Kapo3HMKytoul 3aco0u» (48 %), «Jlikapceki 3acobu
|mas nikyBaWHA nenTHuHOT BMpaskM Ta  racTpoesodareanbHoi
pedarokcHol xBopodu» (47.3 %), «Jlikapceki 3aco0u Ans JiKyBaHHs
3aXBOpIOBaHb IHTONOAIOHOT 3an03u» (46,3 %). CynyTHe JniKyBaHHS
NawieHTiB 3aranbHOT NONyasiuii 4715 OLiHKM Ge3neku, AKi OTpUMYBaIH

f%ggézza{;é,g/ %W.é’//— o
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no3y 400 Mr oauH pa3 Ha 100y (N =438), Ta ycix nauieHTiB, sKi
oTpUMYBaJIH BCi Jo3u/pexumu (N = 488) Oyno noaibHum.

[MauienTu i3 MPIUI3 i3 myrauicto RET, ski oTpuMyBanu JikyBaHHS
yciMa 103aMu/peKuMamu

binbwicts nauientis i3 MPLL3 i3 mytauiero RET y nonynsuii mns
OLIiHKM Oe3MeKy OTPUMYBAIH CYMYTHIO TEPAIiK0 MijJ Yac A0CIiKEHHS
(98,6 %). Haiibinbm mowupeHi cynyTHi Jikapcbki 3aco0u HaleKaiu 10
knacie ATX «Jlikapceki 3aco0u 17 JIiIKyBaHHS 3aXBOPHOBAHB
wuronoAidHoi 3ano3u» (93,1 %), «Biramin A Ta D, BKIIOUarO4M
KoMOiHauii agox BitamiHiBy (50,7 %). CynyTHe nikyBaHHA Mali€HTIB
3arajibHOT MOMYNALIT /15t OLiHKK Oe3MeKH, AKi oTpuMyBaiu 103y 400 mr
ouH pa3 Ha 100y (N = 119) Ta nauienTis i3 MPLL3 i3 myTanieio RET,
SIKI OTpUMYBAIU NiKyBaHHA yciMa ao3amu/pexkumamu (N = 144), 6yio
noaioHuMm.

[MauieHTH 3 pakom wmTonoAidHoT 3ano3u 3i 3auttam RET, ski
OTPUMYBAJIM JIiKYBaHHs yciMa J03amMu/pemumamu

VYei nauieHTd 3 pakom mutonogioHol 3ano3u 3i 3autTsiM RET y
nonynsuit 47s ouiHKM Oe3neKky OTPUMYBAJIM CYNYTHIO Teparito mija dac
nocaimkenns (100 %). Haiidinpiu nomupeni cynyTHi likapcbki 3acodu
Hanesxxanu 1o kiaaciB ATX  «Jlikapebki 3aco0u  aist  NiKyBaHHS
3aXBOPIOBaHb LIMTONOAIOHOT 3a5103u» (95,2 %), «Jlikapebki 3acobu ans
NiKyBaHHA MENTHYHOI BUPa3KH Ta ractpoesodareanbHoi pedarokcHol
xBopoOu» (76,2 %). CynyTHe JiKyBaHHs TaLIEHTIB i3 pakom
wmronoaibHoi 3ano3u 3i 3auttam RET, ski oTpumyBanu npenapat
o300 400 mr oaun pa3 Ha g00y (N=19) i nauienris i3 pakom
uronoaioHoi 3a103u 3i 3nutTaM RET, sxi orpumyBanu nikyBaHHS
ycima aozamu/pexxumamu (N = 21), 6yno noaiGHuM.

TMonyasinist 151 ouiHk edeKTUBHOCTI

[Tauientn 3 MPIL3 i3 myrauicro RET. AKi OTpUMVBAJIM JTIKYBaHHS
103010 400 mMr ouH pa3 Ha 100y

VYei mauienta 3 MPII3 i3 myragiero RET nonynsiuii ans ouiHku
e(PEeKTUBHOCTI, AKi OTPUMYBaIHU JiKyBaHHs 103010 400 Mr ouH pa3 Ha
100y, OTpUMYBAJIM CYNYTHE JIIKyBaHHsA nij yac jociimkerHa (100 %).
Haiibinpi nomupeHi cymyTHI JiKapchbKi 3ac00M HajleKaiu 10 KJaciB
ATX «Jlikapceki 3aco0M 1151 iKyBaHHS 3aXBOPIOBaHb IKMTOMOAIOHOT
sanosu» (96,7 %), «Bitamin A Tta D, Bxmouaroud xkomOiHauil JBOX
BiTaMiHiB» (57,6 %) i «Jlikapcbki 3aco0u it JIiKyBaHHS MENTHYHOT
BUpa3Ku Ta ractpoesodareanbHoi pedaokcHoi xBopobu» (53,3 %).
CynyTHe nikyBaHHA Oy70 NOAIOHMM MUK rpynamMH TMONEPEAHBOrO
nikyBaHHs nauientiB i3 MPIL3 i3 myrauismu RET.

[auientn 3 MPII3 3i 3nutram RET, gki oTtpumyBanu JikyBaHHs
203010 400 Mr oMH pa3 Ha 100y

Yei nauientn 3 MPUI3 3i 3nurtam RET nomymsauii ans ouinku
eexTUBHOCTI, AKi OTpUMYBaK JiKyBaHHs 103010 400 Mr ouH pa3 Ha
100y, OTpUMYBaJIM CYIYTHE JIIKyBaHHs niJ yac aociimkeHHs (100 %).
Haii6iab1 nowmmpeni cynyTHi JikapchKi 3aco0u Hanexanu 10 KiaciB
ATX «Jlikapcbki 3aco0u 15 J1iKyBaHHS 3aXBOPIOBaHb IIMTONOAIOHOT
sano3u» (100 %), «Jlikapcbki 3acobu Ansg JiKyBaHHS MENTUYHOL
BUpa3Ku Ta ractpoesodareasnbHoi peduitokcHoi xBopodu» (90,9 %) ta
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«IHWi 3HeOOMOKYI Ta JKApO3HMIKYIOYi 3aco0u» i «Bitamin A Ta D,
BKJTIOUar0UM KoMOiHauii ABoX BiTaMiHiBY (o 72,7 % kosxen). CynyTHe
NiKYBaHHS NaL[i€HTIB i3 pakoM IUTONOAIOHOI 3a031 3i 3nurTam RET,
SKi OTpUMYBaIM npenapar 103010 400 Mr oaud pa3 Ha 106y (N=11) i
MauieHTiB i3 pakoM wmMronoaioHoi 3amo3u 3i saurTam RET, saxi
OTpUMYBalu JiKyBaHHA Yycima no3amu/pexumamu (N =13), Oyio
MO IIOHUM.

16. Kpurepii ouiHKH eeKTHBHOCTI

Kinuegri Touku paszu 1

IlepBuHHI:
- Beranosnenns MTD Ta RP2D npancetuniGy.

BropuHHi:

- Y3B 3a RECIST v1.1 ans ycix nauieHris, iKi OTpUMYBAH JMiKyBaHHS
npajceTHHiOOM, BiANOBIIHO 10 TUMy 3aXBOpIOBaHHS Ta/abo cratycy
smini RET, 4kwo 3acrocoBHe, Ta/abo crarycy mnomnepeaHboro
NiKyBaHHSI, AKIIO 3aCTOCOBHE.

- Craryc rena RET i xopensauis mixx crarycom reda RET ta U3B,
yactoToro KiaiHigHoi kopucti (YKK), TpuBanictio Bimmosiai (TB),
BUKMBaHiCTIO Oe3 mporpecysanHsa (BBIT), 3aransHoOK BHKHUBAHICTIO
(3B) i wuactororo KoHTpoato 3axpBoptoBaHHA (UK3) Tta iHmumu
MOKa3HHKaMM MPOTUIYXJIWHHOT aKTUBHOCTI (B MJia3mi Ta/abo TKaHUHI)
B YCiX Mali€eHTIB BiAMOBiIHO 10 THMy 3aXBOPIOBaHHS Ta/abo crarycy
sminn RET, sikio 3acrocoBHe, Ta/abo cTaTycy MOMepeaHbOro
NiKyBaHHs, SKIIO 3aCTOCOBHE.

- OK napamerpu, mo uikaBaaTh: Cmax, tmax, tlas, AUCo24n, Cos,
oueBuaHUIA 00’eM posmoniny (Vz/F), tiz, ouyeBMIHHN OpasibHUi
knipedc (CL/F) ta koediuient nakomuuenns (R).

- GapMakoIWHAMIUHI MapaMeTpH: 3MiHH B MYXJIHHI/KPOBI BKIKOYAOUN
(omHaK He OOMEXYIOYMCh LMM) 3MiHY pIiBHS KalbLMTOHIHY Ta
KapLUMHOEMOPIOHAIBHOrO aHTUIeHA B KPOBI (MAaLi€HTH 3 MEyISPHUM
pakoM MTONOAIOHOT 3a/1031), i 3MIHKM PIBHA NMyXJIHHHUX Oiomapkepis
(DUSP6 ta SPRY4) (yci nauieHts).

[TowykoBi: piBeHb MOLIYKOBMX MapkepiB y kposi ta myxauni (JIHK,
PHK 1 6i70K) MNOpiBHSHO 3 MNPOTHUNYXJWHHOIO AKTHUBHICTIO Ta/abo
TOKCHYHICTIO.

Kinnesi Touku dasnu 2

[lepBuHHI:

- Y3B 3a kpurepiamu RECIST vl.l signosigno a0 Ttuny
3aXBOpIOBaHHA Ta/abo crarycy 3minu RET, skimo 3actocoBHe, Ta/abo
CTaTycy MonepeHLOro JiKyBaHHs, SIKIIO 3aCTOCOBHE.

BropunHi:

- TB, UKK, YK3, BbII ta 3B y Bcix mauieHTiB BiAMOBiIHO A0 THUMY

|3axBoproBaHHs Ta/abo cratycy 3minu RET, sikuio 3actocoBHe, Ta/abo

CTaTycy MONepeaHbOro JiKyBaHHs, KO 3aCTOCOBHE.

- Craryc rena RET i kopensuis mix cratycom rena RET ta U3B, UKK,
TB, Bbll, 3B abo UK3 Ta iHWIMMM MOKa3HUKAMH MPOTHNYXJHHHOT
aKTMBHOCTI (B mua3mi Ta/abo TKaHWHI) B YCIX MAUI€HTIB, BKJIOYAKYH
nauieHTis, fki orpumysany MTD/RP2D y dasi 1, BianosigHo 1o tumy

|3axBoproBanHs Ta/abo ctarycy 3Minu RET, sKu0 3acTocoBHe, Ta/ado
|cTaTycy nonepeaHboro JiKyBaHHS, AKILO 3aCTOCOBHE.

Glplrnccey £jltced,
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- ®apmaxoaunamivHi Ta OK napamerpu, sik onucaHo Buiie s hazu
1.

[lomykoBi (HaiOinbII 3HAYYINI [id JIAHOTO 3BITY MNpo KJIIHIYHE
JOCJiDKEHHS):

- piBeHb MOLIYKOBHUX MapkepiB B kposi Ta myxauni (JJHK, PHK Ta
0inoK) MOpIBHAHO 3  MPOTHIYX/JIMHHOK  aKTHBHICTIO  Ta/abo
TOKCHYHICTHO;

- 3MiHM TOB’A3aHUX i3 JIKYBaHHAM CHUMIITOMIB 32 JAHUMU aHAMHE3y
1[0/10 NMEePUCTAIBTHKH KUlleyHuKa (nauientu 3 MPLL3);

- 3MiHH B pe3yJbTaTax JiKyBaHHs 3a NOBiOMJIEHHSIMH NALi€HTIB 3a
JaHumu onuryBansHuka EORTC QLQ-C30.

Kinuesi Toukn ¢asu 1

ITepBuHHi: 3araabHuii npodins Oe3nexy npanceTuHioy, oniHeHUH 3a
THIIOM, YaCTOTOH), THKKICTIO, YaCOM BHHHUKHEHHA Ta 3B A3KOM 13
3aCTOCYBaHHAM J0CII1IKYBAHOTrO JiKapCchKoro 3acody Oymp-skoro HS,
cepiozHoro Hebaxanoro suua (CHA), 3MiHM OCHOBHMX MOKA3HHKIB
JKUTTENIAAbHOCTI opradismy, EKIT Ta nabopaTopHMX MOKa3HMKIB
besneku.

Kinnesi Touku dasu 2

[lepBuHHI: 3aranbHuil npodias Oesneku npanceTHHIOy, OMiHEHUI 3a
17. Kpurepii ouinku 6e3neku THUIIOM, YaCTOTOK, TAKKICTIO, YacOM BWHHMKHEHHS Ta 3B’A3KOM i3
3aCTOCYBaHHAM JOCIi/KYBaHOrO JiKapCchKOro 3acoby Oyap-skoro HA,
CH1, 3MiHM OCHOBHHX MOKA3HUKIB XKUTTEMISIBHOCTI opranizmy, EKT
Ta 1abopaTopHUX MOKA3HUKIB Oe3neKu.

Bropunui: mapamerpu EKI y 12 BijaBeneHHsX, OTpUMaHi MUIIXOM
Oe3nepepBHOro 3anucy (XonTepiBChbKuii MOHITOPHUHT y 12 BigBeAeHHSX)
y Aenb | nukny 1 ta aess 15 nukay 1.

Oxpemi EKI' oTpumyBanmm y [BOX MpHUMIpHHKaX i3 3anucis
XOJTEPiBCHKOr0 MOHITOPUHIY Yy 12 BijBe/leHHSX Y BM3HAuE€Hi 4acoBi
TOYKH Ta OLLIHIOBAIH y LEHTpaIbHiH naboparopii.

Amnaniz semorpadiuHuX Ta BUXIIHHX XapaKTepPHCTHK, MOTEPEIHBOr0
Ta CYMyTHBOrO JIiKYBaHHs | y3arajibHEHHS J0C/iUKYBAHOIO JIIKYBaHHS
HaBEJIECHO OKpPeMO /i MOmy’Auidl Anas ouiHku  Oesrexkd Ta
edeKTUBHOCTI. AHani3 jgemorpadiuHuX [OKAa3HUKIB, MOMEpeHbOT
NPOTUITYXJIMHHOI Tepanii i BUXIJHMX XapakTEpPUCTHK 3aXBOPIOBAHHS
TAKO3K HABEJEHO OKPEMO 1Sl MOMYsALlii BUMipIOBAHOIO 3aXBOPHOBAHHS
3i 3MiHamu RET. Anani3u, HaBeneHi 3a piBHEM J03H, IPYHTYBA/IUChL Ha
MoYaTKOBIH 1031 Ta peKumi.

PesynbraTh 3 Oesmeku NiKyBaHHA YCiX MNauieHTiB, fAKi oTpUMau
> 1 no3u npancetuHiby 10 AaTy 3aBeplICHHS 300py AaHUX, 3rPYNOBaHi
Ha OCHOBI MOYaTKOBOI J03M, MPU3HAYEHO! Ui MpUOMYy B JeHb 1,
He3aexHO BijJ (a3u JocrijkeHHs. PesynbTaTtu 3 Gesnexu HaBejieHi B
TEKCTI U1 @) nauienTis, siki orpumysanu 400 mr ouH pas Ha 100y (yci
nauieHTy 3 JgiarnozoMm MPIL3 i3 myrauismu RET i nauienTu 3 pakom
wuronoAioHoi 3an03u 3i 3nutTaM RET) i b) nauientu, sxi otpumanu
niKyBaHHS BciMa Jlo3aMu/peskumamu (yci nauienTtH 3 giarnozom MPILL3
i3 myrauismu RET i nauientn 3 pakom wmutonoaibHoi 3ano3u 3i
snuttam RET).

o

18. CrarucTHuHi METOIH
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U3B Oysna MepBUHHOK KiHIEBOIO TOYKOKW e(QEeKTUBHOCTI, L0
BU3HAYAIACh K YacTKa MALi€HTIB i3 MiATBEPKEHOI0 HAMKpallo
saranpHoI0 Bigmosiamo (H3B) y Burnaai nosroi Bianoeiai (I1B) abo
4yacTKoBOI Bianosiai (UB) 3a pesynsrataMu > 2 OLIHOK 3 iHTEpBaIOM
> 28 nHiB Ta BIACYTHICTIO MPOTPeCyBaHHS 3aXBOPIOBAHHA Mi’K HUMHU.
H3B n1s koXHOTO naiieHTa Bu3Hayanack Ha ocHoBi kputepiiB RECIST
vl.l. TlepBuHHMI KpuTepiii edekTuBHOCTI OyB  HE3AIEIKHOIO
LIEHTPaIi30BaHOI0 OLHKOKW B ciinomy pexumi (BICR) nokansHoro
obcrexmenns meronom Bizyanizanii. Haseneno YU3B i BianosiaHui 2-
cTopoHHiit 95 % poeipumii intepBan (JII) (Ha migcTaBi TOYHOTO
GinominansHoro posmnoainy Knonnepa — Ilipcona). Okpim Toro, H3B
micyMOBYBaJM 3a KijbkicTio Ta uacroroio [IB, UB, crabinbHoro
3aXBOPIOBAaHHSA, MPOrpecyBaHHs 3aXBOPHOBaHHA abo Kareropiit, 1o He
nigasrany ouiHui. Finoresa ta 064ucIeHHA pO3Mipy BUOIPKH Ha OCHOBI
Y3B 3a kputepismu RECIST vI. 6ynu cneuddivHMMK 1151 NALIEHTIB 31
smino0 RET, sKHUX OLiHIOBaIM HA MpeiMeT BiANOBiAi (32 BUHATKOM
rpyn 4, 6 1 7), ana koxHoi rpynu ¢asu 2 poswmupenns. Ilonansumi
ananis epexrusrocti mouas YKK, YK3, BBII, 3B Ta sikicTh KUTTA.

[Manientn 3 MPIL3 i3 myrauismu RET, saki otpumyBanu fiKyBaHHA
103010 400 Mr oauH pa3 Ha 100y, Oynu 3rpynoBaHi y Miarpynd sa
MonepeaHiM JIiKYBaHHAM Ta «3arajlomM», 1 Nali€eHTH 3 pakom
uronoAioHoi 3an03u 3i 3autTaM RET, ski oTpumyBanu nikyBaHHS
nozor0 400 Mr omguH pas o0y, Oynu 3rpynoBaHi 3a «ronepeiHiM
CHCTEMHMM JiKyBaHHAM» (110 BK/IOYae pagioaktusHuii o [RAI]) ta
«3arajgomy, Mpy LEOMY Pe3yJIbTaTH oA0 e(hEeKTHBHOCTI 118 NaLlieHTIB,
SKi OTpUMYBaIM JIIKYBaHHsS YyciMa J03aMu/pexxumamMu, HaBeleHi SK
J04aTKOBHH aHaii3. Pesynpratu moao Y3B, TB i wacy mo Bianosiai
HaBeleHi Ui J0JAaTKOBUX MiArpyn 3a BiKOM, CTaTTO, reorpadiuHum
perioHoM, pacoBOK MpUHANEKHICTIO 1 THIoM 3MiHW RET (BpomkeHi
abo cnopaauuui; nuwe nadientd 3 MPLU3 i3 myrtauiamu RET).
Pesyneratu mono U3B Takox HaBeaeHi 3a MONepeiHbOK TEparicro
Oylb-KUM MyJbTUKiHA3HUM iHriGiTopom (MKI) (nume nauient 3
pakom LiuTonoAioHoi 3a1034 3i 3nutTaAmM RET).

3BeficHI CTATUCTHMYHI MOKa3HUKM Ui Oe3nepepBHUX 3MIHHHX
BKJIOUAIM N (HENMpONylleHi CMOCTEpEeKCHHA), CEpPEeIHE 3HAYEHHS,
CTAHJAPTHE BIAXWJIEHHS, MiHIManbHe 3HAYEHHsS, MeliaHy Ta
MakcuMajibHe 3HAayeHHs. 3BeJeHi CTATHMCTHYHI [OKAa3HUKHM JUls
KaTeropiajbHUX 3MiHHWUX Oy/lM HaBeJeHi Yy BUIISAAI 4Y4acTOTH Ta
BigcoTkiB. Jlami woxo wuacy g0 mnoaii OynuM y3araabHeHlI Ta
npoaHanizoBaHi 3a jgomomorow Meroay Kannana - Meiiepa,
BKJIFOUAKOU W po3paxoBaHy meliany 3 95 % [l

HA., axi BUHMKaMW Mg yac JikyBaHHs, Oyau Bu3HaveHi sk H, wo
BUHUKAIKU Mij yac abo ricig npuioMy nepiuoi 1034 mpanceTuHioy 10
30 aHiB nic/s npuiioMy ocTaHHBOT 103H; Oyab-ake HS, ske BRaxanocs
MOB’sI3aHMM i3 3aCTOCYBaHHAM MpajiceTuHiOy, He3alemHo BiJ JaTH
nouarky, abo Oyab-ske HJSl, ske Bixe Oyl0 HasiBHE Ha MOMEHT
BK/IIOYEHHS B JOC/IiIXKEeHHs, OJHAK HOro iHTEHCHBHICTH MOCHIIMWIIACH
Mig yac AOCJIiIFKEeHHs ad0 HaJalll, BBAXKAIOCK JOC/I AHUKOM MOB’ 3aHUM

|13 3aCTOCYBaHHAM MpAJICETHHIOY.

(%%%aw;ﬁ )ﬁfwf
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Hist remarosioriynux Ta GioXiMiuHHMX 1abOpaTOpHUX MapaMeTpin
HaBeJIEHO 3arajbHUii MiACYMOK, 3MiHM BiJl BHXiJHOTrO piBHS,
KopoOYacTi JiarpaMu Ui OKPEeMHX NapamertpiB i TabmuIli 3cyBy Bin
BMXiJHOTO PiBHA 10 OLiHKH HANTIPIIOrO CTYTIEHS i/l Yac J0Ci PKEeHHS.
J71s1 OCHOBHHMX MOKa3HUKIB JKUTTEAISILHOCTI OPraHi3My Ta MOKa3HUKIB
(yHKUIT IMTOBHAHOT 3271031 HaBE/ICHO 3arajibHUil MiACYMOK i 3MiHH Bij
BUXiJHOro piBHA. [lokasHuku 3araneHoro crany 3a wmkajioro ECOG
Oyau nmiacymoBadi 3 uyacom. Pesyneraru EKI' Gynu HaBemeni mus
(aKTUYHUX 3HAYEHB i 3MiH BiJl BUXiAHOTO PiBHSL.

Hapeneno ysaranbHeHHss pesynbTatiB mogo ®K y dasi 1 i 2
JOCHiKEHHs, a JeTajlbHUMl OMMC MPEACTABIEHO B OKPEMOMY
nokymenrti. Ouinka @J] (piBens myxmuHHMX Giomapkepis DUSP6 Ta
SPRY4) npoeoaunachk y mnepiiy uepry Ais nauientis y ¢asi 1 i3
apXiBOBaHMMH 3pa3kaMH (BUXiJHHMIA piBeHB) i M Yac JNiKyBaHHS y JEHb
I wuKny 2 B TKAHUHI MyXJUHH i3 > 20 % NyXJIHHHUX KITHH.

®a3za 1 (niABHINEHHS 103H)

Cepen 62 nauientiB y ¢asi nigpuinenns go3u 26 (41,9 %) nanjienris
Oyau kiHouoi crati Ta 36 (58,1 %) Gynu 4osoBiuoi crarTi, GinbIWICT
Oyl  HeicnaHcbkoro a0 JaTHHO-aMEPHUKAHCHKOTO  MOXOKEHHS
(82,3 %), eBpomneoianoi pacu (75,8 %) i Bikom <65 pokis (71 %).
Meniana (niana3zoH) BikKy B Uil momynsiii nauieHTiB ctaHoBuna 56,5
(19-85) poxis.

Honyasiuis ausi ouinku Ge3nexu

Yei nauieHT — yei 1031/ pexumMu

Cepen 488 naiiieHTiB y 3aranpHiil nonyasuii ajs ouiHky Oesneku 222

(45.5 %) Oynm xkiHouoi crati i 266 (54,5 %) Oynu 4vosoBidoi crari,
Oinpwiicte  OynM  HeicmaHcbKOro a0  ATHHO-aMEPUKAHCHKOTO
noxokeHHs (86,9 %), esponeoiaHoi pacu (60,2 %) i BikoM < 65 pokiB
(69,9 %). Meniana (niamasoH) BiKy B Wil nonyasuii nauieHTiB
cranoBuuia 59 (18-87) pokis.
19.  Jemorpadiuni  noxasHuku| Jlemorpadiuni nokasuuku Oyau nogiGHUMHM cepel MNAli€HTIB Y
JIOC/TI[UKYBAHOI MOMynALii (cTaTk, (3aranbHiil nOmymsuil 111 OWiHKK Oe3MeKH, sKi OTPUMYBAJIH JiKyBaHHS
BiK, paca, TO110) no3ot0 400 mr oauH paz Ha o0y (N =438), ta ycix mauieHTis, sxi
OTPUMYBaJIH JiKyBaHHs ycima no3amu/pexxumamu (N = 488).

[auientn 3 MPII3 i3 mytauismu RET, ski oTpuMyBany IiKyBaHHS
ycima Jo3amu/pexumamMu

Cepen nauientis i3 MPLL3 i3 mytauismu RET B nonynsiuii auist ouiHku
Oesneku 49 (34 %) Oynu skiHowoi cTati i 95 (66 %) Gynu 4onosiyoi
cTarti, OinblwicTe Oyau HeicmaHcbkoro abo JIATHHO-aMEPHKAHCHKOTO
noxo/ukeHHs (86,1 %), eBponeoinHoi pacu (74,3 %) i Bikom < 65 pokis
(73,6 %). Meniana (miana3od) BiKy B I1ii nomyJsauil nauieHTiB
cra”oBuia 57 (Bia 18 no 85) pokis.

Hemorpadivni nokasHuku 0yau noibuumu y nagiexris i3 MPIL3 i3
mytauismu RET, saki otpumyBanu nikyBaHHA yciMa 103aMu/pexkuMamu
(N = 144) i nauienTis i3 MPIL3 i3 myrauismu RET, sxi orpumysainu
nikyBaHHs 103010 400 Mr oauH pa3 Ha 100y (N = 119).

[MauieHTH 3 pakoM wuTonoAioHoi 3an03u 3i 3aurtsaMm RET, ki
OTPUMYBAIH JiKYBaHHA VCiMa J03aMM/pesKUMaMu
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Cepen 21 nauienta 3 pakom uTonoAi6HOT 31034 31 3nutTsiM RET B
nonyaauii ans ouinku 6e3nexu 11 (52,4 %) 6ynu xidoyoi crati i 10
(47,6 %) Oyau yonomiuoi crari, GinbiIicT OyIM HeicmaHchKoro abo
NaTHHO-aMEePUKAHCLKOro mnoxomxeHHs (85,7 %), esponeoinHoi pacu
(81 %) i Bikom <65 pokiB (57,1 %). Mexiana (aianason) Biky B Liii
MOy AT ManieHTiB cTaHoBUIA 62 (Bix 23 10 74) poku.

Hemorpadiuni nokasHuku Oyau MOAIOHMMH y MAUIEHTIB i3 pakoM
IUTONO/II0HOT 321031 3i 3nutTsaM RET, siki orpumysanu sikyBaHHS
ycima pozamu/pexkumamu (N = 21) i naujentis i3 pakoM muronoai6Hot
3an034 31 3mMTTAM RET, siki otpumyBanu 103y 400 mr ouH pas Ha 100y
(N=19).

Ionynsinia 115 ouinky epekTHBHOCTI

[auientu 3 MPII3 i3 myrauismu RET, ski orpumyBanu jikyBaHHs
Z030t0 400 Mr oiMH pa3 Ha 106y

Cepen 92 nauienris i3 MPIL3 i3 myrauismu RET, saki otpumyBanu
nikyBaHHA 103010 400 Mr oxuH pa3 Ha 100y B NONyJALii A OLiHKM
ebexruprocti, 29 (31,5 %) Gynu xiHouoi crari i 63 (68,5 %) Gynu
YOJIOBIYOT cTaTi, GinbLIiCTh HalEXKaNH 40 €BpOIeoiaHoi pacu (78,3 %),
Oynd  HeicmaHChKOro abo JIaTHHO-aMEPUKAHCHKOTO  [OXO/IMKEHHs
(84,8 %) i Bikom < 65 pokis (71,7 %). Meaiana (niana3on) Biky B wiit
nonynauii nanieHTiB cranouna 59 (i 19 o 83) pokis.

JemorpadiuHi nokazHuku Oyau nomioHuMK y nauientis i3 MPIL3 i3
myrauismi RET y rpynax nonepeiHboro nikyBaHHs, a TaKowx Yy
nauientis i3 MPIL3 i3 myrauismu RET, sxi otpumyBanu JikyBaHHs
103010 400 mr oxun pas Ha 00y (N =92), i mauientis i3 MPILI3 i3
mytanismu RET, saki orpuMyBaiu yci 103u/pexxuMu B MOMysiiii au1s
ouiHku edextuHocTi (N = 117).

[TamieHTH 3 pakoMm wMTonoAioHoi 3ano3u 3i aaurtam RET, sxi
OTPHMYBAJH JiKYBaHHs 103010 400 Mr ojiMH pa3 Ha 100y

Cepen 11 nauieHTiB i3 pakoM WHTONOAIOHOT 3a/103H 3i 3auTTIM RET,
AKI OTpUMYBalM JlikyBaHHA 103010 400 Mr oauH pa3 Ha 100y B
MonynAuii 1715 ouiHKH eekTHBHOCTI, 5 (45,5 %) Oyau *xinouoi cTari i
6 (54,5%) Oynu yonosiuoi craTi, OIBIIICTE HaNeKald a0
eBporeoianoi pacu (81,8 %), Oyau HeicnmaHcekoro ado jnaTHHO-
amepukaHcbKkoro noxokeHHs (81,8 %) i Bikom < 65 pokie (63,6 %).
Meniana (niana3oH) Biky B Wi momynsiii nauieHTis craHoBuaa 61 (Bix
23 no 74) pik.

Hemorpadiuni nokasHUKM Oynu MOAIGHUMH Yy MAli€HTIB 3 pakoM
wuTonoAioHoT 3an03u 3i 3mutraM RET, ski orpumysanu nikysanHs
(no3or0 400 mr oauH pa3 Ha mo0y (N=11), i mauieHTiB 3 pakom
|muronoaiGHoT 3an03u 3i 3autram RET, ski oTpumyBanu jiKyBaHHS
|lycima no3amu/pesxxumamu (N = 13).

[Momyasiuisi 3 BUMIPIOBaAHHM 3aXBOPIOBAHHAM 3i 3Minamu RET

[auienty 3 MPII3 i3 myrauismu RET, ki oTpUMYBaIW JiKYBAHHS
203010 400 Mr oauH pa3 Ha 100y

Cepen 84 nauientin i3 MPIL3 i3 myrauismu RET, ski otpumysanu
nikyBaHHs 103010 400 Mr oauH pa3s Ha 100y 25 (29,8 %) Gy KiHouoi
crari i 59 (70,2 %) Oyau yonosidoi crati, GinblIiCTE HaNEKaAM [0
espornieoigHoi pacu (77,4 %), Oyau HeicmaHcekoro abo JaTMHO-
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aMepUKaHChKOro noxoxeHHs (84,5 %) i Bikom < 65 pokie (70,2 %).
Mepiana (aiana3oH) Biky B Wil nomyjsuii nauieHTiB craHoBuia 59,5
(Bix 19 o 83) pokis.

Hemorpadiuni nokasHUKM Oyad MOAIOHMMM MDK  TpylaMu
nonepeaHboro JikyBaHusa nauientis i3 MPII3 i3 myrauiasmu RET, 3a
BUHATKOM O1/1bI1IOT YACTKU NaLieHTIB BiKOM = 65 pokiB (45 %) y rpymi
BiICYTHOCTI [OMEPeJHLOr0 CHCTEMHOIO JIKyBaHHs IOPIBHAHO 3
HIIMMK TPYNIaMH JTiKYBaHHS.

[MTalieHTH 3 pakoM MTONOAIOHOT 3an03u 3i 3nuttaM RET. ski
OTPUMYBAIH JiKYBaHHSA 103010 400 Mr 0JMH pa3 Ha 100y

Cepen 9 nawuieHTis 3 pakoMm wutonoAioHoT 3an03u 31 3nuttam RET, sxi
oTpuMyBaH JiKyBauus gozoto 400 Mr oauH pas Ha o6y, 3 (33,3 %)
Oynu KiHodoi crtati i 6 (66,7 %) Oynu vosoBivoi cTaTi, OLIBLIICTE
Hajexanu 10 eBponeoinHoi pacu (77,8 %), Oyau HeicnaHcbkoro abo
JaTUHO-aMepHUKaHCbKoro noxojkeHHs (88,9 %) i BikoMm <65 pokis
(66,7 %). Meniana (miama3zoH) BiKy B Lil MOMyJsLil mMaili€HTIB
craroBuna 61 (Big 46 no 74) pik.

Hemorpadiuni nokazHuku Oyau noJiOHUMU cepel NaLieHTIB 3 pakoM
wutonoAioHoi 3ano3u 3i 3autTaM RET, fki oTpuMyBanu nikyBaHHA
nozot0 400 mr oaun pa3 Ha o0y (N=9) i nauieHTiB 3 pakom
muTonoAioHol 3a103u 3i 3nuTTAM RET, ski oTpumyBanu nikyBaHHA
ycima gozamu/pexumamu (N = 11).

Busnauennss MTD/RP2D: po3za npancerunidy 400 mr oauH pa3 Ha
no0y Oyna BuszHaueHa sk MTD i oOpaHa gk mouaTkoBa 103a 1t haszu 2
(RP2D). Pexxum npuiiomy 1Ba pa3u Ha 100y He BUBYABCA Haaasi y Basi
2 J0CIiIPKEHHS.

PesyabTaTn moao eeKTHBHOCTI: aHani3 e(peKTUBHOCTI MPOBOAUBCA
3a JaHWMH Mali€HTIB, AKI OTPUMYBaJIH mpenapat a030t0 400 Mr oauH
pa3 Ha 100y i novanu aikyBaHHs |1 aunua 2019 poky abo panitue.

OCHOBHI pe3yJbTaTH 0A0 ehEeKTHBHOCTI:

- U3B Ha niacrai LEHTpanbHOI PEHTrEHOJOTIUYHOT eKCNepTH3M 3a
kputepisMu RECIST vl1.1 cranoBuna 55,4 % (95 % JI: 44,7, 65.,8)
saraqom (N=092) y nonynsuii a1 ouiHku edexktuBHocTi. U3B
cranoBuia 59,5 % (95 % [HI: 48,3, 70,1) y nauientiB i3 MPIL3 i3
myTauisma RET 3aranom (N=84) y nonynsuii nauieHTiB i3
20. Pe3ynbraTi €(heKTUBHOCTI BHMipIOBAaHMM 3aXBOpIOBaHHAM 3i 3miHamMu RET.

- Mepniana TB He Oyna pgocsarHyra B nonyjsauii Uit OUiHKM
edekTuBHOCTI, Npu UbOMY AaHi 92,2 % nauieHTiB 0y10 LEH3YPOBaHO.
[TokasHuku BiporigHocTi TpuBatouoi BiamoBiai Kamnana — Meliepa
craHoBuIM 95,1 %, 92 % i 88,5 % uepes 6, 9 Ta 12 micaliB BiANOBIAHO.
Meniana (miana3oH) yacy a0 nepiuoi BianoBiai cranosuna 3,71 (Big 1.7
|10 12,9) wmicaus. [3 51 nauienta 3 miaTBepIKeHOK Bianosiaawo 40
(78,4 %) masii MOKJIMBICTb MOAABIIONO CIOCTEPEKEHHS POTATOM > 6
LUMKIIB Bill moyaTKy Bianosiai (abo manu nogito, abo mepeayacHo
MPUNUHKIAKM JliKyBaHHsA). Pesynbratu wojpo TB Oyau noaibuumu B
nonyJiauii BAMIprOBaHOI 0 3aXBOpIOBaHHA 31 3MiHOK RET.

i - UYacToTra KOHTPO/IO 3aXBOPIOBAHHA B TMOMYJAUil A1 OLIHKH
|edexTiBHOCTI cTanoBuaa 93,5 % (95 % /[IlI: 86,3, 97,6), npu usomy y
}86 nauieHtiB Oyna pocarnyra [IB, UB abo C3. Yactora KOHTPO.IO
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3aXBOpIOBaHHA ©Oyina MofiGHOK B MOMyALil  BUMipHOBAHOTO
3axBoptoanus 3i 3minoio RET.

- YKK y nomymsuii st ouiHky edekruBHOCTI cTaHoBuna 84,8 %, npu
uboMy y 78 mauientiB Oyna nocarnyra I[1B, UB aGo C3 npomsirom
> 16 TiwxkHiB (To6TO, 4 % 28-menni wukmu). YKK Gyna moxpibuowo B
nonynsLii BUMipIOBaHOro 3aXBoproBaHHs 3i 3Minoo RET.

- Megpiana BBIl y momymsiuii ansi ouiHk# edeKTHBHOCTI He Oyna
nocarayta (95 % [Il: -, -) npu po3paxyHkosiii uactoti BBIT 88,5 %
uepes 6 Micauis, 84,5 % uepes 9 micswis i 7,8 % uepes 12 micawis.

- 80 nauienrie (87 %) y nonmyasuii aas OLIHKH e(eKTHBHOCTI
3aMMLIMIKCA KMBHMH Ha Jatry 3aBeplueHHs 300py aaHux. [TokasHMK
Kannana — Meiiepa juis megianu 3B He Moxe OyTH BU3HAYEHHE MpH
Mejiani nepioay crnoctepexxerns 14,3 micaus. PospaxyHkosa yacToTa
BMJKMBAHOCTI craHoBuna 95,5 % uepe3z 6 micauis, 94,1 % uepes
9 micsiuis i 92,6 % uepes 12 micauia.

- 3arajoM pe3ynbTartd 1100 eeKTHBHOCTI Oyau noaiGHUMK cepef
rpyn NONEPEHBOTO JiKyBaHHs. Y NOMyJALi 115 OLiIHKK eeKTHBHOCTI
U3B craHoBuna 52,5 % (95 % JI: 39,3, 65.4) y nauieHTiB 3 nonepeaHim
nikyBaHHsM kaGosaHTiHiOoM Ta/abo BanzeTaHibom (N =61), 63,6 %
(95% JI: 40,7, 82,8) y mamieHTiB 3 MOMEPEHIM JiKyBaHHSM
kabGo3anTinibom i Banaeranibom (N =22) i 63,6 % (95 % Al 40,7,
82.8) y nmauienTis 6e3 nonepeHpOro cucTeMHoro dikysanss (N = 22).
Y nonynsuii namieHTiB i3 BUMipIOBAHUM 3aXBOPIOBAHHAM 31 3MiHAMH
RET U3B Gyna noaiGHOW y MALi€HTIB i3 nonepeaHiM IiKyBaHHIM
kabo3anTiHiOOM i BanaeTaniGom (63,6 % [95 % J1I: 40,7, 82,8], N = 55)
MOPIBHAHO 3 MOMYJALIER /IS OLiHKH eeKTHBHOCTI i 301IbIuMIach y
maljeHTiB 3 nonepeaHiM  JikyBaHHsM  kaOosaHTiHiOOM Ta/ao
BaHaeTaHiooM (56,4 % [95 % II: 42,3, 69,7], N = 22) i y nauieHTiB 0e3
rnornepeaHLOro cucremHoro Jikysanus (70 % [95 % I: 45,7, 88.1],
N = 20) nopiBHAHO 3 NOMYJISL{I€IO /15 OLiHKH e()eKTHBHOCTI.

OcHoBHi pesynsrati WOA0 e(EeKTHBHOCTI y MNALIEHTIB 3 pakoMm
IMTOBKMAHOI 3a7103H 31 31uTTsAM RET:

- Y3B Ha nigcraBi LEHTPAIBHOT PEHTIEHOJIOrIYHOI €KCNEPTU3H 3a
kputepismu RECIST vl1.1 cranosuna 81,8 % (95 % JI: 48.2. 97.7)
saranom (N=11) y mnonynsuii ana ouinku edexrtusnocri. Y3B
cranoBuiaa 88,9% (95% JI: 51,8, 99,7) y nauieHtis 3 paxom
mronoAioHoi 3anosu 3i smurtam RET (N=9) y mnonyasuii 3
BUMIpIOBaHMM 3aXBOPHOBaHHSM 3i 3MiHamu RET.

- Mepgiana TB He Oyna JocsrHyta B HONYJALIT 19 OUIHKM
edexTuBHOCTI, npy LBoMy 88,9 % nailieHTIB Bce 1€ Majy BiANOBI/b.
[Tokasuuk BiporigHocti Tpusaiouoi Bigmosiai Kannana — Meiiepa
craHoBuB 100 % uepes 6 micsuiB i 75 % vepes 9 i 12 micauis. Meniana
(nianazoH) uacy Ao mepiuoi Biamosiai cranosuna 1,87 (sia 1.8 mo
5,5) micaua. VYei 9 nauieHTiB 3 miATBEp/PKEHOK  BiNOBIAMIO
crocTepiranuch NPOTArOM > 6 UMKIIB BiJ M0YaTKy BiAMOBII.
Pesynpratu oo TB Gynu nogiGHUMH B nonyisuii BUMIpHOBAHOIO
|3axBoproBaHHsi 3i 3Minamu RET.
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- Yacrora KOHTPOJIO 3aXBOPXOBAaHHA B MOMYJAUil Uit OUiHKM
eextuBHocti cranosuna 100 % (95 % [l: 71,5, 100), npu upomy B
11 nauienriB 6yno aocsaruyro 1B, UB ado C3. Yactora KOHTpOIIIO
3aXBOPHOBaHHA Oyaa mnoAidHOW B monmynsiii  BHMipHOBaHOTO
3axXBOprOBaHHA 31 3MiHamu RET.

- UKK B monynsauii edgexruBHocti cranouna 90,9 %, npu upomy y
10 nauientie Oyno pocsaruyto [1B, UB a6o C3 npotarom > 16 TxHIB
(robro 4 x 28-penni uukim). YKK Oyna nopibHoro B momysswii
BUMipIOBAHOT0 3aXBoproBaHHs 3i 3Minamu RET.

- Mepiana BBIl y nonynsauii ans ouinku edexktuBHOCTi He Oyna
nocaruyrta (95 % JI: -, -) npu po3paxyHkogiit yactoti BBII Ha piBHi
90,9 % uepes 6 ta 9 micauis i 77,9 % uepes 12 micsauis.

- 9 nauieHtiB 'y nonyaauii ama ouiHku edexkrtusHocTi (81,8 %)
3aIUIIWINCS JKUBMMU Ha JIaTy 3aBeplleHHs 300py JnaHux. [TokaszHuk
Kannana — Meiiepa ans mezaianu 3B He moske OyTH BU3HAuYeHU npu
MmejiaHi nepioay cnoctepeskenua 12,9 micsaus. Po3paxyHkosa yactoTa
B KMBaHOCTI craHoBuIa 90,9 % uyepes 6, 9 i 12 micsuis.

PesyabTaTn mwoao ®K: y ¢asi 1 (niauiueHHs 103u) cepeani npodini
KOHLEHTpallis-uac MnpajceTHHIOy michas mnepopaidbHOro mnpuiomy
OJHOKpaTHOI J03M XapakTepusyBaaucsd LWIBUAKOW abcopOuieo B
CUCTEMHHMI KpoBoOOir (MeaiaHa tmax Bil 2 40 3 TOAMH) 3 HACTYIHOIO
O4YEeBUJIHOK MOHOGa3HOKW  ediMiHauiew. Pesynbrath nokasanu
npodiiib, MOPIBHAHHUIA 10 TAKOro, WO CrOCTEpiraBes B JOCII IHKEHHIX
33 y4acTio 3/10poBux A00poBoabiiB. CL/F 6yB nopiBHSAHHMM MiX JHEM
1 uukny 1 (cepeane 3navenns Bia 6,4 10 30,9 n/ron) i aHem 15 wuxay |
(cepenne 3HaueHHs Big 8,6 mo 40,2 n/ro;), WO CBIAYHTE TIPO
BiJICYTHICTb OUEeBMIHMX 3alle)KHMX BiJ yacy 3min @K npaicerunity.
CepenHe 3HaueHHsA ty, npaiceTuHiOy y neHs | uukay 1 BapitoBaso Bia
11,3 1o 22.9 rogunu (ana aianazony go3 sig 200 go 400 mr), wio
MiATPUMYE PEKHUM J03yBaHHA OJUH pa3 Ha 100y. Okpim Toro, cepeaHe
3HauYeHHA ty; 0y/10 MOPIBHAHHUM 3 MOKAa3HMKAaMH, 3apeECTPOBAHUMH B
aocnipkeHHax ¢asu 1 3a yuacTio 370poBHUX J00poBOJbLiB. [licns
MOBTOPHOTO MpUOMY OJUMH paz Ha J00y OuiKkyBajioch, U0
PIBHOBRXXHHMH cTaH Oyae MOCATHYTHH 10 AHA 4 i3 HAKOMHUYEHHAM
< 3 paziB.

O®K aHaniz y mauieHTIB i3 pakoM LIMTOMOAIOHOT 3a/103H 3i 3MiHAMU
RET (nauientn 3 MPIL3, naniasipHum pakoM miutonoibHoT 3a1034 Ta
IHIDUMHK MYXJIMHAMK IMTONOAiOHOT 3am03u vy dasi 1 i 2) nokazas K
npoQine, NOPIBHAHHUI i3 TAKMM Y NaLlieHTIB y ¢asi 1.

[Ticna npuitomy oaHokpaTHOT 1034 400 Mr npasiceTuHi0y MeiaHa tmax
craHoBuIa 2,06 roiMHy i3 cepeiHiM 3HauUeHHAM ty. y aeHb | nukay | B
nianazoni Big 12,6 no 19,8 roaunuu (aas apianazony o3 Bia 200 1o
400 wmr). [Ticast noBTOpHOTO MpUitoMy OAMH pa3 Ha 100y OUYiKyBaIOChH,
1O pPiBHOBAXXHUM cTaH Oy/Jie JOCATHYTHI 10 3—5 Hs npuOaM3HO i3 2-
KpPaTHUM  HaKOMWYEeHHAM (reoMeTpuuHe cepedHe  KoedilieHTy
HakonuueHHs 1,82 [koediuient Bapiauii 59,2 %] i 2,02 [koediuieHt
Bapiauii 56,7 %] ans Cmax 1 AUC Bianosiano). [MponopuiiHicTs 1031
npajceTHHiOy Oy1a BcTaHOBIEHA Miciis NPUHOMY OJHOKPATHOI 103U
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A7 AianasoHy 7103 Bijg 200 1o 400 mr, Lieii BACHOBOK HE MOJKHA 3pOOUTH
B PIBHOBa)KHOMY CTaHi sl MOBHOTO Aianasony 103 (ixg 60 go 600 mr)
abo oOmexeHoro pmiamasony mo3 (Bim 200 mo 400 mr). Oamak wui
pe3yNbTaTH Clijl iHTEprpeTyBaTH 3 OOEpeXHICTIO Yepe3 HEBEIHKY
KiJIbKiCTh NaLi€HTIB, IKi OTPUMYBAIH iHI 103H, KpiM 400 Mr oJuH pa3
Ha 100y.

Hasa ycix 488 nmauientiB y nmomyssuii s ouiHku Oesnexu meziaHa
(miamason) TpuBanocti sikyeauHs cranoeuna 6,01 (< 1-33,8) micaus.
OcHoBHI pe3ynbTaTH 3 O€3MeKu A/ YCIiX MaLi€HTIB Y mOmyasauil ajs
OLIHKHM Oe3neKu:

-y 484 nauienrtie (99,2 %) BuHukau Oyne-aki HS. Haii6inpm
nowmupenumu HA (y > 25 %) O6ynu niasuwmenns pisas ACT (41 %),
anemis (36,7 %), 3akpen (35,7 %), migBumenns pisus AJIT i
aprepianbHa rineprensis (y 29,1 % koxue) ta pgiapes (28,7 %).
3aranom y 336 nauieHTiB (68,9 %) BuHHKIO Oyab-ake HA > 3 cryneus;

-y 445 (91,2%) nauienrtis BuHuKaIM HS, nos’s3aHi i3 3acTocyBaHHAM
npanceruHiOy. Haiibinpm nomwupenumu nos’szanumu HA (y > 20 %
nauientiB) Oynu nijgBuiienHs piBHa ACT (32,6 %), anemis (23,2 %),
niaeuennsa pisaa AJIT (22,5 %), aprepiansHa rineprensis (21,7 %) i
3akpen (21,3 %). 3aranom y 229 nauieHTis (46,9 %) BUHMKIIM [1OB’ s13aHi
HA = 3 crynens;

- y 226 mnauieHtiB (46,3 %) Bunukau Oyme-aki CHS. Haiibinein
nowupenumu  CHA (v >2% nauiedrtiB) Oynd  NMHEBMOHiA
(39 nauienrie, 8 %), mporpecyBaHHs 3axXBoproBaHHsA (28 mnaLlieHTiB,
5,7 %), nHeBMoOHIT (22 nanieHTis, 4,5 %), cencuc (16 nauienTis, 3,3 %)
Ta iHdeKil ceyoBuBiAHKX HUIAXiB (16 nauienTis, 3,3 %). 3aranom y 82
nauienriB (16,8 %) BuHMKIM noB’s13aHi 3 NikyBaHHaM CHS. HaiiGinbm
21. Pesynbraru Oe3neku nownpenum noe’sasanum CHS Gy nueBmoHiT (3,9 %). 3aranom
52 nauienTa (10,7 %) nomepnu uepes HA nia yac gocnimxenus (1 %
uepes noB’s3ani HA);

- y 35 nauienriB (7,2 %) npoBeneHo > | nmiaBULIeHHS 103U i s 300
(61.5 %) npoBezneHo > 1 3HMIKEHHS 103U, MepepHUBaHHA abo MPONycK
npuiiomy a03u npenaparty uepe3z HA mix yac nocnimkeHHs. 3araiom y
79 nauientis (16,2 %) Bunukiau HS, ski crand ocHoBHOW a0o
CIIPHAIOYOI0 NPUYHHOIO, L0 MPHU3BENa 10 MOCTIHHOT BiAMIHH JIIKYBaHHS
(BKJIIOYAIOYM  «MIPOrpecyBaHHS 3aXBOPIOBAHHSIY, 3apeeCcTPOBAHE K
tepmin HA i HSl, mwo npeacraBianm CUMNTOMH MNpOrpecyBaHHSA
3axBopioBaHuf). Haiibinew nowwupennmu  sBumamu  (y > 1%
MaLli€HTIB), fAKI MPH3BENM 10 MOCTiiHOT BIAMIHM JiKyBaHHs, Oyiu
nporpecyBaHHs 3axBoptoBaHHa (3,1 %), nHeBmoniT (1,6 %) i
nHeBMoHis (1,4 %);

- HJS, aki npeactaBasitoTh OCOOMMBHMI iHTepec: y 59 nauieHTIB
(12,1 %) Bunukau > 1 HSL, saxi npeacrasisioTs ocobnuBUi iHTEpec, Yy
(opmi nHEBMOHIT (MoB’a3aHa 3 AiKyBaHHAM Y 2,7 % nauienTiB, sk CHA
y 8 % [noe’szane y 2 %], i Taka, 10 npu3Besa 10 NOCTiHHOT BiAMiHH
naikyBanus, y 1.4 % [nos’s3ana y <1 %]); y 51 nmauienta (10.5 %)
BuHUKIM > | HS, sxi npencraBnstors oco0auBuil iHTepec, y dopmi
NHEBMOHITY (nor’s3aHuii y 9.4 % nauientie, sk CHA y 45%
[moB’sa3ane y 3.9 %] i Takuii, wo npu3BiB 10 NOCTIHHOT BiAMiHM
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nikyBanua y 1,6 % [yci nos’ssani]); y 3 nmauientiB (< 1%) BHHHK
MOB’A3aHUI 3 JIIKYBaHHAM CHUH/APOM JIi3UCY NYXJWHM 3 CTyMeHs y
KOXHOTO;

- 3arajioM BiIXHMJIeHHs 1a00opaToOpHUX MOKA3HUKIB He Oy/M KiiHiYHO
3HAYYIMMH, Oyad TPaH3UTOPHUMH 1 3aBEpUIMIMCEH/3aBEpUIMINCE 3
HacliKaMu [pUd TNepepHBaHHi  3aCTOCYBaHHSA JOCIiIKYBaHOTO
nikapcbKoro 3aco0y Ta/abo niATpUMYyBalbHOMY JiKYBaHHI.

HasBHi Ha cworogui pesyinstatd gochimkenHs BLU-667-1101
noKasaiu:

* npajuceTHHi® NpoaeMOHCTPYBaB KIIHIUHO Ba)KIMBY €()eKTHBHICTB,
L0 MiATBepKeHO BUCOKOW U3B Ta TpuBanicTio BiAMOBIAL y NalieHTiB
i3 micueBo nomupeHuM abo metactatnaauM MPILL3 3 myTtatiamu RET,
SIKI OTPUMYBAJIM JIIKYBaHHS MOYaTKOBOIO 103010 400 Mr ojiMH pa3 Ha
100y, a TakoXk Yy TallieHTiB i3 MOMIMPEHUM, HeornepabelbHHM,
METACTaTHYHUM pakoM LiuTonoaidHoi 3ano3u 3i 3nurtam RET, ski
OTPUMYBAJH JiKyBaHHs MOYaTKOBOI 10300 400 Mr ouH pa3 Ha 100y;

* NpaJICETHHIO NMPOJEMOHCTPYBAB KJIiHIYHO BaX/TUBY €(DEKTHUBHICTD Y
nauientiB i3 MPIL3 i3 mytauismu RET HezanexHo Bia nonepeaHboi
Tepanii kaboszanrtinibom Ta/abo Bamgeta”idom. [lani panime
HeNIKOBaHMX Malli€HTIB MiATBEPPKYIOTh, IO rpanceTHHiO 3abe3neuye
MOKpalleHHi pe3ynbTaT MOpiBHAHO 3 HasABHOIO Tepanicio. OKpiM Toro,
MpaJiceTUHIO NMPOJEMOHCTPYBAB Bpa)karouy akTHBHICTb y NOMyJsLil
MalieHTiB 3 BKpail He3aJ0BOJICHOID MEIMYHOK MoTpedoio, fAKi He
BiAMOBINIM a00 He € KaHaAWAaTaMu JUid JTiKyBaHHs kKabo3aHTiHiOOM abo
BaHJeTaHiOOM, 1 MU SKUX HeMae BapiaHTy 3araJbHOMNPUNHHATOrO
CTaHAApPTY JiKyBaHHS;

* nipasiceTuHi0 03010 400 Mr oauH pas Ha 100y A00pe nepeHoCHThES
i3 KepoBaHUM Ta OJIHOPIIHUM npodiniem Oe3reKu He3aneKHo BiJ TUITY
MyXJ4HU 200 nonepeaHBOrO JiKYBaHHS;

* Ha TMiJACTaBi pe3ynbTaTiB WOJ0 3aranbHol Oe3nekH, ®PK Ta
edextuBHOCTI Jo3a mnpancetuHidy 400 Mmr oauH pa3 Ha 100y €
ONMTUMAabHOIO Ta PEKOMEHI0BAHOIO MOYATKOBOIO 03010 /s JTIKYBaHHS
Mali€eHTIB i3 NOMIKMPEeHUM HeonepabenbHuM MetacTaTiuHuM MPILL3 i3
mytauismi RET Ta nauieHTiB i3 nouwMpeHuM HeonepabeasHUM
MeTacTaTHYHHM PAaKOM LIUTONOAIOHOT 3an03u 3i 3nutTsim RET.

22. BucHoBOK (3aK/1I04eHHs)

bazensb, 27 kBiTHa 2021 poky

@.Xoddmann-Jisa Pour Jita
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Clinical Trial Report No. 2

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETO®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
“planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-0103. A Phase 1, Open-Label Study to Assess
the Absorption, Metabolism, Excretion, and Mass Balance of
["*C]BLU-667 Following a Single Oral Dose in Healthy Adult Male
Subjects.

Final Report Date: 05 December 2019.

E Clinical trial phase

8

mase 1

7. Period of the clinical trial

First subject enrolled: 29 April 2019.
Last subject completed: 22 May 2019.

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned and Analyzed:

A total of 6 subjects were enrolled in the study, and 6 subjects
completed the study. There were 6 subjects included in the PK and
safety analyses.

10. Goal and secondary objectives of
the clinical trial

Primary:

* To determine the major route(s) of elimination and the overall mass
balance of BLU-667 following a single oral dose of ~310 mg
(~100 pCi) ["*CIBLU-667 in healthy adult male subjects.

* To quantitate total radioactivity (TRA) concentration equivalents in
plasma and blood following a single oral dose of ~310 mg (~100 uCi)
["*CIBLU-667 in healthy adult male subjects.

* To characterize the pharmacokinetics (PK) of BLU-667 in plasma
following a single oral dose of ['*CIBLU-667 in healthy adult male
subjects.

* *To examine the metabolism of BLU-667 in humans and to identify
metabolites in plasma, urine, and feces.
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« To determine the percentage of drug-derived ['*C]-radioactivity
associated with cellular components in whole blood over time (i.e.,
whole blood:plasma partitioning ratio).

*The metabolite profiling is discussed in a separate report and will
not be mentioned any further in the current report.

Secondary:

» To assess the safety and tolerability of a single oral dose of
["*C]BLU-667 in healthy adult male subjects.

11. Design of the clinical trial

This was an open-label, single-dose, 1-period, absorption,
metabolism, excretion, and mass balance study of a single oral dose of
~310 mg (~100 uCi) ["“C]BLU-667. Six (6) healthy, adult male
subjects were enrolled. Screening of subjects occurred within 28 days
prior to study drug administration.

12. Main inclusion criteria

1. Healthy, adult, male, 19-55 years of age, inclusive, at screening.

2. Continuous nonsmoker who had not used nicotine containing|f

products for at least 3 months prior to dosing and throughout the study.

3. Body mass index (BMI) > 18.0 and < 32.0 kg/m? at screening with
a minimum weight of at least 50.0 kg and a maximum weight of
100.0 kg at screening.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs.

5. Non-vasectomized subjects agreed to use a highly effective method
of birth control with female partners of childbearing potential or with
pregnant partners during the study and for 120 days following dosing.
No restrictions were required for a vasectomized subject provided his
vasectomy had been performed 4 months or more (and had official
documentation of vasectomy and semen analysis) prior to study drug
administration.

6. Subject agreed not to donate sperm until 120 days after dosing.

7. Agreed to abstain from recreational drug use throughout the study,
from screening until follow-up.

13. The investigational medicinal
product, method of administration,
strength

BLU-667 supplied as 100 mg capsules and ["*C]BLU-667 supplied
as ~10 mg (~100 uCi) capsules.

The total dose of ~310 mg BLU-667 (~100 uCi) was administered
orally as 3 x 100 mg capsules and 1 capsule containing ~100 uCi
['*C]BLU-667 (~10 mg), with approximately 240 mL of water.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

There were no concomitant medications recorded during the study.

16. Pharmacokinetic evaluation

criteria

PK parameters evaluated included:

« For total radioactivity (TRA) concentration equivalents in plasma:
AUCU—last, AUCO-[, AUC.inf, AUC%BX[I’&p, Cmax, Tmax, T]ast, Ke], tis,
ratio of BLU-667 to total plasma radioactivity for Cmaxx and time
matched AUCo.: and B:P partitioning ratio.
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* For TRA in urine and feces: Ae, CumAe, %Dose, Cum%Dose,
Combined %Dose, and Combined Cum%Dose.

* For BLU-667 in plasma: AUCo.1ast, AUCq.t, AUCq.ins, AUC%extrap,
Cmax, Tmax, T]ast, Ke], s, CL/F, and Vz/F.

* Mass balance: the sum of the percent of TRA recovered in urine and
feces relative to the administered radioactive dose.

17. Safety evaluation criteria

Safety was evaluated by clinical laboratory tests, physical
examination, vital signs, 12-lead electrocardiograms (ECGs), and
adverse events (AEs).

18. Statistical methods

The pharmacokinetic and safety data were summarized descriptively
and no inferential statistical analyses were performed.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Demographic descriptions of the subjects are summarized in Table 1.

Table 1. Demographic Summary (Safety Population)

Trait Category/Statistic Overall
Sex Male 6 (100%)
Race White 6 (100%)
L Hispanic or Latino 2 (33%)
EAhnifity Not Hispanic or Latino 4(67%)
n 6
Mean 30.3
SD 6.95
Rget (Ko Minimum 23
Median 29.5
Maximum 40
*Age is calculated at the time of first dosing.

20. Pharmacokinetic results

Pharmacokinetic Results:

Plasma BLU-667 and TRA Concentrations

Mean plasma BLU-667 and TRA concentration versus time profiles
were similar. Peak means were reached by 4 hours postdose at
952 ng/mL and 961 ng eq/mL, respectively, and post peak mean
concentrations showed linear decline over 4 to 5 days. In individuals,
plasma BLU-667 concentrations were similar or lower than TRA
concentrations in 4 of 6 subjects and were higher compared to plasma
TRA concentrations in the remaining 2 subjects. Absorption of TRA
appeared delayed and prolonged in these 2 subjects. Plasma
concentrations were below the limit of quantitation (BLQ) by
168 hours (BLU-667) and 144 hours (TRA) in all subjects; however,
the lower the limit of quantitation (LLOQ) was lower for BLU-667
compared to TRA.

Pharmacokinetic Parameters of Plasma BLU-667 and TRA
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The summary of plasma BLU-667 and TRA PK parameters following
a single oral dose of ~310 mg (~100 uCi) ["*C]BLU-667 in healthy
adult male subjects, is presented in the Table 2 below.

Table 2. Summary of the Pharmacokinetic Parameters of Plasma
BLU-667 and Total Radioactivity Following Administration of a
Single Oral Dose of ~310mg (~100puCi) [“C]BLU-667 (PK

Population)

Pharmacokinetic BLU-667 (N=6) Total Radioactivity
parameters (N=6)
Cumax (ng/mL) 956.1 (29.4) 812.4 (89.5)
Timax (h) 4.044 (2.00, 4.78) 4.053 (2.51, 24.01)
Thast (h) 120.005 (96.02, | 72.022 (48.03,
144.11) 120.00)

AUCq4s (h*ng/mL) | 22980 (39.6) 21890 (65.3)
AUC. (h*ng/mL) 19290 (35.0) 19070 (57.4)
AUCq.int (h*ng/mL) 23050 (39.4) 27140 (50.2)
AUC%extrap (%) 0.2459 (62.6) 4.680 (56.7)
tis (h) 12.682 (15.5) 19.709 (20.8)
Ke (1/h) 0.05571 (14.8) 0.03655 (23.1)
CL/F (L/h) 13.41 (39.4) NC
Vz/F (L) 242.9 (46.9) NC
Cpax Ratio NC 1.177 (66.9)
AUC Ratio NC 1.012 (46.0)

AUCo.1a = Area under the plasma concentration-time curve, from time
0 to the last observed non-zero concentration

AUCq. = Area under the plasma concentration-time curve, from time
0 to the time of the last common time point 't' (48 hours) at which BLU-
667 and total radioactivity are quantifiable in plasma

NC = Not Calculated

Cimax, AUC;, AUC%extrap, CL/F, VZ/F, Cpuax ratio, and AUC ratio
values are presented as geometric mean (geometric mean CV%).

Tmax and T are presented as Median (Minimum, Maximum).

Other parameters are presented as arithmetic mean (CV%). For plasma
total radioactivity, the mass units are ng eq.

Mean overall exposures for BLU-667 and TRA were similar. In 4 of
6 subjects, individual AUCo. ratios were 0.60, 0.81, 0.87, and 0.88,
indicating that BLU-667 accounted for the majority of TRA in plasma.
Reduced TRA absorption was observed in the remaining 2 subjects,
and BLU-667 AUCy. was 1.4- and 2-fold higher than that of TRA.

The median Tmax for BLU-667 and TRA in plasma was 4 hours
postdose. The 2 subjects with reduced absorption of TRA had delayed
Tmax values of 24 hours. The geometric mean BLU-667 plasma Ciax
was 18% higher than that of plasma TRA and this result was
influenced by the two subjects with reduced absorption. These subjects
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had Cpax ratios of 2.79 and 1.93, respectively, whereas the other
subjects’ ratios were 0.50, 0.89, 0.94, and 1.17.

Whole Blood TRA

TRA was measurable in whole blood by 2.5 hours postdose in
4 subjects and by 4.75 hours postdose in the 2 subjects with reduced
absorption. Peak mean concentrations of 952 ngeg/mL and
606 ng eq/g were observed at 4 and 4.75 hours postdose for plasma
and whole blood TRA, respectively. TRA in whole blood was
quantifiable in all subjects at 24 hours and all concentrations were
BLQ by 96 hours postdose, whereas they remained detectable in
plasma until 96—144 hours postdose.

TRA was confined mostly in plasma with a B:P ratio of 0.6 to 0.7,
indicating that BLU-667 and its potential metabolites do not
preferentially distribute to RBCs. The mean percent of TRA associated
with RBCs was ~20%.

TRA Excreted, Mass Balance, and Cumulative Percentages
The average (+SD) total recovery of the administered radioactivity
was 78.6% + 1.6%, of which 6.1% +2.1% and 72.5% +2.8% was
recovered -in urine and feces, respectively, indicating: that fecal
excretion | was the major elimination pathway for [“C]BLU-667-
0 related radioactivity. Total recovery of radioactivity across subjects
e 1o |ranged from 76.2% to 80.5%. On average, most of the recovery (74%
of the dose) had occurred by 120 hours postdose.

There were no AEs in this study and no treatment-related trends noted

21. Safety results in clinical laboratory, vital sign, or ECG data were observed.

* Fecal excretion was the major elimination pathway for ['*C]BLU-
667-related radioactivity following administration of a single oral dose
of ~310 mg (~100 pCi) ["*CIBLU-667 to healthy adult male subjects.
The average (+SD) total recovery of the administered radioactivity was
78.6% = 1.6%, with 72.5% +2.8% recovered in the feces and
6.1% +2.1% recovered in the urine.

* Median Tmax for TRA and BLU-667 in plasma was 4 hours
postdose.

22. Conclusion * Based on AUC ratios, BLU-667 accounted for the majority (60% to
88%) of the plasma TRA in 4 of 6 subjects. BLU-667 was 50% to
117% of TRA Cuax in these subjects.

* BLU-667 plasma Cnax and AUCo. values were 1.4- to 3-fold higher
than the plasma TRA values in 2 of 6 subjects. Absorption of TRA was
delayed and prolonged with Tax values of 24 hours. These 2 subjects
had less TRA recovery in urine but about the same total recovery as
the other 4 subjects, indicating the possibility of lower absorption of
['*CIBLU-667 which was recovered in the feces.
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* The mean ty, for plasma BLU-667 and TRA were similar at 13 and
20 hours, respectively, considering the differences in sensitivity
between the 2 assays.

+ BLU-667 did not preferentially distribute to RBCs. Total
radioactivity was confined mostly in plasma, with a blood-to-plasma
ratio of 0.6 to 0.7.

» A single oral dose of ~310 mg (~100 uCi) ["*C]BLU-667 was safe
and well tolerated in healthy adult male subjects.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.

- (/( e
£ %{h@m Rogéé_l__td(

International Regulatory
Basel, Switzerland
Leyla Lister

F. Hoffmann-l}a Roche Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas




000162

3BiT npo KJiHiYHe BUNPOOYBaHHS

1. Hassa nikapcpkoro 3acofy (3a
HasABHOCTI - HOMEp peecTpaliiHOro
MOCBIIUEHHS)

'’ABPETO

2. 3asBHUK @. Xoddmanu-JIa Pour JItg
I'pensaxepurrpacce 124, 4070 Basens, [lIseiinapis
3. BupoGHuk ®. Xodpdmauu-JIs Pour JItg

Bypwmicser, 4303 Kaiicepayret, LlIseiiuapis

4. [1poseaeni nociimKeHHs:

TaK (i Hi

AKIIO Hi, 00TpYHTYBATH

1) Tun nikapcebKoro 3acody, 3a IKMM

Jlikapcekuii 3aci6 3a MOBHMM [10Che (aBTOHOMHE OCBE), iHLUMIA
JMiKapceKuii 3aci6, HoBa Ailoua peyoBHHa 3riaHo nyHkTy | (mianyHKTY

nsg::;;m;;cx 400 THREyETHGA 1.1) posaimy II Tlopaaky nakasy MO3 Vkpaiuu Big 23 numss
peectpall 2015 poky Ne 460

[Iporokon Ne BLU-667-0103. Binkpute pmocnimkeHus ¢asu 1 3
5. [Tlopsa HasBa  KiiHiYHOro||MeTOIO OwiHKKM abGcopOuii, MeTaGouiaMy, ekckpelil Ta GanaHcy Mac

BUIPOOYBaHHA, KOJOBaHHH HOMEp
KJIiHIYHOrO BUTIPOOYBaHHs

[“CIBLU-667 micisi nepopanbHOTO MpUHOMY OJHOKPATHOT 103K
3I0POBUMH JOPOCIUMHU CYD’ €KTaMHM 40JA0BIYOI CTATI.
Hata 3akntounoro 3Bity: 5 rpyaus 2019 poky.

6. ®aza KAIHIYHOro BUMPOOYBaHHS ]

Iibaza |

7. Iepioa mpoBeaeHHs KiliHIYHOrO
BUMPOOYBaHHSA

Hata BknroueHHs nepiuoro nagienra: 29 ksiths 2019 poky.
Jlata 3aBeplIeHHA Y4YacTi y JOC/IUKEHHI OCTAHHBOIO Malli€HTa:
22 tpaBHsa 2019 poky.

8.  Kpainu, 1ae nposoamiocs
K7iHI4YHEe BUNPOOYBaHHS

CLIA

9. KifBKicTh 10CTIKYBAHUX

3anaaHoBaHO Ta MPOaHai30BaHo:

Y nocnijkenHs Oyno BKIIOYEHO 3arajioM 6 cy6 exTis, i 6 cy0’ ekTiB
3aBepuau aocaigxenus. Jlaui 6 cy0’exTiB Oyiu BK/IIOYEHI B aHami3
@K Ta aHani3 Gesnexu.

10. Mera Ta BTOpMHHI  wimi

K/IHIYHOrO BUNPOOYBaHHS

IlepBuHHA:

* BusHaunTu ocHOBHUMIA(i) W1AX (M) BUBEIEHHS Ta 3arajbHUil OanaHc
macu BLU-667 micns nepopansHOro npuiloMy OJHOKPATHOT 103M
~310mr  (~100 MxKi) ["“C]BLU-667 310poBUMH  J10pOCIHMH
cy0’€eKTaMH 4OIOBiYOT cTaTI.

* BH3HAQUMTH KiJbKICTb eKBIBAICHTIB KOHLEHTpaUii 3arajbHol
pamioaktuBHocTi (TRA) y mmasmi kposi Ta y «kpoBi micas
NepopaibHOro MpHioMYy OAHOKpaTHOI 103M ~310 mr (~100 mkKi)
[*C]BLU-667 y 310poBuX A0pOCTHX €Y €KTiB 40I0BIUOT CTATI.

* Oxapaxrepusysatu (apmaxokineruky (®PK) BLU-667 y naasmi
KpOBI Mic/1s NepopaibHOro npuioMy oHoKpaTHoT 1031 [ “C]BLU-667
¥ 3/10pOBUX J0pOCIUX YO €KTIB YOJIOBIUOT CTATI.

* *Nlocniautn metabonism BLU-667 y moaunu ta inentudikypatu
MeTaboJliTH B M1a3Mi KpoBi, cedi Ta (ekanisx.

LZ;&&?W %\ (1/9/
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BusHauuti BifcoTok oTpumaHoi i3 Jikapcekoro 3acody ['“C]-
pajlioaKTHBHOCTI, acouiiioBaHOl 3 KIITHHHUMH KOMIIOHEHTAMH B
UineHiA KpoBi, 3 yacom (T0OTO KoedilieHT po3moniny UinbHA
KpOB:IJia3Ma KpoBi).

*BusnauenHs npodino merabomiTiB 00roBOPHOETECS B OKPEMOMY
3BiTi i Oinblie He Oyae 3raJyBaTHCA B MOTOYHOMY 3BiTi.

BropunHi:

* Ouinutu Gesneky Ta nepeHocumicts [“C]BLU-667 npu
nepopajbHOMY TIPHHOMI OJHOKPATHO! 03U 3IOPOBHUMH JOPOCIUMH
cy0’€KTaMHM 4OJIOBIYOI CTaTI.

Lle 6yno BiakpuTe AOCTIMKEHHS 3 BUBUSHHS OJAHIET 103U BIPOIOBK
OJHOro nepioay 3 ouiHkow abcopOuii, merabonismy, ekckpeuii Ta
OasaHcy Mac nicis MEpPOpaJbHOro MPUHOMY OJHOKPAaTHOT /103M
~310 mr (~100 mxKi) ["*C]BLU-66. Ilicts (6) 310pOBUX JOPOCIHX
cy0’ekTiB 4ONMOBiUOT cTaTi Oy/1u BKIKOYEHI B AocaigkeHHA. CKpUHIHT
cy0’ekTiB BiOyBaBcs nmpoTAroM 28 AHIB 10 NPUHOMY AOCTIKYBaHOTO
JiKapcpKOro 3acody.

11. Muzaiin KJTiHIYHOTO
BUMpOOyBaHHA

1. 3p0poBi gopocii 4yonoBikM BikoM 19-55 pokiB BKIIOYHO Ha
MOMEHT CKPUHIHTY.

2. TpuBano HeKypsiii, IKi HE BKMBAIW HIKOTUHOBMICHHMX MPOAYKTIB
LOHaHMeHIIe MPOTAroM 3 MICALIB 0 NEPLIOro NpuidoMy npenapary
Ta BIPOJOBK YCbOTO A0CIiIKEHHS.

3. Inpexc macu tina (IMT) > 18 Ta < 32 kr/M? Ha MOMEHT CKPUHIHTY
NpH MiHiMabHiH Maci Tisia woHakmeHwe 50 Kr tTa MakcHMalbHIi Maci
Tina 100 Kr HA MOMEHT CKPUHIHTY.

4. 3 MeaMyHOT TOYKM 30py 3/0poBi 0e3 KIiHIYHO 3HAUYYILOIO
MEIHYHOTO aHaMHe3y., pe3yJabTary (i3uKagbHOro 0oOCTeKEeHHS,
naboparopHux npodisiiB, OCHOBHUX MOKA3HHUKIB IKUTTEAIAIBHOCTI

opranizmy abo EKT".
g 5. Yonosiku, AKMM He NpPOBOJAMIACA BAa3eKTOMisl i SIKi NOrOAMIIUCA
12. OcHOBHI KpUTepil BKIIIOYCHHSA -
BUKOPHCTOBYBATH BUCOKOE(EKTUBHUHA MeTO ] KOHTPOJTIO

HapO/KYBaHOCTI pa3oM 3 MapTHEPKaMH JAiTOPOJHOro BiKy abo Malu
BariTHUX MapTHEPOK i/ Yac A0c/TiKeHHs Ta npoTarom 120 nHiB micas
npuioMy npenapary.

OOMexeHb 111 Ba3eKTOMI30BaHOro cy0’ekra He BHMarajiocs 3a
YMOBH [pOBeIeHHs BazeKToMil 3a 4 micsui ado Ginblue (i 3a HAsIBHOCTI
o¢iuiiinoi goKyMeHTalil Mpo Ba3eKTOMil0 Ta aHali3y crnepMH) M0
MpHHOMY J0C/TiIKYBAHOTO JIIKAPCHKOro 3acofy.

6. Cyd’exti noroauivca He OyTu JoHopamu criepmu 1o 120 aHis
niciis npuiioMy npenapary.

7. 3roa yTpUMYBAaTHCS BiJl BXKMBaHHs HAPKOTHKIB 3 METOK PO3Baru
MPOTArOM YCHOIrO JAOCHIKeHHS, BiJl CKPHHIHTY [0 MOJa/bLIOrO
CMOCTEPEIKEHHSL.

BLU-667 nocrauaees y Burisi karcya no 100 mr ta [#C]BLU-667
13.  JocnigkyBaHui  JlikapchKuii||nocrayases y Burisi kancy: no ~10 mr (~100 mxKi).

3acif, cnoci6 3acTocyBanHs, cuna aii| 3araneHy o3y ~310wmr (=100 mxKi) BLU-667 npuiimanu
nepopansHo B kancyinax 3 x 100 Mr Tta | kancyiy, WO MICTUTb

Y ol
’ - reasoe G4
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~100 mxKi ["C]BLU-667 (~10 mr), 3anupatoud npuGauszxo 240 mi
BOIH.

14. Tlpenapar mnopiBHAHHA, 71034,
croci® 3acTocyBaHHs, cua il

He 3acTocosue.

15. CynyTHs Tepanis

Ilin uyac maHOro [OCHIIUKEHHA HE 3aCTOCOBYBAJOCH CYMYTHBOT
Teparnii.

16. Kputepii omiHKK eheKTHBHOCTI

OuintoBani @K napameTpu BKIHOUAH:

+ Jlns exBiBaseHTiB KOHUEHTpaLil 3aranbHol pagioakTusHocti (TRA)
B niasMmi KpoBi: AUCo.1ast, AUCo.t, AUCo.inf, AUCo%extraps Cmax, Tmax,
Thast, Kel, t, BiaHowenHs BLU-667 1o 3aranbHoT palioaKTHBHOCTI B
naa3mi KpoBi 10 Cmax 1 BigmosigHoro 3a yacoM AUCo.: Ta koediuieHT
pO3M0AiY UifbHA KPOB:MJ1a3Ma KPOBi.

* JIna TRA B ceui Ta ¢ekaniax: KiNbKiCTh BHUBEAEHOI 3arajibHOl

pajaioakTUBHOCTI (Ae), CyKynHa KiJbKIiCTh BHMBEICHOT 3arajbHoOl
pagioaktuBHocTi (CumAe), BiICOTOK BUBE/IEHOT pali0aKTUBHOI 103U
(%Dose), cykynHuit Bigcotok BuBeaeHoi m03u (Cum%Dose),
cymapHuii %Dose i cymapuuii Cum%Dose.

o Jlna BLU-667 B nna3smi kpoBi: AUCoias, AUCot, AUCo.int,
AUCo%extrapy Crmaxs Tmaxs Tlast, Kel, tiz, OUEBUAHHI 3arajibHU KipeHC
miazmu kposi (CL/F) i oueBuaHuii 06’em posnoainy (Vz/F).

» bananc macu: cyma Bincotka TRA, 1o BHBenach i3 ceuero Ta
(ekanissMH, Bi/[HOCHO BBEJIEHOI 103M Pai0aKTUBHOCTI.

17. Kpurepii ouinku 6e3neku

Besneky oliHIOBaIM 32 JOMOMOIOK KJIiHIYHUX J1aDOpaTOPHUX TECTIB,
(i3MKanBEHOTO OOCTE)KEHHS, OCHOBHHX TMOKA3HMKIB JKUTTEIISIBHOCTI
opranizmy, EKI" v 12 sigsenennsax (EKI') Ta nebaxanux ssuu (HA).

18. CtaTUCcTHYHI METOIH

Jani 3 hapmakokiHeTHKH Ta Oe3neku OyIu y3araJbHEHi OMMMCOBO Ta
iH(epeHUIMHUI CTAaTUCTUYHUN aHasli3 He POBOJUBCA.

19.  JlemorpadiuHi  noka3zHUKH
AociimkyBanoi nonmynsuii (crats,
BiK, paca, TOIIIO)

Hemorpadiuni gaHi cy6’ekTiB y3arajabHeHi B Tabmuii 1.

Tabnuus 1. Y3zaraneHenHs aemorpadiuHux aaHux (ronyssdis 3
OLIIHKH O€3MeKH)

XapaktepucTHKa Kareropisi/cTaTuctuka 3aranom
Crath Yonosiku 6 (100 %)
Paca €'BporncoigHa 6 (100 %)

Icnancekoro abo natuHO- 2 (33 %)
aAMEPUKAHCBKOTO
Etniuna MOXOKEHHSI
[IPUHANEKHICTD Heicnancekoro abo 4 (67 %)
JIATHHO-aMEePUKAHCBKOIO
MOXOIKEHHS
n 6
CepenHe 3HA4YeHHS 30.3
B {posat) C_TgﬂﬂapTHe BiIXHJICHHS 6,95
MiHiMyM 25
Meniana 27,5
Makcumym 40
*Bik po3paxoByBaBcs Ha MOMEHT MepLIOro NpuiioMy npenapary.
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PesyibTaTi 1010 hapMakoKiHETHKH:

Konuenrpauis BLU-667 i TRA B ria3mi KpoBi

[Ipodini cepenHroi KOHLEHTpaL|i B MJ1a3Mi KPOBi 3aje3KHO Bij yacy
BLU-667 i TRA 6yau nogiouumu. CepeHi MakCHMabHi 3HaYEHHS
Oynu fpocArHyTi 3a 4 rOAWHHM MiCHs MpuiioMy Ha piBHi 952 Hr/mi i
961 Hr exB/MJ1 BIAMNOBIAHO, i MPOJEMOHCTPOBAHO JiHiliHE 3HHUIKEHHS
KOHLEHTpaLii micas niky nporsrom 4-5 aHie. 30kpema, KOHLIEHTpaLlis
BLU-667 B mnnasmi kpoBi Oyna nojibHOW ab0 MEHIIO0, HikK
konueHTpauii TRA, y 4 i3 6 cy6’ekTiB i Oyna BHUIIOI MOPIBHSHO 3
koHueHTpauieto TRA B niasmi kposi y pewutu 2 cy6’exTiB. AGcopOuist
TRA BusiBHJIacs BiZICTPOYEHOIO Ta MOJOBKEHOW Y LUX 2 cy0’eKTiB.
KoHueHTpauiss B mna3mi KpoBi Oyna HWKYe MeXi KiJlbKiCHOro
Bu3HaueHHd (BLQ) mo 168 roaun (BLU-667) i 144 roqun (TRA) B
yciX cy0’eKTiB; OJIHAK, HIIKHS MedKa KiJibkicHoro BusHavenns (LLOQ)
Oyna meHue ans BLU-667 nopieusiHo 3 TRA.

@apmakokiHeTuuHi napamerpu BLU-667 i TRA B ria3Mi KpoBi
Va3araneHeHHs OK napamerpie BLU-667 i TRA B nnasmi Kposi
3J0pPOBUX JOPOCIHX Cy0’€KTiB UOJOBIYOi cTaTi Mmicis nepopaibHOro
npuitomy oaHokpaTtHoi 03 ~310 Mr (~100 mxKi) ['“C]BLU-667
HaBeJeHO B Tabuuui 2 HUKYe.

Tabnuua 2. Y3aranbHeHHs QapmakokiHeTMyHMX napamerpis BLU-
667 B nna3Mi KpoBi i 3arajibHa paai0aKTUBHICTH MiC/sA MepopaIbHOro
npuiiomy oaHokpatHoi go3u ~310 mr (~100 mxKi) ['*C]BLU-667
(momynsuis 3 ouinku OK)

20. Pe3ysibraTu eeKTHBHOCTI

®apMaKOKiHETHUHI BLU-667 (N =6) 3aranbHa
napaMeTpH PamioaKTHBHICTh
(N=6)
Cinax (H/MJT) 956,1 (29.,4) 812,4 (89.,5)
Towax (romm) 4,044 (2, 4,78) 4,053 (2,51, 24,01)
Thase (rof) 120,005 (96,02, | 72,022 (48,03, 120)
144,11)

AUC 400 (rop*ur/mi) | 22980 (39,6) 21890 (65,3)
AUCo.(roa*ur/mi) 19290 (35) 19070 (57.4)
AUCp-ine(ron*ur/mn) | 23050 (39.4) 27140 (50.,2)
AUCesextrap (%0) 0,2459 (62,6) 4,680 (56.7)
ti,(ron) 12,682 (15,5) 19,709 (20,8)
Kei (1/rox) 0,05571 (14.,8) 0,03655 (23,1)
CL/F (a/ron) 13,41 (39.,4) NC
Vz/F (n) 2429 (46,9) NC
BignoweHHs Cinax NC 1.177 (66,9)
Bignowenns AUC NC 1,012 (46)

criocTepirajiach

AUC.1us = MAoIIA MiJ KPUBOIO KOHLIEHTpAlLlisl B MNIa3Mi KpoBi — yac,
Bl MomeHTy O 10 OCTaHHBOT HEHYNBOBOI KOHIIEHTpALLil, 110

AUCo= nno1ua nia KpUBOK KOHLEHTpALlis B [1a3Mi KPoBi — 4ac, Bia
mMoMeHTy 0 10 yacy ocTaHHbol cnijibHOI yacoBoi Touku 't' (48 rogun),

(foaeceap Eofcocces

-~
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y sikiii BLU-667 Ta 3aranbHa pajiioakTHBHICTb KiJIbKICHO BU3HAYAIUCE
B MJ1a3Mi KpOBi

NC = ne 0buucm0BaNOCH

Cinax, AUCs, AUCosexirap, CL/F, VZ/F, nokasuuku BifHOWEHHS Coay T2
AUC Hasenieni sk reomerpuune cepeae (CV% reoMeTpuuHoOro
CepeIHbOro).

Tomax Ta Tras HaBe@HI sk MeiaHa (MiHIMYM, MaKkCHMyM).

[nmi napamerpu HaBeneni sk apumMeTHuHE cepenHe (CV%). [ns
3arallbHol pajlioaKTHBHOCTI B 1171a3Mi KPOBi OJMHHLAMH MACH € HT KB,

Cepenni saranehi excrosuuii BLU-667 i TRA Gynu moxiGuumu. V 4
i3 6 cy6’extiB inamBinyansHi cieignomwenns AUCo+cranosunu 0,60,
0,81, 0,87 i 0,88, wo cBiguwTs 1po Te, wo BLU-667 cknanae OiabLIy
uactiHy TRA B mnasmi kposi. 3MeHmenHs abeopbuii TRA
crocTepiranock y pemry 2 cy6’ekris, i AUCo BLU-667 6yaay 1,4 Ta
2 pa3u BMIIOIO, Hi Taka 1711 TRA.

Meniana Tmax am1 BLU-667 i TRA B nnasmi kpoBi craHoBuna
4 roauHu micns npuitomy npenapary. Y 2 cy6’ekTiB 3i 3MEHILIEHOI
abcopbuiero TRA  Trax OyB BigcTpoueHMM Ha 24 roguHu.
['eomeTpuune cepenne 3HayeHHs Cmax BLU-667 B niasmi kposi Gyso
Ha 18 % BuwKM, Hixk Takuii mokasHnk TRA B niasmi kpogi, i Ha ueii
Pe3y/bTaT BIUIMHYIH [aHi JIBOX Cy0’€KTIB 3i 3MeHLIeHOoI0 abcopbiieto.
Li cy6’extn manu BigHomeHHs Cmax Ha piBHi 2,79 i 1,93, Bianosiano,
y TOH uac fiK BiJHOWIEHHS y iHmuUX cy6’extin ctanosuio 0,50, 0,89,
0,941 1,17.

TRA y uinpHiii Kposi

TRA Busnauanace y uineHiit Kposi yepes 2,5 roaunu micas npuitomy
npenapaty y 4 cyG’ektiB i uepe3 4,75 rogunu micis npuiiomy y
2 cy6’exriB 3i sMeHIIeHO0 abcopbuieto. [Tikosi cepeani konLenTpatiji
TRA 952 urexs/mn i 606 Hr exs/r crmocrtepiranucs uvepes 4 i
4,75 ronuHy micas npuiioMy B iasMmi KpoBi i B UiNbHIM KpoBi
BianosigHo. TRA B uineHil kpoBi BU3HAuanace KilbKicHO B ycix
cy0’exriB uepes 24 roaunw, i Bei koHuentpauii 6ynau BLQ uepes
96 roquH micns npuifomy, y TOM uac SAK BOHM 3aJMINANKCEH
BUMIiPIOBAHMMH B I1a3Mi KpoBi 10 96—144 roaun nicas npuiiomy.
Posnonin TRA oOGMeixyBaBcsi TOIOBHUM Y4MHOM Ma3MOIO KPOBI i3
BiJHOLIEHHM KpoB:masma Big 0,6 1o 0,7, mo cBiguuTs npo Te, 110
[BLU-667 Tta iioro noTenuiiini MeraGomith MepeBaXKHO  He
posmojinsiothes B eputpountH. Cepeamiii  Bizcotoxk TRA,
acouifoBaHOT 3 epUTPOLIUTAMH, CTAHOBUB ~20 %.

Busenena TRA, Gananc Macy Ta CYKYNHI BiIICOTKH

Cepenne 3HayeHHs (£ CTAHJAPTHE BiAXMIEHHA) 3arajbHOrO
BUBE/ICHHSA MPUHHATOT paioaKTHBHOCTI CTaHOBUIIO 78,6 % = 1,6 %, 3
akoro 6,1 % +=2,1% ta 72,5 %+ 2.8 % BUBOAMIOCH i3 ceyero Ta
(exanisMu  BiANOBiAHO, WO CBIAYMTH MPO Te, 1O BUBEACHHS 3
dexanisMu  Oy10 OCHOBHMM LIJIAIXOM BMBEJICHHS TOB’S3aHOT 3
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["“C]BLU-667 PanioaKTUBHOCTI. 3aranbHe BUBEICHHS
pafioakTMBHOCTI cepes ycix cy6’ekTiB BapitoBano Bix 76,2 % 10
80,5 %. V cepennpomy Ginblia uyactuna BuBencHus (74 % JI03H)
BiaOynack yepes 120 roau micis npuiiomMy npenapary.

Y upomy pocrimkenni He crioctepiraiock HS i ve Gysno Biamiueno
21. Pesynbratu Gesneku MOB’A3aHHUX 3 JIKYBAaHHAM 3MiH B KJTiHIYHUX nabopaTopHUX JaHHX,
OCHOBHHMX MOKa3HWKaX KUTTEAiANBHOCTI opraHismy a6o EKT.

* Ekckpeuis 3 dekanisMi Gyja OCHOBHMM LLISXOM BHBEIEHHS
noB’sisanoi 3 [C]BLU-667 pamioakTuBHOCTI miciisi mepopaibHOro
npuioMy oxHokpatHoi no3m ~310 mr (~100 MxKi) [*C]BLU-667
3H0POBMMH  opociumMu  cy0’ektamu  yonosiuoi crari. Cepenne
3HAueHHS (£ CTaHZApTHE BiAXWIEHHA) BHUBEJIEHOI  3arajbHOI
NPUHHATOT pajioakTHBHOCTI cTaHOBUIIO 78,6 % + 1,6 %, npu 1poMy
725%+28% BuBomunoce i3 dekamiamu i 6,1 % £2.1%
BMBOJIMJIOCE i3 Ceuero.

* Meziana Tmax an1s TRA Ta BLU-667 B miasmi kposi craHoBuna
4 roaMHH Mic/iA NpUiiOMy npenapary.

* Buxoaauu 3i cnisingHomens AUC, BLU-667 cTaHoBMB OCHOBHY
uactuny (60 %—88 %) TRA B nnasmi kposi y 4 i3 6 cy6’ekris. BLU-
667 cranoBuB 50 %—117 % Cmax TRA y uux cy6’exris.

* ¥ 213 6 cy6’extiB Cpnax BLU-667 B nnasmi KpoBi Ta noka3HUKHM
22. BUCHOBOK (3aKIIFOUYEHHH) AUCo+ Oynu y 1,4-3 pasu Buiue nokasuukis TRA B miasmi kposi.
Abcopbuis TRA Oyna BiactpodeHa i MoJoBkKeHa 3i 3HAYEHHIM Tmax
24 ropunu. YV uux 2 cy6’exkris 6yno MeHwuM BuBeaeHHs TRA 3
CeYer0, OHAK NPHOJIM3HO TaKuii camuii 3aranbHui piBeHb BUBEICHHS,
SK 1y iHWHX 4 cyG’eKTiB, 1O CBIAYUTH NMPO MOMKIMBICTE MEHILON
abcopbuif [*C]BLU-667, sxuii BuBoguBcs 3 pexaismu.

* Cepenne 3nauenns t, BLU-667 i TRA B nuasmi kposi Gyio
noAibHum vepes 13 i 20 rogun BiAnoBiaHo, 3 orasy Ha BiAMiHHOCTI B
UyTAMBOCTI Mi3K 2 aHaJli3aMH.

* BLU-667 nepeBaxHO He po3NOAiIAETECA B epUTpoLMTH. Po3noi
3arajabHOl pagioakTHBHOCTI 00MEKYBABCs TOJOBHUM YHHOM I1JIa3MOKO
KPOBI, i3 CHiBBiJHOIIEHHAM KPOB [0 M71a3MH Ha piBHi 0,6-0,7.

* OnHokpaTHa nepopaikHa 103a ~310 mr (~100 mkKi) [C]BLU-667
Oyna Gesneunolo Ta 100pe NepeHOCHIACh 340POBMMH JOPOCIHMH
cy0’eKTaMM YOJIOBIUOT CTATI.

basens, 27 kBiTHA 2021 poky

®. Xopdmanu-Jis Pow Jitg

[Mianuc [Tianuc

@.Xoddmann-JIs Pow JITn ®.Xoddmanu-JIs Pour JItg

[Tinpo3in 3 MbKHAPOIHUX PEry/IITOPHUX MUTAHD [ligpo3nin 3 MbKHAPOAHUX PEryIATOPHUX MUTAHb
baseus, lIBelinapis basens, LBelinapis
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Clinical Trial Report No. 3

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETOQ®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
_ |which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-0101. An Open-Label, Randomized, Single-
Dose, 2-Way Crossover Study to Evaluate the Effect of Food on the
Pharmacokinetics of BLU-667 in Healthy Adult Subjects.

Final Report Date: 17 January 2019.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

Date of first enrollment: 31 July 2018.
Date of last completed: 18 September 2018.

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned and Analyzed:

A total of 20 subjects were enrolled in the study, and 20 subjects
completed the study. All 20 subjects were included in PK analyses and
the evaluation of safety.

10. Goal and secondary objectives of
the clinical trial

Primary:

To compare the pharmacokinetics (PK) of a single oral dose of BLU-
667 administered with or without a standardized hi gh-fat meal in
healthy adult subjects.

Secondary:

To evaluate the safety and tolerability of a single oral dose of BLU-
667 administered with or without food in healthy adult subjects.

11. Design of the clinical trial

This was an open-label, randomized, 2-period crossover study.

12. Main inclusion criteria

1. Healthy, adult, male or female (women of non-childbearing
potential [WONCBP] only), 18-55 years of age, inclusive, at
screening.
2. Continuous non-smoker who had not used nicotine-containing
products for at least 3 months prior to the first dosing and throughout
the study.
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3. Body mass index (BMI) > 18.0 and < 32.0 kg/m? with a minimum
weight of 50.0 kg and a maximum weight of 100.0 kg at screening.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs, as
deemed by the Principal Investigator or designee.

5. Females of non-childbearing potential must have undergone one of
the following sterilization procedures (and had official documentation)
at least 6 months prior to the first dosing: hysteroscopic sterilization;
bilateral tubal ligation or bilateral salpingectomy; hysterectomy;
bilateral oophorectomy; or were postmenopausal with amenorrhea for
at least 1 year prior to the first dosing and follicle stimulating hormone
(FSH) serum levels greater than 40 mIU/mL consistent with
postmenopausal status.

6. A non-vasectomized, male subject must have agreed to use highly
effective method of birth control with female partners of childbearing
potential during the study and for 120 days following the last dosing.

No restrictions were required for a vasectomized male subject,
provided his vasectomy had been performed 4 months or more (and
had official documentation) prior to the first dosing.

7. If male, must have agreed not to donate sperm from the first dosing
until 120 days after the last dosing.

8. Agreed to abstain from recreational drug use throughout the study,
from screening until follow-up.

13. The investigational medicinal
product, method of administration,
strength

BLU-667 100 mg Capsules, administered orally under fed or fasted
conditions with approximately 240 mL of water.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

Concomitant medications were prohibited as listed in the exclusion
criteria. After first dosing, acetaminophen (up to 2 g per 24 hours) may
have been administered at the discretion of the PI or designee. Only
two subjects needed to be prescribed acetaminophen.

16. Pharmacokinetic evaluation
criteria

The primary PK endpoints for BLU-667 included, as appropriate:

» Area under the concentration-time curve, from time O to the time of
last measurable concentration (AUCo.).

* Area under the plasma concentration-time curve from time zero to
infinity (AUCo-inf).

*» The maximum observed plasma concentration (Crmax)

* Time to maximum observed plasma concentration (Tmax)

Additional PK parameters reported included, as appropriate:

» Area under the concentration time curve, from time 0 to the 24-hour
time point (AUCqg-24).

* Percent of AUCo.inf extrapolated (AUC%EXxtrap).

* Apparent terminal elimination rate constant (Ke).
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* Apparent terminal elimination half-life (ts).

* Apparent total plasma clearance after oral administration (CL/F).

* Apparent volume of distribution during the terminal elimination
phase after oral administration (Vz/F). _

* Time of the last measurable concentration above the lower limit of
quantitation (Tiyg).

17. Safety evaluation criteria

Safety was evaluated by clinical laboratory tests, vital signs, 12-lead
electrocardiograms (ECGs), and adverse events (AEs).

18. Statistical methods

Pharmacokinetics:

Analysis of Variance

To address the primary objective, an analysis of variance (ANOVA)
was performed on the natural log (In)-transformed PK parameters
Cumax, AUCo., and AUCp.inrusing SAS® PROC MIXED. The ANOVA
model included sequence, period, and treatment as fixed effects, and
subject nested within sequence as a random effect. Sequence was
tested using subject nested within sequence as the error term at a 10%
level of significance. Each ANOVA included the calculation of least-
squares means (LSMs) and differences between treatment LSMs.
Ratios of the geometric LSMs (GMRs) were calculated using the
exponentiation of the differences between treatment LSMs. Ninety
percent (90%) confidence intervals (CIs) for the GMRs were derived
by exponentiation of the Cls obtained for the difference between
treatment LSMs resulting from the analyses on the In-transformed
Crax, AUCo., and AUC.inr. These ratios and corresponding Cls were
expressed as a percentage relative to the reference (Treatment A:
200 mg BLU-667, Fasted).

Non-parametric Analysis of Tax

Tinax was analyzed using nonparametric analysis for 2 paired samples
(the Wilcoxon signed-rank test statistic). The difference of medians
(treatment effect) was estimated using the Hodges-Lehmann method
(using Walsh Averages), and the corresponding 90% CI was calculated
based on the Tukey method. Tmax values were not In-transformed.

Safety:

Clinical safety and tolerability data were listed by treatment and
subject and displayed in summary tables using descriptive statistics.
Safety data including ECGs, vital sign assessments, weight, and
clinical laboratory evaluations were summarized descriptively by
treatment and time point of collection.

No inferential statistics were performed on safety endpoints. All AEs
occurring during this clinical trial were coded using the Medical
Dictionary for Regulatory Activities (MedDRA®), Version 21.0.

Treatment-emergent adverse events (TEAEs) were tabulated by
system organ class (SOC) and preferred term. Summary tables
included number of subjects reporting the TEAE and corresponding
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percentage by treatment and overall for the study. The number of
TEAEs was summarized in a similar way.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Table. Subject Demographics (Safety Population)

Demographic descriptions of the subjects are summarized in Table.

Treatment Sequence Sverall
Trait Category/Statistic AB BA
Sex Female 3(30%) 4 (40%) 7 (35%)
Male 7 (70%) 6 (60%) 13 (65%)
Race Black or  African | 3 (30%) 0 (0%) 3(15%)
American
White 7 (70%) 10 17 (85%)
(100%)
ikt Hispanic or Latino 4 (409%) 9 (90%) 13 (65%)
Not Hispanic or Latino 6 (60%) 1 (10%) 7 (35%)
n 10 10 20
Mean 372 41.6 39.4
Age* SD 10.50 8.14 9.42
(Year) Minimum 22 28 22
Median 38.0 42.5 40.5
Maximum 50 51 51
Treatment A: 200 mg BLU-667 (2 x 100 mg capsules) at Hour 0 on Day 1
following an overnight fast (Reference)
Treatment B: 200 mg BLU-667 (2 x 100 mg capsules) administered at Hour
0 on Day 1, 30 minutes after the start of a standardized high-fat meal (Test)
*Age is calculated at the time of first dosing.

20. Pharmacokinetic results

Pharmacokinetic Results

BLU-667 administration under fed (standardized high-fat meal)
condition resulted in higher plasma concentrations of BLU-667
throughout the 168-hour postdose sampling period compared to BLU-
667 administered under fasted conditions. Mean BLU-667 plasma
concentrations reached a maximum at 4.75 and 10 hours postdose
following administration of BLU-667 under fasted and fed conditions,
respectively. Two subjects had measurable BLU-667 concentrations
up to 144 hours postdose and 8 subjects up to 120 hours postdose
following administration of BLU-667 (2 x 100 mg Capsules) under
fasted conditions. One subject had measurable BLU-667
concentrations up to 168 hours postdose and 8 subjects up to 144 hours
postdose following administration of BLU-667 (2 x 100 mg Capsules)
under fed conditions.

Comparison of PK parameters following administration of BLU-667
under fasted and fed (standardized high-fat meal) conditions
demonstrated the following effects:

* Food (high-fat meal) had an effect on both the rate and extent of
BLU-667 absorption. Exposure to BLU-667, as measured by

GeoMean Cmax. AUCo., and AUCp.n was increased following the
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administration of 2 x 100 mg BLU-667 capsules under fed conditions
when compared to under fasted conditions.

* The median Tmax of BLU-667 under fasted and fed (standardized
high-fat meal) conditions was 4.0 hours (range: 2.0-8.0 hours) and
8.5 hours (range: 4.0-24.1 hours), respectively.

* BLU-667 mean ty, was approximately 13 hours for both treatments.

Based on GMR, BLU-667 Cux, AUCo,, and AUCy.in values
increased by approximately 104%, 124%, and 122% under fed
(standardized high-fat meal) conditions. The 90% ClIs of the GMRs
were not within the limits of 80.00—125.00%. Food (high-fat meal) had
an effect on both the rate and extent of BLU-667 absorption. In
addition, food delayed the absorption of BLU-667 with a statistically
significant median Tmax difference of ~6 hours between the
administration of BLU-667 under fed (standardized high-fat meal) and
fasted conditions.

21. Safety results

There were no deaths, SAEs, or subject discontinuations due to AEs
in this study. Overall, a total of 41 AEs were reported by 9 (45%)
subjects in this study. Twenty-eight (28) AEs were mild (Grade 1) in
severity, 11 were moderate (Grade 2), 1 (increased AST not related to
study drug) was severe (Grade 3), and 1 (increased CPK not related to
study drug) was life-threatening (Grade 4). The Principal investigator
considered 14 AEs to be related to study drug and 27 AEs to be not
related. There were no treatment-related trends noted in laboratory,
vital sign, or ECG data in this study.

22. Conclusion

* Food (high-fat meal) had an effect on both the rate and extent of
BLU-667 absorption.

* Administration of a single oral dose of BLU-667 under fed
(standardized high-fat meal) conditions increased Chmax, AUCq., and
AUCo.int by approximately 104%, 124%, and 122%, respectively,
compared to administration under fasted conditions. Food delayed the
absorption of BLU-667 with a statistically significant median Tmax
difference of ~6 hours between the administration of BLU-667 under
fed (standardized high-fat meal) and fasted conditions.

* A single oral dose of 200 mg BLU-667 (2 x 100 mg capsules)
administered under both fed and fasted conditions appeared to be
generally safe and well tolerated in healthy adult subjects.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.
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