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Clinical Trial Report

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

PHESGO

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 C

no If not, substantiate

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

Fixed combination medicinal product according to item 1
(sub-item 1.5) 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

Study MO40628 (PHranceSCa): A Randomized,
Multicenter, Open-label Cross-over Study to Evaluate
Patient Preference and Satisfaction of Subcutaneous
Administration of the Fixed-dose Combination of]
Pertuzumab and Trastuzumab in Patients with HER2-
positive Early Breast Cancer.

Primary Clinical Study Report No. 1101787. June, 2020.

\6. Clinical trial phase

JI |

7. Period of the clinical trial

from 18 December 2018 till 24 February 2020 (cut-off]
date for Primary Analysis)

8. Countries where the clinical trial was
conducted

This is a multinational, multicenter study with 39 sites in
16 countries: Argentina (2), Brazil (4), Chile (1), Finland
(2), Hong Kong (2), Jordan (1), Lebanon (2), Mexico (3),
Panama (2), Portugal (3), Qatar (1), Saudi Arabia (1),
Serbia (2), Spain (2), Sweden (2), and the United States
9).

9. Number of study participants

planned: approximately 140 patients.

actual: 160 patients were enrolled in the study at the time
of the clinical cut-off date (80 patients randomized
to Arm A and 80 patients randomized to Arm B).

10. Goal and secondary objectives of the
clinical trial

Primary objective

To evaluate patient preference for PH FDC SC based on
patient responses to Question 1 of the Patient Preference
Questionnaire.

Secondary objectives reported in this primary report
were to evaluate:

- Patient assessed satisfaction with PH FDC SC and P+H
IV based on patient responses to Question 1 of the Therapy
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Administration Satisfaction Questionnaire (TASQ)-SC
and TASQ-IV.

- Patients’ choice of PH FDC SC for the Treatment
Continuation Period based on the proportion of patients
who select PH FDC SC for this study period.

- Healthcare professional (HCP) perception of]
time/resource use and convenience with PH FDC SC based
on HCP responses to the Healthcare Professional
Questionnaires, by individual question.

- Health-related quality of life (HRQoL) with PH FDC
SC and P+H IV based on change in symptoms and function
from baseline and over time as assessed by European
Organization for Research and Treatment of Cancer
Quality of Life Questionnaire C30 (EORTC QLQ-C30)
scores, and mean and mean changes from baseline score in
HRQoL by cycle as assessed by the global health status
(GHS)/overall quality of life scale (items 29 and 30) of the
EORTC QLQ-C30.

- Safety and tolerability of PH FDC SC and P+H IV
during the Treatment Cross-over Period and the entire
adjuvant treatment period (Treatment Cross-over Period +
Treatment Continuation Period).

- Safety of switching from PH FDC SC to P+H IV and
from P+H IV to PH FDC SC.

11. Design of the clinical trial

This is a randomized, multicenter, multinational, open-
label, cross-over study.

Patients were randomized to the following treatment arms
ina 1:1 ratio:

-Treatment Arm A: Patients received P+H IV for 3
treatment cycles followed by PH FDC SC for 3 treatment
cycles.

- Treatment Arm B: Patients received PH FDC SC for

3 treatment cycles followed by P+H IV for 3 treatment

cycles.

The period of 3+3 cycles in both treatment arms
constitutes the Treatment Cross-over Period. The 6
treatment cycles of PH FDC SC and P+H IV received
during the Treatment Cross-over Period and Perjeta and
Herceptin treatment cycles received in the neoadjuvant
setting prior to study entry were considered part of the total
18 anti-human epidermal growth factor receptor 2 (HER2)
treatment cycles planned for all study patients. Following
completion of the Treatment Cross-over Period, patients
entered the Treatment Continuation Period where they
received their choice of either PH FDC SC or P+H IV to
complete their 18 planned cycles.
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breast cancer who had received neoadjuvant Perjeta and
Herceptin and had completed neoadjuvant chemotherapy
and subsequently underwent surgery for their breast
cancer.

2. HER2-positive breast cancer assessed at the local
laboratory prior to initiation of neoadjuvant therapy.

3. Hormone receptor status of the primary tumor
determined by local assessment.

4. Completed all neoadjuvant chemotherapy and surgery.
Adjuvant radiotherapy could have been planned or ongoing
at study entry and adjuvant hormone therapy was allowed
during the study.

5. No evidence of residual, locally recurrent, or metastatic
disease after completion of surgery.

6. Wound healing after breast cancer surgery adequate per
investigator’s assessment to allow initiation of study
treatment within < 9 weeks of last systemic neoadjuvant
therapy.

7. No adjuvant chemotherapy planned.

8. Signed informed consent form (ICF).

9. Aged >18 years at time of signing ICF.

10. Ability to comply with the study protocol, in the
investigator’s judgment.

11. Eastern Cooperative Oncology Group (ECOG)
performance status of 0 or 1.

12. Intact skin at planned site of SC injections (thigh).

13. LVEF >55% measured by echocardiogram or
multiple-gated acquisition scan within 28 days of study
randomization.

14. No major surgical procedure unrelated to breast
cancer within 28 days prior to randomization or
anticipation of the need for major surgery during the course
of study treatment.

15. For women of childbearing potential: agreement to
remain abstinent (refrain from heterosexual intercourse) or
use contraceptive measures, and agreement to refrain from
donating eggs.

16. For men: agreement to remain abstinent (refrain from
heterosexual intercourse) or use a condom, and agreement
to refrain from donating sperm.

17. A negative serum pregnancy test had to be available
prior to randomization for women of childbearing
potential.

13. The investigational medicinal product,

method of administration, strength The test product for the study was PH FDC SC.
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PH FDC SC was non-weight based and was administered
to the thigh every 3 weeks (Q3W) in 2 dose configurations
as follows:

- Loading dose: 1200 mg pertuzumab and 600 mg
trastuzumab SC.
- Maintenance dose: 600 mg pertuzumab and 600 mg
trastuzumab SC.

Patients received 3 cycles during the Treatment Cross-
over Period.

During the Treatment Continuation Period, patients chose
either PH FDC SC or P+H IV to complete their 18 planned
anti-HER2 treatment cycles.

The comparator (active control) for this study was P+H
IV.

Perjeta was non-weight based and was administered as an
infusion Q3W in 2 dose configurations as follows:

- Loading dose: 840 mg IV.
- Maintenance dose: 420 mg IV.

Herceptin IV was weight based and was administered
14. Comparator, dose, method of Q3W after completion of the Perjeta infusion and
administration, strength observation period in 2 dose configurations as follows:

- Loading dose: 8 mg/kg IV.
- Maintenance dose: 6 mg/kg IV.

Patients received 3 cycles during the Treatment Cross-
over Period.

During the Treatment Continuation Period patients chose
either PH FDC SC or P+H IV to complete their 18 planned
anti-HER?2 treatment cycles.

Permitted Therapy

- Adjuvant hormone therapy for breast cancer.

- Adjuvant radiotherapy for breast cancer.

- Hl-receptor or H2-receptor antagonists (e.g.,
diphenhydramine, cimetidine). =
- Cardiovascular medications including angiotensin-
converting enzyme inhibitors, angiotensin receptor
blockers, beta blockers, calcium channel blockers and

15. Concomitant therapy diuretics, beta blockers, calcium channel blockers, digoxin,
thrombocyte aggregation inhibitors.
- Analgesics/anti-inflammatories (&g

paracetamol/acetaminophen, meperidine, opioids).

- Short-term use of corticosteroids to treat or prevent
allergic or infusion reactions was allowed; however, the
dose could not exceed > 20 mg/day of dexamethasone (or
equivalent) for > 7 consecutive days.
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Overall, 104/160 patients (65.0%) took previous-
concomitant medications (started prior to and continued
after the first dose of study treatment) during the study:
50/80 patients (62.5%) in Arm A and 54/60 patients
(67.5%) in Arm B. Of note, adjuvant hormone therapy was
allowed during the study with 25/160 patients (15.6%)
receiving previous-concomitant endocrine therapy.

The most common (> 5% of overall patients) previous-
concomitant medications overall were paracetamol
(17/160 patients [10.6%]), anastrozole, and ibuprofen
(both 9/160 patients [5.6%]). There were no meaningful
differences between the treatment arms in the use of
concomitant medications.

Overall, 141/160 patients (88.1%) took concomitant
medications (started on or after the first dose through 28
days after the last dose of study treatment) during the study:
69/80 patients (86.3%) in Arm A and 72/80 patients
(90.0%) in Arm B. Of note, adjuvant hormone therapy was
allowed during the study with 53/160 patients (33.1%)
receiving concomitant endocrine therapy.

The most common (> 5% of overall patients) concomitant
medications overall were radiotherapy (44/160 patients
[27.5%]), paracetamol (42/160 patients [26.3%]),
tamoxifen and/or tamoxifen citrate (41/160 patients
[25.6%]), ibuprofen (16/160 patients [10.0%]),
calecalciferol (11/160 patients [6.9%]), fusidic acid, and
loratadine (both 10/160 patients [6.3%]). There were no
meaningful differences between the treatment arms in the
use of concomitant medications.

The following criteria were evaluated for this primary
clinical study report:

Patient-reported outcomes:

- Patient preference for PH FDC SC.

- Patient satisfaction with PH FDC SC and P+H IV.

- Patients’ choice of PH FDC SC for the Treatment
16. Efficacy evaluation criteria Continuation Period. ,

- Patient GHS/HRQoL, functioning, and treatment-related
symptoms.

Healthcare professional perception:

HCP perception of time/resource use and convenience
with PH FDC SC.

Efficacy: Not applicable for this primary report.

Adverse events (AEs), standard laboratory assessments,
vital signs, Eastern Cooperative Oncology Group
performance status, electrocardiogram, and switching of
formulations.

17. Safety evaluation criteria
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Patient-reported outcomes and HCP perception: No
formal hypothesis testing was planned. All variables were
summarized by descriptive statistics.

Safety: All safety parameters were analyzed descriptively.

18. Statistical methods

Patient demographic and baseline characteristics were
balanced across the treatment arms.

The median age was 47 years (48 years Arm A vs. 47
years Arm B; range 22 to 80) with the majority (> 60%) of
patients in both arms in the age group of 40 to 64 years. All
patients were female and a majority of patients were white
(80.6%).

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

Patient-reported outcome results

Patient Preference: The vast majority of patients
preferred PH FDC SC administration (85.0%; 95%
confidence interval: 78.5% to 90.2%) over P+H IV
administration (13.8%) and only 2 patients had no| —
preference (1.3%). The most commonly reported reasons
for this preference were “requires less time in the clinic”
and “feels more comfortable during administration”. The
majority of patients (92.6%) indicated a “very strong” or
“fairly strong” with PH FDC SC administration, compared
to only 63.6% of patients with P+H IV administration.

Patient Satisfaction: Patient preference results were
supported by patient satisfaction. A majority of patients
(88.1%) were “very satisfied” or “satisfied” with the PH
FDC SC administration, compared to only 67.5% of
patients with the P+H IV administration. When asked
specific questions about their experience with both PH
20. Efficacy results FDC SC and P+H IV, patients more often cited PH FDC
SC administration as being the less restrictive route of
administration and allowed more time for other activities.

Patient Choice: The choice of SC administration during
the Treatment Continuation Period was consistent with
patient preference with 86.9% of patients choosing to
continue their treatment with PH FDC SC administration
during the Treatment Continuation Period.

HRQoL: Patient responses to the EORTC QLQ-C30
questionnaire on treatment-related symptoms, functioning,
and GHS/ HRQoL showed no major changes during the
Treatment Cross-over Period.

Hcp perception results

Similar to patient preference for PH FDC SC
administration, HCPs indicated PH FDC SC administration
was preferred by the patients over P+H IV administration.
HCPs also indicated marked time savings and the need for
less resource use when using PH FDC SC administration.
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The median preparation time for PH FDC SC
administration was 5 minutes and the median
administration time ranged from 7 to 8 minutes (compared
with median P+H IV preparation times of 15 to 20 minutes
and 60- to 150-minute administration times). The median
overall time the patient spent in the treatment room for PH
FDC SC treatment ranged from 33 to 50 minutes
(compared with 130 to 300 minutes for P+H IV treatment).

Efficacy results

Analysis of the efficacy endpoints will be reported in the
final clinical study report.

As of the clinical cut-off date of this primary analysis, PH
FDC SC and P+H IV were well tolerated (at a median of
11 cycles received), no new safety signals were observed
with PH FDC SC administration, and the AEs experienced
were in line with previous studies of P+H IV and PH FDC
SC. Switching between P+H IV and PH FDC SC
formulations (and vice versa) did not reveal any new or
clinically relevant safety concerns.

- A majority of patients experienced at least one AE
(144/160 patients [90.0%]). :

o  During the Treatment Cross-over Period: 75.0%
(120/160 patients) during PH FDC SC administration and
70.6% (113/160 patients) during P+H IV administration.

o During the Treatment Continuation Period: 51.1%

(70/137 patients) during PH FDC SC administration and

61.9% (13/21 patients) during P+H IV administration.

- A majority of AEs reported were Grade 1 or 2 in
intensity.

o During the Treatment Cross-over Period, the
incidence of Grade 3 AEs reported was 2.5% (4/160
patients) during PH FDC SC administration and 3.8%
(6/160 patients) during P+H IV administration.

o  During the Treatment Continuation Period, the
incidence of Grade 3 AEs reported was 2.9% (4/137
patients) during PH FDC SC administration and 9.5%
(2/21 patients) during P+H IV administration.

- Approximately half the patients experienced at least one
treatment-related AE (79/160 patients [49.4%]).

o  During the Treatment Cross-over Period: 36.3%
(58/160 patients) during PH FDC SC administration and
18.8% (30/160 patients) during P+H IV administration.

©  During the Treatment Continuation Period: 19.7%
(27/137 patients) during PH FDC SC administration and
9.5% (2/21 patients) during P+H I'V administration.

21. Safety results
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- Serious AEs (SAEs) were reported for 10/160 patients
(6.3%).

o During the Treatment Cross-over Period: 1.3%
(2/160 patients) during PH FDC SC administration and
3.8% (6/160 patients) during P+H IV administration.

o During the Treatment Continuation Period: 2.2%
(3/137 patients) during PH FDC SC administration and
0% during P+H IV administration.

- Cardiac AE(s) were reported for 9/160 patients (5.6%).

o During the Treatment Cross-over Period: 3.1%
(5/160 patients) during PH FDC SC administration and
1.9% (3/160 patients) during P+H IV administration.

o During the Treatment Continuation Period: 0.7%
(1/137 patients) during PH FDC SC administration and
0% during P+H IV administration.

- No fatal AEs were reported during the study.

- AEs leading to study treatment discontinuation were
reported for 2/160 patients (1.3%).

o During the Treatment Cross-over Period: 1/160
patients (0.6%) had an AE which led to discontinuation of
PH FDC SC.

o During the Treatment Continuation Period: 1/21
patients (4.8%) had an AE which led to discontinuation of
P+H IV.

- AEs leading to study treatment interruption were
reported for 9/160 patients (5.6%).

o  During the Treatment Cross-over Period: 1.3%
(2/160 patients) during PH FDC SC administration and
1.9% (3/160 patients) during P+H IV administration.

o  During the Treatment Continuation Period: 2.2%
(3/137 patients) during PH FDC SC administration and
4.8% (1/21 patients) during P+H IV administration.

- Approximately half the patients experienced at least one
AE to monitor during the study (89/160 patients [55.6%]),
the majority of which were Grade 1 or 2 in intensity.

o Anaphylaxis and hypersensitivity events were
experienced by 4/160 patients (2.5%), all during PH FDC
SC administration and all Grade 1 or 2.

o  Administration-related reactions (ARRs) were
experienced by 52/160 patients (32.5%), all Grade 1 or 2.

* During the Treatment Cross-over Period: 23.8%

(38/160 patients) during PH FDC SC administration and

5.6% (9/160 patients) during P+H IV administration.

* During the Treatment Continuation Period: 9.5%

(13/137 patients) during PH FDC SC administration and

0% during P+H IV administration.
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* Local injection site reactions were related to PH
FDC SC administration and experienced by 36/160
patients (22.5%) and 10/137 patients (7.3%) during the
Treatment Cross-over and Continuation Periods,
respectively.

= Local infusion site reactions were related to P+H
IV administration and experienced by 1/160 patients
(0.6%) during cross-over treatment.

= Systemic injection related reactions were related to
PH FDC SC administration and experienced by 3/160
patients (1.9%) and 2/137 patients (1.5%) during the
Treatment Cross-over and Continuation Periods,
respectively.

* Systemic infusion related reactions were related to
P+H IV administration and experienced by 6/160
patients (3.8%) during the Treatment Cross-over Period.

o Cardiac dysfunction was experienced by 11/160
patients (6.9%).

* During the Treatment Cross-over Period: 2.5%
(4/160 patients) during PH FDC SC administration and
3.1% (5/160 patients) during P+H IV administration;
one Grade 3 event during P+H IV administration.

* During the Treatment Continuation Period: 2.2%
(3/137 patients) during PH FDC SC administration and
0% during P+H IV administration.

o Diarrhea >Grade 3 was experienced by 1/160
patients (0.6%) during PH FDC SC cross-over treatment.

o An additional Herceptin-specific ‘Anaphylaxis and
IRR’ grouping of preferred terms was used to identify
specific events of potential pulmonary origin, subsequently
titled Pulmonary Events (ARRs), which were experienced
by 45/160 patients (28.1%); one Grade 3 event during PH
FDC SC administration. Of note, the majority of these were
ARRs and were not of pulmonary origin.

o Pregnancy and neonatal-related events were
experienced by 1/160 patients (0.6%) during PH FDC SC
cross-over treatment; Grade 2.

o Interstitial lung disease was experienced by 1/160
patients (0.6%) during PH FDC SC continuation treatment;
Grade 1.

o Neutropenia/febrile neutropenia/leukopenia events

were experienced by 12/160 patients (7.5%).
During the Treatment Cross-over Period: 1.9% (3/160
patients) during PH FDC. SC administration and 5.0%
(8/160 patients) during P+H.IV administration; one Grade
3 event during P+H IV administration.
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. During the Treatment Continuation Period:

2.2% (3/137 patients) during PH FDC SC
administration and 0% during P+H IV
administration; one Grade 3 event.

- The PHranceSCa primary analysis results demonstrated
that the vast majority of patients preferred PH FDC SC
administration (85.0%) over P+H IV administration
(13.8%) and only 2 patients had no preference (1.3%). The
most commonly reported reasons for PH FDC SC
preference were “requires less time in the clinic” and “feels
more comfortable during administration”.

- Patient preference was supported by patient satisfaction
with a majority of patients (88.1%) being “very satisfied”
or “satisfied” with the PH FDC SC administration and was
further supported by patient choice with 86.9% of patients
choosing to continue their treatment with PH FDC SC| _
administration during the Treatment Continuation Period.

- The HCPs also indicated PH FDC SC administration
was preferred by the patients, had marked time savings for
preparation and administration, as well as the overall time
patients spent in the treatment room, and required less
resources over P+H IV administration.

- The overall safety profile indicated PH FDC SC was
well tolerated. No new safety signals were observed and
the AEs experienced were in line with previous studies
using P+H IV administration. Any differences in AEs
between treatment administration route were driven by
Grade 1 or 2 local injection site reactions and were
expected due to the mode of administration via SC
injection compared to administration by IV, which had no
reports of local infusion site reaction.

- Switching between P+H IV and PH FDC, or vice versa,
was well tolerated by patients and did not reveal any new| —
or clinically relevant safety concerns.

- Safety results seen in the PHranceSCa study support
those seen with PH FDC SC in the FeDeriCa study.

22. Conclusion

Applicant (Marketing Authorization Holder)

e —

L’“’\ML L0 Qi
F. Hoﬁmann La Roche Ltd F. Hoffma %% Roche LT

International Regulatory | :
: nternational Regulatory
e -Sthéerfg . Basel, Switzerland

EHSLR Y Leyla Lister
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3BiT mpo KAiHiYHe BUNpOGyBaHHS

1. HasBa nikapcbkoro 3aco6y (3a HasBHOCTI -
HOMEp peecTpaLiiiHoOro NocBigueHHs)

®ECI'O® (PHESGO)

2. 3asaBHUK

@.Xopdmann-JIs Pour JlTy
I'penzaxepuitpacce 124, 4070 Basens, Iseiiuapis

3. BupobHuuk

@. Xoppmann-Jls Pow JItx
Bypmicser, 4303 Kaiicepayrer, I1Iseiinapis

4. Ilpoeneni gocnimKenHs:

I nax C Hi AKILO Hi, OOTpyHTYBATH

1) Tun nikapcekoro 3aco6y, 3a skum
NpoBOMIIAcs abo MIIAHYETHCS peecTpallis

Jlikapcekuii 3aci6 3 ¢ikcoBaHoo koMGiHamie 3rigHo
nyHkty 1 (mignyskty 1.5) posginy V Ilopaaky Hakasy
MO3 Vkpainu Big 23 nunus 2015 poky Ne 460.

5. IloBHa Ha3Ba KJIiHIYHOrO BUMIPOGYBaHHS,
KOJIOBaHH#1 HOMEP KJIiHIYHOTO BUMPOOYBaHHA

HocnipkeHHs MO40628 (PHranceSCa):
paH/ioMi30BaHe, 6araTOLEHTPOBe, BiJKpUTE NepexpecHe
JOCHI/UKEHHS 3 BHUBYEHHs TEpeBary Ta 3aJ0BOJICHHS
MAaLli€HTiB  MiAIIKIPHUM  BBEJEHHAM  KOMOGIHOBAHOIO
Jikapcekoro  3acofy 3 (iKcoBaHMM  J03yBaHHAM
neptysymaby Ta TpacTy3symaby y nauientie 3 HER2-
MO3UTHBHUM PaHHIM PaKOM MOJIOYHOT 3aJ103H.
IlepBunHuii  3BiT npo KiiHiyHe gocnikeHHs No
1101787. Yepsens 2020 poky.

L6. @asa K1iHIYHOrO BUNPOOYBaHHs

il |

7. Ilepioa npoBeieHHs KJIiHIYHOTO
BUNPOOYBaHHS

3 18 rpyans 2018 poky no 24 motoro 2020 poky (nara
3aBeplUeHHs 300py JaHMX JUls IEPBUHHOTO aHali3y)

8. Kpainu, e npoBoauiocs KiiHiuHe
BUIpOOyBaHHs

Lle MixunaponHe OaratoueHTpOBE AOCHi/UKEHHS 3a
yyacTio 39 JHOCHIHMLBKHX UeHTpiB y 16 Kpainax:
Aprentuna (2), Bpasunis (4), Yuni (1), @iunangisa (2),
Toukonr (2), Mopaauis (1), Jlisan (2), Mexkcuka (3),
[lanama (2), Mopryranis (3), Karap (1), CayniBcbka
Apasis (1), Cep6ia (2), Icmanis (2), Illsenis (2) Ta
Cnony4eni llltatn Amepuku (9).

9. KinbkicTb ochi ukyBaHnX

3arniaHoBaHa: npubansHo 140 nauienTis.

daxtuyna: 160 nauientie  6yn0  BKIIOYEHO B
MOCHIMKEHHsl Ha [aTy 3aBeplieHHs 300py KiiHiuHMX
Aanux (80 mauienTiB panaoMisoBaHo B rpymy A Ta 80
MalieHTiB paHI0Mi30BaHoO B rpyny B).

10. MeTa Ta BTOpHHHI Wini K1iHiYHOrO
BUIPOOYBaHHs

HepBunni uini

OLiHUTH,  4u B AQIOTH nepesary NalieHTH
KombiHOBaHOMY JlikapcbkoMy 3acoby 3  (ikcoBaHMM
no3yBaHHsM (mepTy3ymal mmoc Tpactysymab) s
nigmkipHoro Beeaenus (I[P FDC SC) wa mnigcrasi

BIAMOBiZiel NALigHFF, HASQUTaHHs | onMTyBanbHMKA
ILOJI0 NepeBar [HeRTiBa s, A

3 0PUOMYHKX Ta
PErynATORHUX
MUTaHb

e,
oy HMH‘&‘-TQ‘!@
Outrig oo®
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BropuHHi wnini, nopizomneHi B 1pOMy NepBHHHOMY
3BITI, OLIIHIOBAJIU:

- 3a/10BOJIEHHS 3a OLIHKOIO MawieHTiB npemapatamu [T
FDC jns nimmkipHoro BeeaewHs ta I+ mis
BHYTpilIHBOBEHHOTO BBEJEHHS Ha MiICTABI BiAMOBigei
Nali€HTiB Ha nNMTaHHA | ONMTYBalbHUKA OO
33[I0BOJICHHs  MiIUKIPHUM  BBEJCHHAM  JIiKYBaHHA
(TASQ-SC) Tta  BHYTPILIHLOBEHHMM  BBEACHHAM
nikysanHs (TASQ-IV).

- Bu6ip nauienrip [1I"' FDC s nigmkipHOro BBeaeHHs
Uil Tepiofy MNpPOJOBXKEHHS JiKyBaHHS Ha MiJACTaBi
YaCTKH MauienTis, aki o6pamu [1I"' FDC pns nimukipHoro
BBEICHH JUI JAHOTO Mepioay JOCTimKeHHs .

- CnpuiHATTA MEAMYHUMH TPaLiBHUKAMH BUTPAYEHOTO
yacy/pecypey Ta 3py4Hocti 3actocysanns I1I" FDC ms
OiJIKIPHOrO  BBENEHHS HA MiJACTaBi  BiAmosimei
MeJMYHMX MPaliBHUKIB HA OTUTYBAIBHUK Il MEJUYHUX
NpaliBHUKIB, 33 iHAMBIAyaIbHUM 3aIIUTAHHAM.

- SIKicTh KUTTA, MOB’A13aHy 3i 310poB’sM (HRQoL), npu
3acrocyanni III' FDC ans migmkipHoro BBeieHHS Ta
[I+I" nns BHYTPIIIHBEOBEHHOro BBEJEHHS Ha IijCTaBi
3MiHM CHMINTOMIB Ta (yHKLUIT Big BMXigHOro piBHSA Ta 3
4acoM 3a OWHKOI 3a JIOMOMOTrOK OMNWTYBAlIbHHKA 3
axocti xkuTTa C30 €Bponeiickkoi opraxizalii 3 BUBUeHHS
Ta JliKyBaHH# OHKOJIOTIYHMX 3axBoproBaHb (EORTC
QLQ-C30), i Bu3HaueHHA cepeaHix 3MiH  Bij
noyarkoeoro noxkasHuka HRQoL 3a koM Ta oLiHKOIO
3arajlHoro crady 3aopoB’s (GHS)/zaramsnoi sxocTi
KuTTA (nyHktH 29 i 30) EORTC QLQ-C30.

- besneka Ta nepenocumicts II" FDC s niguikipHoro
BBeleHHA i [T+ jist BHYTPIlIHLOBEHHOrO BBEICHHS Iif
yac nepiofly MEepeXpecHOro JIiKyBaHHS Ta 3arajbHOTO
mepiojly a1’ FOBaHTHOTO TiKyBaHHs (NEpiof mepexpecHoro
NiKyBaHHsA + Tepiof NMPOIOBKEHHs JTiKyBaHHS).

- besnexa nepepenenHs mnauiedtis i3 [1I° FDC s
MiKipHoro BejieHHs Ha [T+ s BHYTPilIHBOBEHHOTO
BBeIeHHA Ta 3 [I+]" nnsa BHYTpilIHBOBEHHOrO BBEJEHHS
Ha I1I" FDC s nifmkipHoro BBeieHHs.

Lle panpomizoBane, 6araToLEHTPOBE, MiXKHApOJHe,
BIJIKPUTE MepeXpecHe 10CiIKEHHS.

[Tauientn Oynu panaoMizoBaHi B HACTYNMHI TIpymu
NiKyBaHHA Y cliBBigHOMIEHH] 1:1:

- rpyna JiKyBaHHs A: nauieHtu otpumysanu I+ ans
BHYTPILIHBOBEHHOTO BBEAEHHA IMpPOTArOM 3 LMKIIB
JNiKyBaHH# i3 HacTymHuM 3actocyBanusM [1I" FDC s
MiJIKiPHOTO BBE/IEHHs POTATOM 3 LIMKJIIB JiKyBaHHS.

11. Jlu3aiin KIiHiYHOrO BUMpOOyBaHHs
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- Tpyna nikysaHnsa B: nauientu otpumysanu I1I" FDC
AN OiIKIPHOTO BBEJEHHA MPOTATOM 3  LMKJIB
NiKyBaHHS i3 HACTYNHHMM 3acTocyBaHHaMm II+I s
BHYTPIilIHLOBEHHOTO BBEJIEHHS TMPOTArOM 3 LUKIiB
TKYBaHHS.
Ilepion 3+3 uuknu B 060X rpynax niKyBaHHS CKiaaaB
nepioj] NepexpecHoro JiKyBaHHs. 6 MK dikyBaHus [T
FDC jns nigmkipHoro Beemenns ta I+ mis
BHYTPIlIHEOBEHHOTO BBEJEHHS, OTPHUMaHi Iij dYac
Nepiofly MepeXpecHOro JKYBaHHA, i KypcH JiKyBaHHS
npenaparamu Ilep’eta Ta TepuentuH, oTpumani B
HE0a/I FOBAHTHOMY PEXMMi [0 BK/IKOYEHHS NALli€HTIB B
JOCHiPKEHHS, BBaXKAIUCS YaCTHHOIO 3arajoM 18 muKiiB
MKYBaHHS,  CNPSMOBAHOTO  MPOTH  peLentopy 2
enigepmMansHoro  dakropy pocry mozuan  (HER2),
3an/IaHOBaHMX 1Al yCiX JOCHIKyBaHKX nanieHTiB. [licns
3aBEPIUEHHA TEPIOY MEepexXpecHoro JiKyBaHHS NAallieHTH
BXOJMJIH Y Mepioj NPOJOBXKEHHs JIKYBaHHS, B AKOMY
BOHM OTpuUMyBanu Ha ixHiii BuGip III' FDC pgas
MiAIKiPHOTO BBEJICHHSA abo IET hihbi
BHYTpIIIHLOBEHHOTO BBEIEHHs JUIs 3aBeplieHHs 18
3al1aHOBAHUX LIUKIIIB.

1. Xinku a6o 4ONMOBiKH 3 MiCTONONIYHO MiATBEpIKEHUM,

HER2-no3uTuBHUM 3amaabHUM,
MICLIEBOPO3TIOBCIO/KEHNM a0 paHHBOi cTamii pakom
MOJIOYHOT 3aJ03H, $Ki OTPUMYBaJH Heoaa FOBaHTHY
Tepanito npenapatamu llep’eta Ta TDepuentun i
3aBEPILMIKM HEO0a/ FOBAHTHY XiMiOoTepariro 3 MoJanbliuM
Xipypriusum J1iKyBaHHSM 3 NPHBOAY PAKy MOJOYHO]
3a7103H.

2. HER2-no3uTHBHUIA paK MOJIOYHOT 3aJI03H, OLiHEHHH
B JIOKabHIA nabopatopii 10 mouyatky Heoaa IOBaHTHOT
Teparii.

3. T'opMoHanbHMii peLenTopHHil CTATyC NEpPBMHHOT
MyXJHHHW, BHU3HAYEHWH 3a pe3yibTaTaMH JIOKAJIbHOI
OLI{HKH.

4. 3apepuweni yci Heoam'toBaHTHI XimioTepamii Ta
Xipypriude JikyBaHHs. Ha MOMEHT BKIIOUEHHS B
JOCHIJUKEHHS MOTJIa TJIaHyBaTHCh ab0 MPOAOBKYBATHCh
an’loBaHTHA TNpOMEHeBa Tepamis Ta a1 FOBaHTHA

12. OcHOBHI KpuTepii BKIIOUEHHS

rOpMOHaJIbHa  Tepamisi  JO3BOJIsJIach  MijJ  4ac
JOCIi JKSHHS.

5. BincyTHicTs JIOKa3iB 3aJIULIKOBOTO,
MiCLIEBOPELM/IUBYIOUOTO abo METacTaTHYHOTO
3aXBOPIOBaHHS  MiCNsA  3aBepIUEHHs  XipypriyHoro
NIKyBaHHS.
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6. Hanexxne 3a OLHKOIO [OCTiJHMKA 3arO€HHA paHH
mic/is XipypriuHoro 1iKyBaHHs paKy MOJOYHOI 3aJI03H,
JIOCTaTHE [N TOYATKY JOCTiJXKYBaHOTO JiKYBAHHS
NpOTAroM <9 THXHIB Micisd OTPUMAHHA OCTAHHBOT
CHCTEMHOI He0aJ' OBaHTHOI Tepariii.

7. BincyTHicTh nuaHyBaHHs a1 FOBAHTHOT XiMioTepanil.
8. [Miznucana dopma iHdpopmosanoi sroau (DI3).

9. Bik > 18 pokie Ha MoMeHT ni gnucanHs @I3.

10. 3naTHicTh JOTPUMYBATHCS NPOTOKOIY AOCITIIKEHHS,
Ha PO3CyJ| 10CiTHHKA.

11. 3araneHuit cran Ha piBHi 0 a6o 1 3a CximHow
00’€e1HaHOI0 OHKOJIOTYHOO rpynoo (ECOG).

12. HeymkomkeHna wkipa B 3aruiaHoBaHOMY MicLi
MiAMKipHOT iH €Kil (CTerHo).

13. ®@paxuis BukMay iBOro wuyHouka >55% 3a
pesyJibTataMu exokapaiorpadii (ECHO) abo
MYJIBTHCHHXPOHI30BaHOT  pajioHyknigHOT  aHriorpadii
(MUGA) nporsrom 28 uiB  panjgomizauii B
JIOCIIi IPKEHHSL.

14. BincyTtHicTh 3HayHMX Xipypri4Hux BIpydYaHb, He
TOB’A3aHMX 3 PAKOM MOJIOYHOI 3aJ103H, POTAroM 28 IHiB
Ao paHziomizauii abo mepenbauyBaHoi TOTpeGH y
3HAYHUX XIPYPriYHMUX BTPYYAHHAX MiJl Yac OTPHUMAHHS
NOCTiPKYBAHOTO JIIKYBaHHS.

15. JKinku gniTopoiHoro BiKy: 3roja Ha YTPUMAHHS
(yTpuMyBaTHCS  Bii reTepOCEKCYalbHHX  CTATEBHX
CTOCYHKiB) a00 3aCTOCYBaHHs KOHTpAaLeNllii Ta 3roga Ha
YTPUMaHHs Bij AOHALIT ARIEKIIITHH.

16. Ins 4on0BiKiB: 3rofa Ha yTpUMaHHs (YTpUMYBaTUCH
Bl TIETEPOCEKCYaNbHHX CTATEBHMX CTOCYHKIiB) a60
3aCTOCYBaHHs TpPE3ePBATUBIB 1 3rojla Ha YTPUMaHHS Bij
JOHALIT criepMH.

17. HeraruBHMi pe3ynbTaT MOCIIKEHHS CHPOBATKH
KpOBI Ha BariTHICTE [0 paHaoMisalii s  KiHOK
JITOPOJHOTO BiKYy.

BunpoGosyBannm JikapchKHUM 3ac000M y J0CTi KEHHi
Oys III"' FDC a5 migmKipHOro BBEAEHHS.

Hosza III" FDC ans miAmkipHOro BBEAEHHS He 3aexana
Bil Macu Tilla Ta BBOJMJIACH Y CTETHO KOXHi 3 THXHI
(Q3W) B 2 koHbirypalifax 1031 HACTYITHUM YHHOM:

- HaBaHTaxKyBajibHa J03a: 1200 mr nepty3zymaby Ta

600 mr TpacTy3ymaby miaumkipHo.

- migTpuMyBaibHa no3a: 600 Mr neprysymady Ta 600
MI TpacTy3yMaly MiAlKipHO.

[lagient oTpumann 3 UMKIM [ig 4ac mepiogy

MEPEXPECHOI0 JIIKyBaHHS.

13. locipkyBaHuii nikapebKHii 3aci6, croci6
3aCTOCYBaHHA, CHJIa Ail

Vepetnsg Gl
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[Ipotsarom nepiofy NMponoBXKeHHsS JiKyBaHHA NALi€HTH
obupanu IN1I' FDC ans migmkipHoro BeeneHHs a6o [T+
AUl BHYTPIIIHEOBEHHOTO BBEACHHS [JIs 3aBeplieHHs 18
3arjlaHoBaHuX LUKIiB aHTU-HER2 nikyBaHHs.

[Ipenapatom mNOpPiBHAHHA (AKTHBHMI KOHTPOJL) s
uporo pocaimxenusa Oys IT+I7 qis BHyTpimIHEOBEHHOTO
BBEJCHHS.

Ho3a npenapary Ilep’era He 3anexana Bij MacH Tina ta
BBO/MJIACK Y BHUIMAAI iHQY3i1 KOxkHI 3 THxKHI B 2
KOH(Irypauisx /031 HACTYITHUM YHHOM:

- HaBaHTaXXyBajibHa 103a: 840 Mr BHYTPilIHLOBEHHO.
- niATpUMYyBaNbHa 103a: 420 MI' BHYTPIllIHBOBEHHO.

Hosza mpenapaty I'epuentuH ansi BHYTPilIHEOBEHHOTO
BBEJICHHS 3ajieKalla BiJl MacH Tijla Ta BBOAMIACE KOXHI 3
THXKHI Ticns 3aBepiieHHs iHQys3il npenapaty Ilep’era i
nepiofly cmocrepexkeHHs B 2 KoHdirypauisx gosu
HACTYNMHUM YHHOM:

- HABAHTAXYyBaJlbHa 1103a: 8 MI/KI' BHYTPIIIHLOBEHHO.
- MiATPUMYBalbHa 103a: 6 MI/KI' BHYTPIlIHEOBEHHO.

[Tauients otpumanu 3 uMKIM nig Yac mnepiomy
NIEPEXPECHOTO JIiKYBaHH.

ITin uvac nepiogy mNpOAOBXKEHHsS IiKyBaHHS TMalli€HTH
obupanu III' FDC mna nigmkiproro Beesenus abo IT+T
Ul BHYTPilIHEOBEHHOTO BBEJEHHs JUIs 3aBeplleHHs 18
3aruiaHoBaHuX LMKIIB aHTH-HER?2 nikyBanHs.

14. TlpenapaT nopiBHsAHHS, /1034, CIIOCIO
3aCTOCYBaHHS, cunia Jii

Jlo3BoJieHa Tepanis

- AJNIOBaHTHAa TOpPMOHAJIbHA Tepamis paKy MOJOYHOT
3aJI03H.

- A1’10BaHTHA NMPOMEHEBA PaKy MOJIOYHOT 3aJ1031.

- Awntaronictu Hl-peuentopie abo H2-perenropis
(Hanpuknaza AudeHriapamin, LUMETHINH).

- llpemapatu jns  JiKyBaHHS — CepLEBO-CYAMHHHX
3aXBOPHOBaHb: iHribiTopu
aHrioTeH3MHNepeTBOpIoBaibHOrO  epmenty  (ATID),
Gnoxkaropu peuentopiB aHrioteHsuHy, B-Giokatopu,
15. CynyTHs Tepanis OnOKAaTOpH  Kalblli€eBMX  KaHaliB, aiypeTuku, P-
GnokaTtopu, 6710KaTOpH KalbLIEBHX KaHaJliB, IMIOKCHH Ta
iHribiTopu arperatii TpOMOGOLMTIB.

- 3HebomoBanbHi/MpoTH3ananbHi 3acobu (HanpuKiajg
napateTramosl/aneramiHopeH, MenepuanH, omioian).

- Jlo3BOJANOCH ~ KOPOTKOCTPOKOBE  3aCTOCYBAaHHA
KOPTUKOCTEPOIMiB A JiKyBaHHs abo mnpodinakTuku
anepriuaux abo iHQy3idHMX peakuiii, ojHak He cuin
nepepuilyBati n03y > 20 mr/noby ans mexcamerasoHy
(abo ekBiBaNeHTY) IPOTATOM > 7 JHiB MOCHiJb.

3aranoM 104/160 naujentis (65 %) oTpumyBanu
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MOMepe/IHK  CYyNmyTHIO Tepamio (po3mouary J0 Ta
NPOJOBKEHY nicis OTPUMAaHHs nepmwoi 034
J0CTIIUKYBAHOTO JIIKYBaHHA) 11 Yac Jocimkenns: 50/80
nauieHtie  (62,5%) y rpyni A Ta 54/60 nauieHTiB
(67,5%) B rpyni B. Cnig 3a3HaumTH, mo an’ioBaHTHA
ropMOHalbHa Tepamis Oyna J03BojieHa A — 4ac
JOCITi IDKEHHS: 25/160 naijieHTam (15,6 %)
3aCTOCOBYBajnacs  paHille  OTPUMYBaHa  CyMyTHs
€H/IOKpUHHA Tepartis.

Haii6inpm nomupenum (> 5 % ycix mauientis) paniue
OTPHMYBaHMM CYNYTHIM JliKyBaHHSM 3arajiom Oyo:
napaueramon (17/160 nauientis [10,6 %]), anactposon
Ta i6ynpoden (o6uasa y 9/160 nauienTis [5,6 %]). He
Oyno cyrreBoi BimMiHHOCTI MiX rpynamu JiKyBaHHS y
3aCTOCYBaHHi CYMYTHBOrO JIiKyBaHHS.

3aramom 141/160 mnauienrtie (88,1 %) orpumysas
CymyTHE JNiKyBaHHS (posmouare mix 4vac abo micis
OTpUMaHHs MNeploi X03M NOpoTAroM 28 AHIB micis
OTPUMAaHHs OCTAaHHBOI JI03M JIOC/IKYBAHOTO JIiKYBaHHs)
mijx yac gocnimkeHns: 69/80 narientis (86,3 %) y rpymi
A rta 72/80 nauientie (90,0%) y rpymi B. Crig
3a3HAYMTH, WO aJ’IOBAHTHA IOPMOHANbHA Teparis Gysa
A03BOJIEHAa niA 4Yac jgocnimkeHHs: 53/160 mnauieHTiB
(33,1 %) oTp¥MyBaJIM CYMYTHIO €HAOKPUHHY TEpalilo.

Haiibinbm  mommperorwo (>5%  ycix nauienTis)
CYIYyTHbO 3aCTOCOBYBAHOIO Tepari€io 3arajioMm Oyia:
npomenea Tepanig  (44/160 mnaaientie  [27,5 %)),
napaueramon (42/160 nauientis [26,3 %]), Tamokcuden
Ta/abo  Tamokcudeny umtpar (41/160 mauieHTiB
[25,6 %]), iOynpoden (16/160 mnauicntie [10 %]),
kosnekansuudepon (11/160 nauientie [6,9 %)), dysunosa
KHCI0Ta Ta JjopataauH (o6uasa y 10/160 mnamienTis
[6,3 %]). He cnoctepiranock cyTTeBUX BigMiHHOCTEH MiX
rpynamu JNiKyBaHHs LIOJO 3aCTOCYBaHHS CYIYTHBOIO
JIKYBaHHS.

J1s 1aHOrO NEPBMHHOTO 3BiTY KIiHIYHOTO JOCiIKEHHS
OLIIHIOBAJIUCH HACTYIHI KpUTepii:

Pe3ynbTaTi Ha OCHOBI OLIIHKH MAlli€HTAMM:

- [lepeBara nauientis moa0 3actocysanns I1I" FDC ans
M ILIKiPHOTO BBE/ICHHS.
16. Kpurepii ouiHku edekTuBHOCTI - 3a0BoJeHHs mauieHToM 3actocysanus [1I" FDC s
nimukipHoro BeejeHHsA Ta [+ a1 BHYTpilIHEOBEHHOTO
BBEJICHHA.

- Bubip nauientis I1I" FDC as nifmkipHoro BBeneHHS
IJ1 Tepioy NMPOIOBKEHHS JiKYBaHHS.

- GHS/HRQoL nauienta, (yHKiionyBaHHs Ta
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CUMIITOMM, TOB’5I3aHi 3 JTIKYBaHHAM.

CrpuHHATTS MeIMYHUMHM NpaLliBHUKAMU:

CnpuiiHATTS MEIMYHMMM MpPALiBHAKAMM 3aTpayeHHX
yacy/pecypcy, a Takox 3py4HocTi 3actocysanHs [1I' FDC
JUIS T AKIPHOTO BBEICHHS.

EdeKTUBHICTb: He 3aCTOCOBHO ISt LBOTO NEPBHMHHOTO
3BITY.

Hebaxani spuma (HS), cranmaprai  naGopartopwi
MOKa3sHMKM, OCHOBHI IOKA3HUKH  JKHUTTEAIAIBHOCTI,
17. Kpurepii ouinku 6e3neku 3arajibHui ctaH 3a CxifHOH 00’€IHAHOK OHKOJIOMYHOO
rPYIor, el1eKTpoKapaiorpamMa Ta MepeBeieHHs Ha iHy
hopMy BHUITYCKY.

Pesynerath Ha OCHOBI OWIHKM malieHTaMH Ta
CNPUAHATTSA MEAUYHUMH NPALLiBHUKAMHU: He MIaHyBajIoCh
TecTyBaHHs (opmanbHoi rinotesu. Yci nepeminni 6yno
PE3OMOBAHO 32 JONIOMOIOK ONMUCOBOT CTATHCTHKH.

besneka: yci mnapamerpu Gesmeku aHami3yBajuch
OMUCOBHUM CIOCOOOM.

18. CraTucTHuHi MeToau

Jlemorpadiuni Ta BHXi[AHI XapaKTEpHCTHMKM NAalliE€HTIB
Oynu 306anaHcoBaHi B rpymnax JiKyBaHHsI.

Cepenniii Bix craHoBuB 47 pokiB (48 pokiB y rpymi A
19. lemorpadiyni nokasHuKK 10CTiIKyBaHOi |nopiBHsHO 3 47 pokamu B rpymi B; nianason Big 22 1o
nonynsAuii (crate, Bik, paca, TOLIO) 80), mpu npomy OGimpwicts (> 60 %) nauieHTis y o6ox
rpynax Oynu y BikoBiit rpymi Big 40 o 64 pokis. Yci
nauieHTH 6ynM KiHouoi craTi Ta OLABIIICTE MALi€HTIB
Oysiu epponeoigHoi crati (80,6 %).

Pe3ynibTaTi Ha OCHOBI OLIIHKM NaLliEHTAMH

IlepeBara nmaunienra: [lepeBaskHa GibinicTh NalieHTIB
Bigmanu nepesary [1I' FDC ans nigmkipHoro BBeAeHHS
(85 %; 95 % nosipunii inTepBan: Big 78,5 % mo 90,2 %)
nopiBHAHO 3 [T+ a4 BHYTpILIHLOBEHHOrO BBEAEHHS
(13,8 %) i amme 2 nauieHTa He Bigamu mepesary
(1,3 %). Haiibinew yacTo NOBiJIOMICHUMH NPUYHHAMM
Takol mnepesarn Oynu: «notpebye MeHIie 4yacy
nepeOyBaHHaA B NiKapHi» i «ouyTTs Giblioro KoMpopTy
20. Pesynpratu edekTHBHOCTI nia 4Yac BBeleHHs». binewictes mnauientie (92,6 %)
3a3HAUMJIM «IyKe CHIbHMI» ab0 «I0CTATHBO CHIILHHII»
mozo I1I' FDC aas nmiamkipHOro BBeieHHs TOPIBHAHO 3
muie 63,6 % nauieHTaMHM 100 BHYTPiLIHbOBEHHOTO
BBeeHHsA [1+].

3a/10B0ICHHSI MALIE€HTIB: pe3yJbTaTH 100 rnepeBaru
NaLi€HTIB MiATBEPPKYBATHCH 3a/I0BOJIEHHAM MNAlli€HTIB.
Binbmicte nauientis (88,1 %) «iayxke 3amoBojeHi» abo
«3a/10BOJIEHI» BBefieHHsAM npenapary III' FDC pus
MiAIIKIPHOTO BBeJEHHsA, NOPiBHAHO Jmme 3 67,5 %
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NaLi€HTiB CTOCOBHO BHYTPIIIHLOBEHHOTO BBeIeHHS I1+] .
Komu 3anutypanu cneuudiuni muramHs mpo pocsin
BBesieHHs [1I" FDC ans migukipHoro BeesenHs ta [T+
AUl BHYTPIIIHBOBEHHOTO BBEIEHHS MAIlIEHTH YAaCTille
3azHavyanu [1I" FDC ans niawkipHoro BBeiIeHHs 1K MEHIII
OOMEXCyBalbHUI WUISX BBEICHHA Ta SKWi J03BOJIAB
Oinblie yacy Ays iHIIMX BUIB JifIBHOCTI.

Bu6ip nauienris: Bubip nimukipHoro misxy BeexeHus
Nil yac nepiofy NMpPOAOBIKEHHs NiKyBaHHS CIIBNA/aB 3
NepeBaro0 MalieHTiB, npu wsOMY 86,9 % mauieHTiB
obpanu npomomxkuTH  jikyBaumwa I FDC s
MiMWKIPHOrO BBEJEHHS MiJ 4ac Mepiofy MpOJOBKEHH
JKYBaHHS,

HRQoL: Binnosii nauieHTiB Ha ONMTYBaNbHHK
EORTC QLQ-C30 momo cuMNTOMIB, MOB’S3aHUX 3
NiKyBaHHAM, OyHKUioHyBaHHs Ta GHS/HRQOL He
NMPOJEMOHCTPYBANM CYTTEBMX 3MiH Mix uac mepioay
MepexpecHoro JiKyBaHHS.

PesyabTaTyl o0 COPUHAHATTS MEIHYHUMHU
npaiiBHUKaMH

[ToniGHo no mnepepard MauieHTIB OO MiAWIKipHOro
BBefieHHs 1" FDC MeauuHi npauiBHUKK 3a3HAYMIH, 1O
[II' FDC ans migmkipHoro BBeneHHs OyB BapiaHTOM,
AKOMY BiJJanu mnepesary nauieHTH Han I+ mis
BHYTPIIIHBOBEHHOTO BBEJeHHS. MeauuHi mpaliBHUKH
TAaKOXK 3a3HAYMIIM TIPO CYTTEBY €KOHOMIIO Yacy Ta MEHIIy
notpeby B pecypcax mpu 3actocysansi III" FDC s
nigwkipHoro seeeHHs. Cepeaniii yac npuroTyBaHHs 10
nigmkipuoro Beepenus I FDC cTaHoBHB 5 XBUMH i
CepelHili 4ac BBeJleHHs BapiloBaB Bijg 7 10 8 XBUIMH
(MOpIBHSHO 3 cepeJHiM 4YacoM TNPUrOTYBaHHA [0
BHYTpIlIHEOBEHHOTO BBeAeHHs 1+ Bix 15 1o 20 xpunun
1 yac BBeleHHs cTaHOBMB Big 60 go 150 XBHIIUH).
Cepenniii 3aranpHMil 4ac, NpPOBEJEHMI Nali€eHTOM B
npoueaypHomy kabineri aas Beemenns [IH FDC ans
NiMIIKIPHOTO BBeJEHHS, BapitoBaB Bif 33 10 50 xBuiMH
(nopiensHo 3 130-300 XBMIMHAMM /Ul 3aCTOCYBAHHSI
[I+T" ans BHYTpILIHBOBEHHOTO BBEAECHHS).,

Pesynbratu edextuBHocTi

AHami3  KiHUEBMX  TO4OK  edekTuBHOCTI  Gyge
MOBIIOMJIATUCE Y 3aK/IIOYHOMY 3BiTI Npo KIiHiuHe
JOCITiJDKEHHS.

Ha pary 3aBepiueHHs 300py KIiHIYHMX [gaHMX s
nepuHHoro awamizsy I FDC gna  nimukipHoro
BBeieHHA 1 [I+I° s BHYTpiIHEOBEHHOTO BBEEHHS
fo6pe nepeHocUIHCh (y cepeaHboMy 6yao oTpumano 11

21. Pesynbratu 6e3neku
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LMKIIB), HOBi CMrHaiy 3 Ge3reku He crocTepiraauchk npy
sacrocyBanHi III' FDC ans nigmkipHoro BBeeHHsA Ta
crocrepesxyBani  HSl  cniBmaganu 3 nomnepeaHiMu
nocmipxeHHsaMu [+ qiist BHYTPilIHLOBEHHOTO BBEICHHS
ta [1I' FDC nns nmigmkipHoro BBeneHHs. IlepeseneHHs 3
nikyanHs [1+I" 1jis BHYTpilIHBOBEHHOro BBeNeHHsS Ha
III' FDC pns migmkipHoro BBegeHHs (i HaBMmaku) He
BUABMIIO OyAb-AKMX HOBMX ab0 KIiHIY4HO 3HAYUMMX
npobiem be3neku.

- ¥V 6inpmocTi MaLieHTiE BUHMKIO LIOHAMMEHIIe OfHe
HA1 (144/160 nauientis [90 %]).

O  MiJ Yac mepiofy MepexpecHoro jikyBaHHs: 75 %
(120/160 nauienTiB) mig yac nigukipHoro seaenHs [1I°
FDC ta 70,6% (113/160 mnauientiB) mnig uac
BHYTPIlIHBOBEHHOTO BBeAEHHs [14T .

O mij yac nepiofly NpoJOBKeHHs JikyBaHHs: 51,1 %
(70/137 naujenTiB) mix yac migmkipHoro seneHHs [0
FDC Ta 61,9% (13/21 nauwienra) mig uwac
BHYTPILIIHBOBEHHOr0 BBeAeHHs [1+1.

- G6inpwicts HS, npo sxi nosigomiasnock, 6yau 1 aGo 2
CTYNEHA TAKKOCTI.

© Mg 4Yac Tepiofly MepexpecHOro  IiKyBaHHS
yacrora HS 3 crynens cranoeuna 2,5% (4/160
namieHTiB) mij 4ac nmigmkipHoro seeaenna I1I° FDC i
3,8 % (6/160 namieHTiB) mig 4yac BHYTPiLIHBOBEHHOTrO
BeejieHHs [T+,

© mia Yac nepiofy MNPOJOBXKEHHS JiKyBaHHS
yacrora HSl 3 crynens cranoBuma 2,9 % (4/137
nauieHTiB) mijg vac migmkipaoro eenenns I1I° FDC i
9,5% (2/21 naujenra) mig yac BHYTPilIHBOBEHHOIO
BBefeHH [ 1+,

- Ilpubam3sHo y TMOJOBHHM MNALEHTIB BHHHKIO
uoHaimene ogue HS, nop’sa3ane 3 nikysanusam (79/160
nauiexTis [49,4 %]).

O  mijJ yac nepioay nepexpecHoro JikyBaHHs: 36,3 %
(58/160 naujienTi) nix yac BBeaenus I FDC i 18,8 %
(30/160 nauwieHTiB) mig Yac BHYTPilIHBOBEHHOTO
BBezieHHd [1+].

O  mij uyac nepioay NpoaOBxKeHHs JiKyBaHHsa: 19,7 %
(27/137 naujentiB) mia yac mimmkipHoro BemenHs [T
FDC i 95% (2/21 nauienta) nig uyac
BHYTPillIHLOBEHHOTO BBeAeHHs [1+]".

- Ipo cepiiosni H (CHS) nosinommsiiocs y 10/160
nauienTis (6,3 %).

O  mij yac nepiofy mepexpecHoro mikysaHHs: 1,3 %
(2/160 mauientiB) mig yac mimmkipuoro BeeaeHHsa 11
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FDC i 3,8% (6/160 nauientiB) mix wuac

BHYTPilUHLOBEHHOTO BBeeHHs [1+],

O  MijJ Yac mepiogy MPOJOBXKEHHs JNiKyBaHHs: 2,2 %
(3/137 naujentiB) nix yac migmkipHoro BBezenHs [0
FDC i 0 % nin yac BHYTpilIHLOBEHHOTO BBeAeHHS [1+],
- KappiianeHi HS noeizomnsiikcs y 9/160 nauientie

(5,6 %).

©  miA yac nepiojy mepexpecHoro dikyeaHas: 3,1 %
(5/160 nauienTiB) mij yac migmkipHoro Beemenus [T
FDC i 19% (3/160 naujentiB) mig uyac
BHYTPIiIIHBOBEHHOr0 BBEAeHHs 14T

©  mij ¥ac mepioly npoaoBkeHHs nikyBauHs: 0,7 %
(1/137 nauienriB) nix yac mimmkipHoro BBemeHHs 1T
FDC i 0 % nizx yac BHYTpilIHBOBEHHOTO BBeAeHHS [T+,
- Ilix yac pocnimxenns He mosizomusnocs npo HS 3

JIeTaJIBLHUM HACIiIKOM.

- [Ipo HA, saxi npuseenu 10 nepeayacHoro npUnMHEHHS
JiKyBaHHs, oBifgoMsnock y 2/160 nauientis (1,3 %).

© mifl Yac mepioy NEpeXpecHoro JiKyBaHHS: Y
1/160 nauientis (0,6 %) Bunukn0 HS, sike npusgeno 1o
nepepuacHoi Biaminm III' FDC mus  nigmkipHoro
BBEJICHHSI.

© M Yac nepiojy NMpoAOBKEHHs JiKyBaHHs: y 1/21
naienta (4,8 %) Bunukio HS, ske mnpusBeno o
nepequacHoi Biaminu [I+I° nns BHyTpilHBOBEHHOTO
BBEJICHHSI.

- HA, sxi npusBenu 10 mepepuBaHHA I0CTiIKYBaHOTO
JIiKyBaHHs1, MOBifoMIANUCh ¥ 9/160 nauienTis (5,6 %).

©  mif Yac mepiojly nepexpecHoro jiikysaHHs: 1,3 %
(2/160 nauieHTiB) mix uyac migmkipHoro BBeaeHns [T
FDC i 19% (3/160 nauientiB) mix uac
BHYTPILIHBOBEHHOT0 BBeAeHHs [1+]

©  Mia yac mepiofgy MpoJOBXKeHHs JikyBaHHs: 2,2 %
(3/137 nauienTtiB) mix yac mimwkipHoro BeemeHHs [T
FDC i 48% (1/21 mamiedra) mig  y4ac
BHYTPILLIHBOBEHHOTO BBeAeHHs [T+,

- Ilpubnu3Ho y MOJOBMHM NALIEHTIB  BHHHKIO
woHaiimMenme oane Hf, mo nignsrano monitopunry nin
uac pocnipxeHHs (89/160 nauienris [55,6 %)), 6iabiicTs
3 IKUX Oysin 1 abo 2 cTyneHs TAKKOCTI.

©  SlBuiia aHadinakcii Ta rinepuyTIMBOCTI BUHMKIH
y 4/160 nmauientie (2,5 %), yci mig uyac mnimmkipHOro
BeeneHns III' FDC i yci Oynm 1 aGo 2 crynens
TSAKKOCTI.

o  Peakuil, nos’s3ani 3 BBeJEHHAM, BHHMKAIH y
52/160 nauienTis (32,5 %), i yci 6yau 1 a6o 2 crynens

7
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TAKKOCTI.

" [ijJ yac nepiofy nepexpecHoro jgikyBauus: 23,8 %
(38/160 nauienTiB) mix yac migmkipHoro seeneHHs 1T
FDC i 56% (9/160 nauientiB) mix wuac
BHYTPIlIHBOBEHHOTO BBeeHHs [1+] .

" 1ij Yac nepioly MpoAOBKeHHs JiKyBaHHA: 9,5 %
(13/137 nmaujenriB) nix yac migmkipuoro eeaenns I1I7
FDC i 0% mnig yac BHYTPIlIHBOBEHHOIO BBEJCHHA
[T+T.

» JloxanbHi peakuii B Micui iH’ekuii Gyyiv nos’s3ani
3 migwkipauM BBeaeHHsaM 1T FDC i punukm y 36/160
nauieHTis (22,5 %) i 10/137 nauienris (7,3 %) nig gac
mepiofy — MepexpecHOro  NKyBaHHs Ta  Mepiomy
NPOIOBXKEHHS JIIKYBaHHs BiAMOBIAHO.

* JlokanbHi peakuii B micui iHdys3ii 6ynu nos’s3aui
i3 BHYTpilIHbOBEHHUM BBeAeHHsM [T+ i BuHMKIH y
1/160  nauientie (0,6 %) mix uyac  mepioay
NIEPEXPECHOTO JIIKYBaHHS.

* CucremHi peaxuii, nos’s3ani 3 in’ekuiero, Oyau
nop’A3aHi 3 mimmkipuum BeegenHsm [T FDC i
BUHUKIH Y 3/160 nauienTis (1,9 %) Ta 2/137 nauieHTiB
(1,5 %) mig uac nepiomy mepexpecHoOro JikKyBaHHS Ta
nepiojy MpoJOBKEHHs JTiKYBaHHs BiATOBIIHO.

* Cucremni peakuii, noe’ssani 3 indysieto, 6ynu
MOB’A3aHI 3 BHYTPIIIHBOBEHHUM BBeJeHHAM [I+I i
BUHUKIM y 6/160 nauientiB (3,8 %) nix yac mepioxy
NEePEXPECHOro JiKyBaHHS.

o Kappianena pucdynkuis Bubmkma y 11/160
nauieHTis (6,9 %).

* Tlix yac nepioay mepexpecHoro jnikyBaHHs: 2,5 %
(4/160 nauienTiB) nij yac migmkipHoro Beeaenns I1I0
FDC 1 3,1% (5/160 nauientiB) mim uac
BHYTpilIHBOBEHHOTO BBeAeHHs [1+; onue apume 3
CTYyMNeEHs MiJ| 4ac BHYTPIIUHBOBEHHOTO BBeAcHHA [T+,

* [lix yac nepioay NpoaoBXKEHHS NiKyBaHHsA: 2,2 %
(3/137 nauienTiB) nia yac nigmkipHoro BeeaeHHs 1T
FDC i 0% nig 4ac BHYTPiLIHLOBEHHOTO BBEIEHHS
I1+T.

o Hiapes > 3 creneHio TXKOCTI BUHMKIA y 1/160
nauienTis (0,6 %) nix yac nepexpecHoro nikysaHHs T1T
FDC pis niqumikipHoro BBeICHHS.

o Honatkose Ta cneuudiyHe i mpemapaty
l'epuenTyH  rpymyBaHHs — TEpMIiHIB  NEpPEBAXKHOTO
BUKOpHCTaHHA «AHadinakcia Tta indysiiini peakuiin
BMKOPHUCTOBYBAJIOCS 3 METOIO0 ineHTudikanii
creumdiuHux SIBHII] MIOTEHLIHHO JIETEeHEBOro

[Oéné//vwff {/"‘fcq,
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MOXO/DKEHHS, Y MOJANbLUIOMY Ha3BaHHMX SBHINA 3 GOKY
nereHb (peakuii, noB’a3aHi i3 BBEIGHHSM), SIKi BHHUKIIH Y
45/160 nauienTiB (28,1 %); oxue sBMInEe 3 cTymeHs mix
yac nigmkipHoro Beejenus [II" FDC. Cnig 3a3HauuT,
mo OinbwicTh 3 UMX ABUI OyaM peakuii, Mop’s3aHi i3
BBEICHHSM, | HE MaJIi JIETEHEBOTO MOIIKOKEHHS.

o BaritHicTb Ta SIBHINA, OB’ 13aHi 3
HOBOHApOLKEHMMH, BUHMKIN y 1/160 mauientis (0,6 %)
nmij yac nepioay nepexpecnoro nikysanua III" FDC s
MiUKIPHOTO BBEIEHHS; 2 CTYIEHS TAXKKOCTI.

o InTepcTHIliabHE 3aXBOPIOBAHHSA JIET€Hb BHHUKIIO
y 1/160 nauientie (0,6 %) nig 4Yac NpoJOBKEHHS
nikyBanus [T FDC ans migmkipHoro BBefeHHs; 1
CTYINEHS TSHKKOCTI.

o HelrponeHis/pedbpunsHa HeHTponeHis/

neiikoneHis BUHUKIM Y 12/160 nauienTis (7,5 %).
ITig yac nepiogy nepexpecHoro nikyeauns: 1,9 % (3/160
nauieHTiB) nix yac nigmkipaoro seefeHHs [1I FDC i 5 %
(8/160 mauienTiB) miJ yac BHYTPIIIHHOBEHHOI'O BBEACHHS
II+I'; onHe sABumE 3 CTynmeHs TSOKKOCTI mig yac
BHYTPiLIHBOBEHHOr0 BBeAeHH: [1+] .

. Ilin wac  mepiomy  IPOAOBKEHHS
nikyBaHHa: 2,2 % (3/137 naujenTiB) mig uac
nigwkipHoro seemenns II" FDC i 0 % nix vac
BHYTPILIHEOBEHHOTO BBejieHHs [1+]°; oqHe sBuULe
Oyno 3 cTyneHs TSKKOCTI.

- Pesynpratm mNEpBHMHHOrO aHallizy JAOCIiKEHHs
PHranceSCa  mpojeMOHCTpyBanM, 1IN0  MepeBakHa
GinblnicTh mauieHTiB Biggamu nepesary mpemnapary 1T
FDC naa mimmkipaoro BeeneHHs (85 %) mnopiBHSHO 3
npenaparoM ans [1+17 1nsa BHYTpilIHEOBEHHOIO BBE/IEHHS
(13,8%) i nmme 2 mnauieHTH He Biggand repesary
(1,3 %). Haiibinpln 4acTo MOBiZOMIIEHMMH NPHYHHAMH
nepearn mpenapary III' FDC pgna migwkiproro
BBeJIHHsA Oyan: «noTpedye MeHlne yacy nepeOyBaHHs B
NiKapHi» Ta «mo4yTTs Ginbmoro koMpopTy mij yac
BBE/ICHHS.

- Pesynsratu OO nepeBaru MaLi€eHTIB
MiATBEPKYBAIUCH 3a[0BOJICHHAM MalieHTiB (6inblIicTh
nauientiB (88,1 %) Oynm «ayxe 3amoBosieHi» abo
«3aJI0BOJIEHI» BBeleHHAM mpenapaty IIIT FDC pgas
HiJIIKIDHOTO BBEJEHHS), a TaKOkK IIiATBEPIKYBATHCH
BMOOPOM MAaLli€HTIB, 3 AKUX 86,9 % 00pajiu NpoaoBKEHHs
nikyBanus mpenapatom [II' FDC pans  migmkipHoro
BBEJICHHS I1iJ] 4ac NMepioy MpoJOBIKEHHS JIiKyBaHHS.

- MeanuHi npauiBHUKK TAKOXK 3a3HAYMIIM, [0 HALEHTH

22. BUCHOBOK (3aKJIKOUYEHH)
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BiJUIaNM TiepeBary MiAIKiPHOMY BBEJIEHHIO Mperapary
[II' FDC, a Takok CynpoBOMKYBaJOCh ICTOTHOHO
€KOHOMI€I0 Yacy MpH NPUroTyBaHHi Ta BBEICHHI, a TAKOXK
3arajbHOr0O  yacy, IpOBEAEHOr0  MalicHTOM B
NpoLe/ypHiii KiMHaTi Ta moTpebyBano MeHiue pecypciB
TOPIBHAHO 3 BHYTPIIIHEOBEHHUM BBeAeHHAM [T+,

FDC pns miguikipHoro BBeaeHHs 106pe MepeHOCHBCS.
Hosi curnanu 3 Gesnexu He BUHMKAIH, a CIOCTEPEXYBaHi
HA cniBnaganu 3 monepeaHiMM  OCHITKEHHAMHU
BHYTPIlIHBOBEHHOTO  BBefeHHs [+,  Bygp-sxi
BiaMiHHOCTI 3a HS MK wusxamMu BBeaeHHS Oynu
3YMOBJIEHI JIOKaJIbHUMH peakiissMy B Micui in’exuii 1 a6o
2 crynens Ta Oynu OYiKyBaHHMM 3 OIUIAAy Ha crioci6
BBEJCHHSA Yy BMIUIAAI NiAIIKIpHOT iH’€KWii MOpiBHAHO 3
BHYTPILUHLOBEHHUM BBEIEHHAM, JUIs SKOTO He 6yio
MOBiJJOMJIEHB PO JIOKAJIbHY PEaKLIiio B MicLli BBEICHHS.

BHYTpPilIHBOBEHHOTO BBeleHHs Ha [IIT FDC s
MiIKIPHOrO BBEJIEHHS Ta HABMAKK H00pPE NMepeHOCHIIOCH
nanieHTaMy i He BUABMIO 6y[b-sK0i HOBOT 260 KJiHiuHO
3HaYUMOI npobyiemMu Ge3nekH.

pocnikendi  PHranceSCa, miaTpumyroTh pesynbrary,
oTpumaHi npu 3actocyBanHi [1I" FDC ans nigmkipHoro
BBeJIeHHd B jocaimkenHi FeDeriCa.

3araneHuii npodink Oesnexu ceiguuts npo Te, wo 10

IlepeBemenns 3 NiKyBaHHS I+ pns

Pesynprati 3 Ge3nek, 10 crHocTepiranuch B

3asBHUK (BIACHHK PEECTPaLliiHOrO NOCBiYEHHS)

@ Xoddmanu-JIs Pow JITx

IMipnuc

Karanina Poxac

basens, llIeeiinapis

Bignin 3 Mi>KHapoIHUX peryisSTOPHUX MUTaHb

Mianuc

Jleiina Jlictep

bazens, [lBeiinapis

Binain 3 MiKHapOAHHUX PeryisSTOPHUX NUTaHb
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Clinical Trial Report

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

PHESGO

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:

I ves

no If not, substantiate

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

Fixed combination medicinal product according to item 1
(sub-item 1.5) 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

Study WO40324 (FeDeriCa) — A phase III, randomized,
multicenter, open-label, two-arm study to evaluate the
pharmacokinetics, efficacy, and safety of subcutaneous
administration of the fixed-dose combination of pertuzumab
and trastuzumab in combination with chemotherapy in
patients with HER2-positive early breast cancer.

4-month Safety Update (4MSU) Report: 25 February 2020

6. Clinical trial phase

| m

7. Period of the clinical trial

from:14 June 2018 till 24 December 2018 (Last patient
randomized).

Clinical cut-off date (CCOD) primary analysis: 4 July 2019

4MSU CCOD: 4 November 2019

8. Countries where the clinical trial was
conducted

Countries and centers are presented in the FeDeriCa primary
Clinical Study Report (CSR WO40324; Report 1096382)

9. Number of study participants

planned: approximately 500 patients per FeDeriCa Study
protocol (CSR W0O40324; Report 1096382).

actual: 500 patients.

At the 4MSU CCoD, 431 patients (215 P+H IV and 216 PH
FDC SC) were receiving treatment in the adjuvant phase. Six
patients (2.4%) in the P+H IV arm and 7 patients (2.8%) in
the PH FDC SC arm had completed the adjuvant treatment
phase.

10. Goal and secondary objectives of the
clinical trial

Primary objective and secondary objectives of the clinical
trial presented in the FeDeriCa Primary Clinical Study Report
(CSR WO0O40324; Report 1096382).

The Applicant proposes to provide the 4-month safety
update report for the pivotal Study WO040324 that was
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submitted to the U.S. Food and Drug Administration (FDA)
in February 2020. The safety update report presents
cumulative data from the study through to the clinical cutoff]
date (CCOD) of 4 November 2019 for the updated analysis,
corresponding to an additional 4 months of follow-up safety
data compared with the primary analysis provided in the
Marketing Authorization Application (MAA).

11. Design of the clinical trial

Design of the clinical trial is presented in the FeDeriCa
primary Clinical Study Report (CSR WO40324; Report
1096382).

The primary analysis of the pivotal FeDeriCa study was
conducted when all patients had completed neoadjuvant
therapy and had surgery (or had withdrawn from the study or
were lost to follow-up), and the results were presented in the
initial BLA for PH FDC SC.

Meanwhile, the study continued, with the majority of]
patients ongoing in the adjuvant treatment period at the time
of the primary analysis; no patients had completed the
adjuvant treatment phase.

This 4MSU report provides updated cumulative safety
information from the start of the study up to the CCoD of 4
November 2019. The content and format of this 4MSU report
was agreed with the FDA at a pre-BLA tele-conference
meeting held on 4 November 2019. New and updated patient
narratives meeting the same narrative criteria as used in the
PH FDC SC BLA are provided.

The procedures followed, the data-handling rules used, and
the statistical methods applied to the updated analyses
presented in this 4MSU report were the same as those
described in the Summary of Clinical Safety (SCS).

It should be noted that, since this study is ongoing, a small
amount of information in the database at the time of the CCoD
for the primary analysis has been updated as a result of]
ongoing data cleaning and query resolution, leading to slight
changes in incidence rates and/or grades of AEs reported for
a small number of events.

These updates were minimal and have no impact on the
overall results and conclusions made at the time of the initial
BLA for PH FDC SC.

12. Main inclusion criteria

Main inclusion criteria are presented in the FeDeriCa
primary Clinical Study Report (CSR WO040324; Report

1096382)
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13. The investigational medicinal product,
method of administration, strength

Fixed-dose combination of pertuzumab and trastuzumab,
co-formulated with recombinant human hyaluronidase for
subcutaneous administration (‘PH FDC SC’).

In the updated analysis, patients had received a median of 13
cycles of anti-HER2 treatment in the study (corresponding to
4 cycles in the neoadjuvant phase and 9 of 14 planned cycles
of adjuvant therapy), with only 4% of patients having
completed the adjuvant phase.

14. Comparator, dose, method of
administration, strength

The IV formulations of Perjeta and Herceptin.

15. Concomitant therapy

List of permitted therapy is presented in the FeDeriCa
primary Clinical Study Report (CSR WO040324: Report
1096382).

16. Efficacy evaluation criteria

Efficacy evaluation criteria are presented in the FeDeriCa
primary Clinical Study Report (CSR WO040324; Report
1096382).

17. Safety evaluation criteria

Safety evaluation criteria are presented in the FeDeriCa
primary Clinical Study Report (CSR WO040324; Report
1096382).

18. Statistical methods

Statistical methods presented in the FeDeriCa primary
Clinical Study Report (CSR W0O40324; Report 1096382)

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

Demographic characteristic of study population is presented
in the FeDeriCa primary Clinical Study Report (CSR
WO40324; Report 1096382)

@. Efficacy results

—|uﬂot applicable for 4AMSU Report. |

21. Safety results

4-MONTH SAFETY UPDATE (4MSU)

At the 4MSU CCoD, 32 patients (12.7%) in the P+H IV arm
and 24 patients (9.7%) in the PH FDC SC arm had entered
follow-up, including 12 patients in the P+H IV arm and 7
patients in the PH FDC SC arm who entered follow-up after
the primary CCoD. Overall, the number of discontinuations
during the follow-up period was low in both arms (3 patients
[1.2%] P+H IV and 1 patient [0.4%] PH FDC SC) and were
all for non-safety reasons (either based on patient’s decision
or patient was lost to follow-up).

None of the patients who entered the follow-up period had
completed this phase at the 4MSU CCOD since, as per
protocol, the follow-up period lasts until 3 years after the last
patient’s last dose of HER2-targeted therapy.

Common Adverse Events

As at the primary analysis, almost all patients experienced at
least one AE of any grade at the 4MSU CCoD (99.6% P+H
IV and 100.0% PH FDC SC).
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Consistent with the primary analysis, all-grade AEs reported
until the 4MSU CCoD were most frequently reported in the
following SOCs (percentages expressed as P+H IV vs. PH
FDC SC): skin and subcutaneous tissue disorders (88.1% vs.
90.3%); gastrointestinal disorders (82.9% vs. 88.3%); and
general disorders and administration site conditions (74.6%
vs. 80.6%).

The incidence of AEs by SOC was generally comparable
across the two arms (<5% difference; percentages expressed
as P+H IV vs. PH FDC SC) with the exception of
gastrointestinal disorders (82.9% vs. 88.3%); general
disorders and administration site conditions (74.6% vs.
80.6%): investigations (52.8% vs. 47.6%); musculoskeletal
and connective tissue disorders (51.2% vs. 58.5%); and
respiratory, thoracic and mediastinal disorders (36.5% Vs.
41.5%).

Consistent with the primary analysis, the most frequently|
reported AEs by PT (230% incidence in either arm;
percentages expressed as P+H IV vs. PH FDC SC) until the
AMSU CCoD were alopecia (71.0% vs. 77.4%), nausea
(61.1% vs. 60.1%), diarrhea (57.1% vs. 60.1%), anaemia
(42.5% vs. 35.5%), and asthenia (31.7% vs. 30.6%).

AEs with a difference of >5% incidence between the two
arms are listed below (percentages expressed as P+H IV vs.
PH FDC SC) and were largely consistent with the primary
analysis results:

- AEs that were reported more frequently in the P+H IV arm
compared with the PH FDC SC arm were anaemia (42.5% vs.
35.5%), headache (24.6% vs. 16.5%), rash (21.4% vs.
16.1%), leukopenia (14.3% vs. 9.3%), white blood cell count
decreased (13.5% vs. 7.3%), and infusion-related reaction
(15.1% vs. 3.6%).

- AEs that were reported more frequently in the PH FDC SC
arm compared with the P+H IV arm were alopecia (71.0% vs. '
77.4%), myalgia (19.0% vs. 25.0%), dyspnoea (5.2% vs.
10.1%), and injection site reaction (0.8% vs. 15.3%). |

Compared with the primary analysis, there was a higher
incidence of myalgia and lower incidence of fatigue for the
PH FDC SC arm in the updated analysis.

There were no changes to the incidence of treatment-related
AEs between the primary CCoD and the 4MSU CCoD for
events considered by the investigator to be causally related to
any study treatment (97.2% P+H IV vs. 99.6% PH FDC SC)
or to chemotherapy (97.2% P+H IV vs. 99.2% PH FDC SC).
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The incidence of AEs related to HER2-targeted therapy
increased since the primary analysis but remained comparable
across the two arms (70.6% P+H IV vs. 73.0% PH FDC SO).

AEs assessed by the investigator as related to HER2-targeted
therapy were most frequently reported in the following SOCs
(percentages expressed as P+H IV vs. PH FDC SC):
gastrointestinal  disorders (41.3% vs. 38.7%), general
disorders and administration site conditions (20.6% vs.
31.0%), and skin and subcutaneous tissue disorders (25.4%
vs. 21.4%).

The incidence of HER2-targeted therapy-related AEs by
SOC was comparable between the two treatment arms (<5%
difference) with the exception of the following (percentages
expressed as P+H IV vs. PH FDC SC): general disorders and
administration site conditions (20.6% vs. 31.0%) driven
mainly by more injection site reaction AEs in the PH FDC SC
arm; and injury, poisoning and procedural complications
(11.5% vs. 2.0%) driven mainly by more infusion-related
reaction AEs in the P+H IV arm.

Adverse Events by Intensity

The overall incidence of Grade >3 AEs increased since the
primary analysis but remained overall comparable across the
two treatment arms in the updated analysis (55.2% P+H IV
vs. 52.0% PH FDC SC). The incidence by highest grade also
remained comparable across the two arms (percentages
expressed as P+H IV vs. PH FDC SC): Grade 3 (36.1% vs.
34.7%), Grade 4 (18.7% vs. 16.9%), and Grade 5 (1 patient
[0.4%] each). There were no new Grade 5 (fatal) events since
the primary CCoD.

Consistent with the primary analysis, the most frequently
reported Grade 3-4 AEs (>5% incidence in either arm;
percentages expressed as P+H IV vs. PH FDC SC) were
neutropenia (13.9% vs. 14.1%), neutrophil count decreased
(13.1% vs. 10.9%), febrile neutropenia (5.6% vs. 6.5%),
diarrhoea (4.8% vs. 6.9%), and white blood cell count
decreased (7.5% vs. 3.6%).

The majority of Grade 3—4 events were assessed by the
investigator as unrelated to HER2-targeted therapy. The
proportion of patients that experienced Grade 3-4 AEs
considered related to HER2-targeted therapy was comparable
across the treatment arms (14.7% P+H IV vs. 12.5% PH FDC
S5C).

Deaths
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Isc).

There were no new deaths in the study since the primary
CCoD.

Other Serious Adverse Events

The overall incidence of SAEs increased at the 4AMSU CCoD
but remained comparable across the two treatment arms
(19.0% P+H IV vs. 16.9% PH FDC SC). Eight new SAEs
were reported since the primary CCoD, 4 events in each arm:
pneumonia, immune thrombocytopenic purpura, cardiac
failure, and syncope in the P+H IV arm; and sepsis, uterine
haemorrhage, and cardiac failure (2 events) in the PH FDC
SC arm.

Consistent with the primary analysis, the overall incidence
of SAEs by SOC at the 4MSU CCoD was comparable across
the two arms (<2% difference) with the exception of
infections and infestations which were reported relatively
more frequently in the P+H IV arm (6.7% P+H IV vs. 4.4%]|
PH FDC 5C).

The most frequently reported SAE (=1% incidence in either
arm) was febrile neutropenia (10 patients [4.0%] P+H IV vs.
9 patients [3.6%] PH FDC SC).

Adverse Events Leading to Withdrawal of Study Treatment

The incidence of AEs leading to withdrawal of any study
treatment at the 4AMSU CCoD was comparable across the two
arms (11.1% P+H IV vs. 8.1% PH FDC SC) and, in general,
consistent with the primary analysis results.

The proportion of patients withdrawn from HER2-targeted
therapy because of AEs at the 4MSU CCoD was low and
comparable in both arms (4.4% P+H IV vs. 4.0% PH FDC

Since the primary CCoD, eight additional patients (4 in each
arm) withdrew from HER2-targeted therapy because of AEs.

The majority of these withdrawals were due to ejection
fraction decreased (3 patients [1.2%] P+H IV vs. 2 patients
[0.8%] PH FDC SC). The AEs leading to HER2-targeted
therapy in the remaining patients include one event each of
immune thrombocytopenic purpura (P+H IV arm), cardiac
failure (PH FDC SC arm), and asthenia (PH FDC SC arm).

Adverse Events Leading to Dose Modification

The incidence of AEs leading to dose modification of any
study treatment at the 4MSU CCoD was comparable across
the two arms (42.1% P+H IV arm vs. 39.9% PH FDC SC)
and, in general, consistent with the primary analysis results.
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Dose reductions were not permitted for HER2-targeted
therapy, therefore, dose modifications for HER2-targeted
therapy refer to dose interruption or dose delays. The
proportion of patients with interruptions or delays to HER2-
targeted therapy dosing due to AEs at the 4MSU CCoD was
comparable across both arms (19.8% P+H IV arm vs. 17.7%
PH FDC SC) and consistent with the primary analysis results,
with neutropenia (3.2% each) and neutrophil count decreased
(2.4% each) being the most frequently reported events leading
to dose interruptions/delays of HER2-therapy.

Cardiac Safet
Compared with the primary analysis, cardiac events were

reported with higher incidence across both arms at the 4MSU
CCoD.

*  Primary Cardiac Event

At the 4MSU CCoD, 3 patients, all from the PH FDC SC
arm, met the criteria for a primary cardiac event, defined as
cardiac death or heart failure (NYHA Class III or IV) with a
significant LVEF decline (i.e., defined as a drop in LVEF of
at least 10 percentage points from baseline and to below
50%).

Of these, one additional event of cardiac failure (Grade 3,
NYHA Class IV) was reported subsequent to the primary
analysis, during the adjuvant phase, in a patient in the PH
FDC SC arm who had received AC—docetaxel
chemotherapy during the neoadjuvant phase.

* Secondary Cardiac Event

At the 4MSU CCoD, 10 patients (7 [2.8%] P+H IV and 3
[1.2%] PH FDC SC) met the criteria for a secondary cardiac
event. Of these, 6 patients (4 P+H IV and 2 PH FDC SC)
experienced the secondary cardiac event subsequent to the
primary analysis.

Overall, the incidence of asymptomatic decline in LVEF
requiring treatment or leading to discontinuation of HER2-
targeted therapy remained low at the 4MSU CCoD (14
patients [5.6%] P+H IV vs. 8 patients [3.3%] PH FDC SC).
Of these, 7 patients (4 P+H IV and 3 PH FDC SC)
experienced asymptomatic decline in LVEF requiring
treatment or leading to discontinuation of HER2-targeted
therapy subsequent to the primary analysis.

* Cardiac Dysfunction

The incidence of cardiac dysfunction AEs (any grade),
defined as any AE identified by the SMQ ‘Cardiac Failure
(wide)’, remained comparable across the two arms at the
4MSU CCoD (22.2% P+H IV vs 19.0% PH FDC SC). Since
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the primary analysis, 21 patients (15 patients P+H IV and 6
patients PH FDC SC) experienced new cardiac dysfunction
AEs.

The majority of cardiac dysfunction events were low grade
(i.e., Grade | or Grade 2).

Grade 3 events were infrequent and occurred in 7 patients
(2.8%) in the P+H IV arm and 3 patients (1.2%) in the PH
FDC SC arm. Of these, 3 patients in the P+H IV arm and |
patient in the PH FDC SC arm experienced these Grade 3
events subsequent to the primary analysis.

Overall, the most frequently reported cardiac dysfunction
events (>5% incidence in either arm; percentages expressed
as P+H IV vs. PH FDC SC) included oedema peripheral
(9.5% vs. 7.7%) and ejection fraction decreased (7.5% vs.
5.6%), consistent with the primary analysis results.

There were 6 events of cardiac failure overall, in 3 patients
from each arm. Two of these events (1 in each arm) were|
reported subsequent to the primary CCoD, and both occurred
in the adjuvant period.

* Other Cardiac Events

Overall, the incidence of other cardiac events, defined as
acute coronary syndrome, acute myocardial infarction, and
severe rhythm disturbances requiring treatment, at the 4MSU
CCoD was low and comparable across the treatment arms (10
patients [4.0%] P+H IV vs. 9 patients [3.6%] PH FDC SC).

There were no new events of acute coronary syndrome or
acute myocardial infarction since the primary CCoD.

Eight patients (4 in each arm) experienced severe rhythm
disturbance requiring treatment subsequent to the primary
analysis. Among these 8 patients, the most frequently
reported events were arrhythmia (2 patients P+H IV vs. |
patient PH FDC SC) and tachycardia (2 patients P+H IV vs.
none in PH FDC SC).

Administration-Related Reactions

Local site reactions occurring within 24 h of HER2-targeted |
treatment (and related to HER2-targeted treatment) at the |
4MSU CCoD were reported with higher incidence following
PH FDC SC administration compared with IV infusion (1
patient [0.4%] P+H IV vs. 35 patients [14.1%] PH FDC SC).
The incidence of local site reactions was highest at the first
administration of PH FDC SC (i.e., study Cycle 5) compared
with later cycles. All events were Grade 1 or Grade 2, and
none of the events led to withdrawal or interruption of HER2-
targeted therapy.
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Systemic reactions occurring within 24 h of HER2-targeted
treatment (and related to HER2-targeted treatment) at the
4MSU CCoD were reported with higher incidence following
IV infusion compared with SC injection (27 patients [10.7%]
P+H IV vs. 3 patients [1.2%] PH FDC SC). The majority of
events were Grade 1 or Grade 2 and were reported with
highest incidence at the first administration of HER2-targeted
treatment (i.e., study Cycle 5) as compared with later cycles.

Overall, consistent with the primary analysis, potential
ARRSs occurred with higher incidence in the PH FDC SC arm
compared with the P+H IV arm (15.1% P+H IV arm vs.
21.0% PH FDC SC) mainly due to a higher incidence of local
injection site reactions associated with the SC route of
administration (0.4% vs. 14.5%, respectively). However, all
of the potential ARR events in the PH FDC SC arm were
Grade 1 or Grade 2. Since the primary analysis, 13 additional
patients (4 P+H IV and 9 PH FDC SC) experienced an ARR
potentially associated with administration of study drug; no
new Grade >3 events were reported.

Other Adverse Events To Monitor

Updated results for specific AEs to monitor, besides cardiac
safety and ARRs which were described above, are
summarized below:

- The incidence and severity of diarrhoea events remained
comparable between the two treatment arms at the 4MSU
CCoD (57.1% P+H IV vs. 60.1% PH FDC SC).

Since the primary analysis, 9 additional patients (5 P+H IV
and 4 PH FDC SC) experienced diarrhoea of any grade. All
new events reported since the primary analysis were low
grade.

- There were no new cases of serious rash/skin reactions

since the primary analysis.
- The incidence of neutropenia/febrile
neutropenia/leukopenia  events  remained  generally
comparable between the two treatment arms at the 4MSU
CCoD (55.6% P+H IV vs. 49.6% PH FDC SC) and Grade >3
events also occurred with comparable incidence (36.1% vs.
33.1%, respectively), consistent with the primary analysis.

Since the primary analysis, 11 additional patients (7 P+H IV
and 4 PH FDC SC) experienced neutropenia/febrile
neutropenia/leukopenia of any grade, and thereof 7 patients
(6 P+H IV and 1 PH FDC SC) experienced new Grade >3
events.

- There was one new case of interstitial lung disease (Grade
2 pneumonitis) in the PH FDC arm since the primary analysis.
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The overall incidence of ILD remains low (0.8% P+H IV vs.
1.6% PH FDC SC).

- There were no new cases of serious mucositis since the
primary analysis.

- There were no new cases of anaphylaxis and
hypersensitivity since the primary analysis. Compared with
the primary analysis, there was one patient less in the P+H IV
arm with an event at the time of the 4MSU CCoD due to
ongoing data cleaning (the AE was initially reported as
injection-related reaction following Perjeta infusion, which
was captured in the anaphylaxis/hypersensitivity AEGT for
the primary analysis, but the event was subsequently
corrected to infusion-related reaction, which is not reflected
in the anaphylaxis/hypersensitivity AEGT). Overall, the
incidence of anaphylaxis and hypersensitivity remains low in
both treatment arms (1.6% in both arms) and events are
mostly low grade.

- Eight new events under the SMQ ‘Pregnancy and Neonatal
Topics (wide)’ were reported subsequent to the primary
analysis (5 in the P+H IV arm vs. 3 in the PH FDC SC arm):
4 events of mastitis (3 P+H IV vs. 1 PH FDC SC), and 4
events of mastitis fungal (2 in each arm). These events were
not related to a pregnancy.

Adverse events in patients in the P+H IV arm who switched
to Herceptin SC during the adjuvant period

Overall, at the time of the 4MSU CCoD, 65 patients had
switched to Herceptin SC, 4 of whom switched subsequent to
the primary analysis. Of these, 59 patients (90.8%)
experienced at least one AE, of which 5 (7.7%) experienced
SAEs and 10 (15.4%) experienced Grade >3 events.

Similar to the primary analysis results, the most frequently
reported AEs to monitor at the 4MSU CCoD were diarrhoea
events, observed in 12 patients (18.5%). For 32 patients
(49.2%) the AE was related to drug administration, in
majority related to HER2-targeted therapy, and for 2 patients
this led to HER2-targeted therapy discontinuation (including
1 patient who discontinued therapy subsequent to the primary
analysis).

22. Conclusion

This 4MSU report provides an additional 4 months of
follow-up data from the FeDeriCa study, with the majority of
patients still continuing to receive treatment in the adjuvant
phase. The overall safety and tolerability, including cardiac
safety, of PH FDC SC in this updated analysis remains
comparable to P+H IV, with the exception of AEs associated
with the different routes of administration, and no new or
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unexpected toxicities were observed. The safety profile of PH
FDC SC in patients with HER2-positive breast cancer

remains unchanged from the profile presented in the BLA
submission.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas

F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Leyla Lister
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3BiT npo KAiHiYHe BUNpOGYBaHHS

1. Ha3ga nikapcbkoro 3acofy (3a HasiBHOCTI -
HOMEp peecTpauiifHOro MoCBigueHHs)

®ECI'O® (PHESGO)

2. 3a9BHUK

@ . Xoddmann-Jls Pow Jltg
['pensaxeputpacce 124, 4070 Basens, ll1seiinapis

3. Bupobuuk

@ . Xoddmanu-JIs Pom Jitg
Bypwmicaer, 4303 Kaiicepayrcr, llIBeiinapis

4. IlpoeneHi aoCimKeHHs:

I rax C Hi SKIIO Hi, 00TpyHTYBATH

1) Tun nikapcekoro 3acody, 3a AKuUM
NpoBoAKIacs abo MIAHYEThCS peecTpallis

Jlikapcbkuit 3aci6 3 QikcoBaHOK KOMGiHaLi€ 3rifHO
nyukry | (miamyskry 1.5) posainy V Iopsaxy Hakasy
MO3 Vkpaiuu Big 23 munns 2015 poky Ne 460.

5. IloBHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHS,
KOJI0BaHUi HOMEp KIiHIYHOro
BUIIPOOYBaHHS

HocnimkenHs W040324 (FeDeriCa) -
paHI0Mi30BaHe, baraToLeHTpose, BiaKpuTe
pochimxenns 111 dasu 3 aBomMa rpymamu, B sKomy
MPOBOJAMJIACE OLIHKA (hapMaKOKiHETHKH, eeKTHBHOCTI
Ta 0e3NeKH MNiJWKIPHOro BBEIEHHS KOMOGiHOBaHOro
nikapcekoro  3acofy 3 (ikcoBaHHM  103yBaHHAM
neptysymaby i Tpacty3ymaby y moeaHaHHI 3
ximioTepaniero y mnauientis 3 HER2-no3suTHRHUM
paHHIM pakoM MOJIOYHOT 3aJI03H.

3BIT PO OHOBJIEHHs 3 Ge3neKu 3a 4 Micsli: 25 MoToro
2020 poky.

|§. Daza KIiHIYHOTO BUNPOOYBAHHS

| |

7. Ilepion npoeejeHHS KIiHIYHOrO
BUIIPOOYBaHHsA

3 14 4epens 2018 poxy mo 24 rpyans 2018 poky
(paHI0Mi3allisi OCTAHHBOTO MaLieHTa).

Jlata 3aBepiieHHs 300py KIIHIYHHMX JaHUX 474
NEpBUHHOTO ananisy: 4 nunusa 2019 poky.

Hara 3aBepimenns 3060py KIiHIYHHX JaHUX TIPO
OHOBJIEHHs 3 Oe3neku 3a 4 wmicsaui: 4 nucronaza 2019

pOKYy.

8. Kpainu, ne npoBoauiocs KiiHiyHe
BUIIPOOYBaHHS

Kpainu Ta ueHTpu, HaBeaeHi B MepBHHHOMY 3BiTi Mpo
KiaiHiyHe nochnimkenHs FeDeriCa (3KJT W040324; 3Bit
Ne 1096382)

9. KinbkicTh 1ocipKyBaHux

3anjaHoBaHa: npubausHo 500 naiieHTiB BiAnoBiaHO 10
nporokony pocaipkeHus FeDeriCa (3K]J] W040324;
3BiT Ne 1096382).

(axTuyHa: 500 nawicHTiB.

;

3 IOPHAKYHMUX Ta
PErynRTOPHMX
NUTaHb
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OHOBJIEHHsA 3 Oe3neku 3a 4 wmicsaui 431 nauieHt (215
[T+I" nns BHyTpilIHBOBEHHOTO BBeAeHHA Ta 216 TIT
FDC jana  nijukipHOro BBeAEHHA) OTPHUMYBAJIH
nikyBaHHs B ana’toBaHTHiM asi. Illicte nauienTis
(24%) y rpyni [I+I" nand  BHYTpIlIHBOBEHHOTO
BBeJIeHHs Ta 7 mauieHTiB (2,8 %) y rpyni III" FDC nana
MiJUIKIPHOTO BBEJEHHS 3aBeplunin a3y aja’ioBaHTHOTO
JIKYBaHHA.

IleperHHa Ta BTOPHHHI 1] KJIIHIYHOTrO BUIIPOOYBaHHS
HaBe/leHI B  TEPBMHHOMY 3BiTI Tpo  KIiHiuHe
nociimkendss FeDeriCa (3KJ WO040324; 3Bit Ne
1096382).

3agBHMK NPOINOHYE HAJATH 3BIT NPO OHOBJIEHHS 3
Gesmeku 3a 4 wmicaui s 6as’oBOro  IOCIIIKEHHS
WO40324, axe 6yno nojane B YNpaBiiHHs 3 KOHTPOJIKO
10. MeTa Ta BTOpUHHI LiJi KJTiHIYHOTO 3a MPOAYKTaMM XapyyBaHHs Ta JiKapchbKUMM 3acobamu
BUMPOOYBaHHS CIIA (FDA CHIA) y motomy 2020 poky. ¥ 3BiTi npo
OHOBJIEHHA 3 Oe3neku HaBeJeHi KyMYJISTHBHI JaHi,
OTpUMaHi B JIOCJi/KEHH] B Mepioj /I0 aTH 3aBepIICHHs
360py KiiHiYHMX JaHuX 4 nucronaga 2019 poky s
NPOBEJECHHA OHOBJIEHOTO aHajlidy, 0 BigMOBiJae
JaHuM 3 Oe3neKu 3a J0JaTKOBI 4 MicsLli ClIOCTEpEKEHHS
TMOPIBHAHO 3 MEPBUHHUM aHAJi30M, HAJaHUM B 3asBII
PO peeCTpallilo JIiKapchbKoro 3acoly.

Juzaiin  kimiHiyHOrO BUNpOOYBaHHS HABEJEHO B
NIEPBUHHOMY 3BiTi NMpo KiiHiuHe nocnimkenHs FeDeriCa
(3K WO040324; 3BiT Ne 1096382).

[TepBunHuii ananis 6aszoBoro mocnimkenHs FeDeriCa
OyB TmpoBeleHWH, KONM Yyci MalliEHTH 3aBEpIINIHA
Heoa/'IOBaHTHE JIIKYBaHHS Ta XipypriuHe JiKyBaHHs
(abo nepemuacHo BUOYMM 3 mociimkeHHs, abo craau
HEJOCTYIHUMH U1l TOAAJBIIOTO CHOCTEPEXEHH:A), i
pesynbTaTH Oynu HaBeleHi B JIOChE€ HAa TOYATKOBY
peectpatlito GionoriyHoro Jgikapcbkoro 3acoby [1I" FDC
JU1S1 MiALIKIPHOTO BBEJIEHHS.

Tum yacoM focCHiKEHHS IPOLOBKYEThCS 1 BiJblIiCTh
NalieHTiB  MPOJOBKYBATH OTPUMYBATH aj IOBAHTHE
NiKyBaHHA Ha JaTy [EPBUHHOIO aHajizy; JKOJeH
naiieHT He 3aBepiuuB a3y aa’FoBaHTHOTO JiKyBaHHS.

B oMy 3BiTi po oHOBieHHs 3 Oe3neku 3a 4 micaAwi
HaBelleHa KyMyiaTuBHa iHdopmauis 3 Oesneku 3a
nepioj 3 MoYaTKy AOCHTIIKEHHA MO JaTy 3aBeplleHHS
300py KiHiYHMX AaHux 4 nuctonaaa 2019 poky. Bmict
i opmar 1poro 3BiTy nMpo oHoBieHHs 3 Gesmexu 3a 4
micsini Oynu moromkeHi 3 FDA Ha TenekoH(pepeHLii
nepe/] 10Ja4yer0 3asBKM Ha peectpaiiio GionoriuHoro

11. Tuzaiin kaiHiyHOro BUNpoOyBaHHS

/25/)&%«4» Glpecee,
/C(,g-/’-‘!/@% ér,
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Jikapcekoro 3aco0y, mo BiaGynacsa 4 nuctonaza 2019
poky. bynu HajaHi HOBi Ta OHOBJIEHI ONMCH NALIEHTIB,
0 BiANOBIAOTE THUM CaMHM  KpPHUTEpisM, IO
BUKOPHCTOBYBAIIKCb Yy  JIOChE HA  peecTpaliio
Giosoriunoro nikapcekoro 3acoby III' FDC pns
MiJIKIPHOrO BBEIEHHS.

3acTocoByBaHi NpoLEaypH Ta NpaBuia 0OpOOKH JaHUX
i CTaTMCTMYHI METOAM JUIi OHOBJIGHHMX aHali3iB,
HaBEJIEHUX Y LIbOMY 3BITi PO OHOBJEHHS 3 Oe3MeKH 3a
4 wmicami Oynm TakMMM 3K, SK OIMCaHi B pe3loMe
KIIHIYHOT Ge3MmeKH.

Heo6xiaHo 3a3HauMTH, L0 OCKIJIBKM Le JOCIiIKeHHS
TPUBAE, HE3HAYHY YaCTHHY iHpopMalil B 6a3i JaHux Ha
oaty 3aBeplieHHs 300py KAIHIYHMX JaHUX [
MEPBUHHOIO aHajlizy Oylo OHOBIEHO Yepe3 MOCTilHe
OYMIIEHHA JAaHMX | BUpilIEeHHS NpoOJEeMHHX NaHMX, L0
MPHU3BEJIO 10 HE3HAYHHUX 3MiH B IOKa3HMKaX 4acTOTH
Ta/ab0  CTyneHs  THOKKOCTI  HeGakaHUX  SIBMIIL,
MOBIJJOMIIEHHUX Il HEBEJIMKO] KiJIBKOCTI SIBMIIL.

Lli oHoBNEeHHS OynM MiHIMaJIBHMMH Ta HE BIIMBAIOTh
Ha 3arajibHi pe3y/bTaTH Ta BUCHOBKHM, 3p00/eH] Ha yac
nojadvi 3asBKM Ha MOYATKOBY peecTpaiio 6iosoriyuHoro
nikapcekoro 3acoby III' FDC ans  mimmkipHoro
BBEJICHHS.

OcHOBHI KpuTepii BKIFOYEHHS HABEeHI B IEPBUHHOMY
12. OcHOBHI KpuTepil BKIOYEHHS 3BiTI mpo KaiHiuHe Jjocnikenns FeDeriCa (3K]]
WO40324; 3eiT Ne 1096382).

KombinoBaunii nikapcekuii 3acib i3  ¢ikcoBaHuM
No3yBaHHAM  mepTy3ymaby Ta  Tpactysymady 3
peKOMOIHaHTHOIO TialypoHia30[0 JIOAMHH Yy CKIaji
npenapary ans niamkipHoro eeejaenus («I1I° FDC mns
HiIIIKIPHOTO BBEJICHHY).

B onHoBneHoMmy aHanmizi mauieHTH OTpUMaaM B
cepeaubomMy 13 uwmkniB  antu-HER2  nikyBaHHa y
JOCITiJDKeHH] (mo BiMOBinae 4 LMKJIaM
Heoal 1oBaHTHOT (a3 1a 9 3 14 3aniaHOBaHUX LMKIIIB
a/l’l0BaHTHOT Teparii), npH 1koMy jumie 4 % nauieHTip
3aBepIIWIN aJ ' I0BaHTHY (asy JiKyBaHHs.

13. JlocnikyBanuii TikapchKuii 3acio,
croci6 3acTocyBaHHA, cuna ail

14. Ilpenapat nopiBHAHHS, 1034, cnoci6 ®opma BumycKy npenapatis Ilep’erta ta [epuentun
3aCTOCYBaHHs, cuia Jii IJ1sl BHYTPilIHPOBEHHOTO BBEICHHS,

[lepenik  103BONEHOT0  JIKyBaHHS  HABEJEHO B
15. CynyTha Tepanis NEPBUHHOMY 3BITI NpO KJiHiuHe aochimkenns FeDeriCa
(BKI WO40324; 3BiT Ne 1096382).

Kpurepii  ouinku  edexTHBHOCTI  HaBeneHO B

16. Kputepii ouinku edeKTHBHOCTI T = ; g
NEPBHHHOMY 3BITI IIPO KIiHI4YHe aochimkeHHsa FeDeriCa

[epttnss dofporee
& .(; f/ (Wﬂ - L{Lr

bypefece - € F
Aﬁ
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[(BKI W040324; 3sit Ne 1096382). |

Kpurepii ouinku Ge3nexu HarejeHO B MEPBHHHOMY
17. Kpurepii ouinku 6e3nexu 3BiTI npo KiiHiyHe pgocnimkenns FeDeriCa (3K]]
W040324; 3siT Ne 1096382).

CrartucTvyHi METOJM HaBeeHO B NEPBUHHOMY 3BiTi
18. Cratuctiuni MmeTou npo KniHiuHe pocuimkenns FeDeriCa (3KJI W040324;
3BiT Ne 1096382).

Hemorpadiuni MOKa3HUKM JOCHIKYBaHOT MOMYIALIT

HaBeJIeHO B [EPBMHHOMY 3BiTi Mpo  KIiiHiuHe
nocaimkenHs FeDeriCa (3KJT WO040324; s3Bit Ne

19. Jlemorpadiuni nokasHuKH
AOCIiKYBaHOI momyisuii (crath, BiK, paca,

TOILO
. 1096382).
. He 3actocorn 3BITY NP0 OHOBJIEHHA 3 OE3MEKH 3a
20. PesysbraTh edpekTHBHOCTI 1 M?caui O A1 3BITY IIp 3

Onoenns 3 Ge3nexu 3a 4 micsiui

Ha nary sapepimienHs 360py KIiHIYHHX [aHHX TpoO
OHOBJIEHHA 3 Oe3neku 3a 4 micsaui 32 nauientu (12,7 %)
y rpyni II+I" nns BHYTpilIHBOBEHHOrO BBeJeHHs i 24
nauienTis (9,7 %) y rpyni [II' FDC s nigmkipHoro
BBEICHHA  yBiiuiM B mepiog  CIOCTEPEKEeHHS,
BKMovyarwouu 12 mpawientie  y  rpymi I+ juis
BHYTPillIHbOBEHHOTO BBEACHHS Ta 7 MALI€HTIB y rpyi
III' FDC pns mipmkipHOro BBeAEHHA, fAKi YBiAMIIM B
MEPiOfl  CTMOCTEPEeIKEHHA MiCHs MEPBMHHOI  JaTH
3aBeplIeHHs 300py KIIHIYHMX JaHHX. 3arajoM 4ucio
nepea4acHoro BUOYTTA 3 DOCHIIKeHHS Mifl 4ac mepiosy
CrOCTEpeKEHHA Oyno HM3bKUM B 000X rpymax (3
nauienty [1,2 %) y rpyni [1+I" a1st BHYTpilIHEOBEHHOTO
BBeZeHHA Ta 1 nauient [0,4 %] y rpymi III' FDC pas
MiJIKIPHOro BBEJAEHHA) 1 BCi BHUMNAAKM He Oynu
TMOB’A3aHi 3 NpuuMHaMu 3 Oesneku (Oynu pe3yabTaToM
pilleHHs manienTa abo Maui€HTH CTAlM HEAOCTYMHHMH
IUI CIIOCTEPEIKEHHA ).

Kopen i3 naujentiB, ski yBimAM B nepion
CIIOCTEPEXKEHHS, HE 3BeplIMIu 1o a3y Ha jary
3aBEpLIEHHs 300py KIIHIYHUX JAHUX MPO OHOBIECHHS 3
Oesmexu 3a 4 MicAlli, OCKIZBKH 3riJHO MNPOTOKOIY
Nepiofl CHOCTEpPEKEHHS TPUBAE [0 3 pOKIB micis
OTPUMaHHA OCTaHHIM TALi€EHTOM OCTAHHBOT 103U
HER2-tapretHoi Teparmii.

[Momwupeni nebaxkaHi spuina
Ak 1 Ha pjaty TepBHHHOrO aHamizy, Ha Jary
3aBEpILIEHHsA 300py KJIIHIYHMX AaHWX NMPO OHOBJIEHHS 3
Oesmexu 3a 4 MicAli NpakTHYHO y BCIX MNAlli€HTIB
BUHMIJIO LIOHaWMeHIne oane HS Oyap-sxoro crynens
(99,6 % y rpyni II+I' jis  BHYTPIilIHEOBEHHOTO

21. Pesynbratu Ge3nexu

/%,i)u/ffa/ Jéﬂ‘w{.{:
/5¢,¢,ﬂ2¢(u, . €/
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BesieHHs Ta 100 % y rpyni I1I' FDC pns nigmkipaoro
BBEJICHHS).

AmnanoriyHo nepsuHHomy ananizy HS ycix crynenis
TAKKOCTI, 110 TOBIJOMIANUCH [0 JaTH 3aBEPLICHHS
300py KJIIHIYHMX JaHUX TPO OHOBIEHHS 3 Oe3mnexu 3a 4
Micsii, HalyacTille TNOBIZOMISUIMCE Y HACTYMHHX
knacax cucrem opradis (KCO) (BizcoTok BupaxeHmi
AK [1+1" 115 BHYTPilIHBOBEHHOTO BBEJEHHS MOPIBHAHO
3 III' FDC s miglmikipHOTO BBeIEHHS): MOPYIIEHHS 3
Goky wKipu Ta miAmwWKipHoi KiitkoBuHH (88,1 % npoTH
90,3 %); nopyumeHHs 3 60Ky TpaBHOI chcTeMH (82,9 %
nporu 88,3 %); i 3arajbHi MOPYLIEHHs Ta CTAHK Y MiCLli
BBeJIeHHA (74,6 % npotu 80,6 %).

Yacrora HS 3a KCO 3aranom Gyna mopiBHAIBHOIO Y
IBOX rpynax (pisHuusg <5 %, BiICOTKH BUpaKeHi SK
[I+T" ans BHYTPIMIHEOBEHHOTO BBEICHHS MOPIBHAHO 3
III' FDC s migmKipHOTO BBEEHHS) 32 BHMHATKOM
nopyuieHb TpaBHOi cuctemu (82,9 % mnporu 88,3 %);
3arajibHUX TMOpYIIEHb Ta CTaHIB Yy Miclli BBEJEHH:
(74,6 % nporu 80,6 %); BimxuneHs Bix HOPMH ¥
pesynbrarax sabopatopHux gocinimxens (52,8 % mnportu
47,6 %), mnopyweHb 3 O0OKY CKEJIETHO-M'A30BOi Ta
crnioyiyyHol TkanuHM (51,2 % mnpotu 58,5%); i
nopyiieHsb 3 60Ky AMXanbHOI CUCTEMU, OpPraHiB rpyaHOl
KJIITKM Ta cepelocTiHHA (36,5 % mpotu 41,5 %).

AHaNOriyHO NEepBHMHHOMY aHali3y Halbimell uacTo
nosigommoBanumu HS 3a TepmiHoM nepesaxHOro
BUKOpHUCTaHHA (4actota >30% y KOXHiN rpyni;
BifcoTKu BupaxeHi sk [1+[° ais BHYTpilIHLOBEHHOTO
BBelieHHs mopiBHsHO 3 TII' FDC mna migwkipHoro
BBEJICHHA) 10 JaTW 3aBeplieHHs 300py KIiHIYHHX
JaHUX TIpO OHOBJIEHHA 3 Oe3neku 3a 4 Micaui Oynu
anomneuis (71 % npotu 77,4 %), nynora (61,1 % nportu
60,1 %), niapes (57,1 % npotu 60,1 %), anemis (42,5 %
npotu 35,5 %) Ta acrenis (31,7 % npotu 30,6 %).

H51 3 pisHuneto > 5 % Mix ABOMa rpynamu 3azHayeHi
HIWK4ye  (Biacorok  Bupaxkenuih sk I1+[0  pgnas
BHYTPiLIHBOBEHHOTO BBejieHHs mopiBHAHO 3 IIIT FDC
A OiIKiPHOTO BBEEHHs) i 3arajoM CHiBNajaiy 3
pesynbTaTaMi NEPBUHHOTO aHai3y:

- HA, axi noBigommsinuce yacrime y rpyni I+ pns
BHYTPILIIHBOBEHHOTO BBeJieHHs mopiBHAHO 3 [T FDC
JUIs  OiJWKipHOro BBeJeHHs, Oynu ameMis (42,5 %
npotu 35,5 %), roaosuuit 6ine (24,6 % npotu 16,5 %),
Bucunanua (21,4 % npotu 16,1 %), neiikoneHis
(14,3 % npotu 9,3 %), 3MeHIIEeHHs 4Mcaa JeHKOIUTIB
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(13,5% npotu 7,3 %) Ta indysiiina peaxuis (15,1 %
npotu 3,6 %).

- H51, sxi noigomnsnuce uacrimwe y rpyni III' FDC
AJs MiUKIPHOTO BBEJCHHS MOPIBHAHO 3 rpynoo [1+T
A BHYTpIlUHBOBEHHOTO BBEICHHs, OyJM alomnewis
(71 % nporu 77,4 %), mianris (19 % npotun 25 %),
saaumka (5,2 % nporu 10,1 %) Ta peakuis B Micri
in’exuit (0,8 % npotu 15,3 %).

[TopiBHAHO 3 NEPBMHHMM aHaNi30M crOCTepiranach
BHIA 4acTOTa Miairii Ta MeHIIa 4acToTa cIabKocTi y
rpyni [II' FDC pns migmkipHoro BBe#eHHA B
OHOBJIEHOMY aHaJi3i.

He cnocrepiranock 3min y yacrori HS, nmos’a3anux 3
NiKyBaHHAM, MiXK TNEPBHHHOIO JaTOK 3aBEpIICHHS
300py KIIHIYHMX JaHHX Ta JATOI0 3aBepuieHHs 360py
KJIIHIYHMX JaHUX MPO OHOBJIEHHs 3 Oe3nekw 3a 4 Micai
AJIS SIBMILL, SIKi BBAXKAJIMCh JOCIHIIHUKOM T0B’13aHUMH 3
Oyab-KUM JOCHiKyBaHUM JikyBaHHaM (97,2 % T1+T
118 BHYTPilIHBOBEHHOTO BBeZeHHs mpotd 99,6 % ans
III'  FDC jana  nmimmkipHoro  BBeaeHHs)  abo
ximiotepanieto (97,2 % IMT+T° a1 BHYTPilIHEOBEHHOIO
BBeeHHs 1potd 99,2 % III' FDC ans nimmkipHoro
BBE/ICHHS).

Hacrora HS, nor’s3anux 3 HER2-tapretHom0
Tepami€to, 30iMpIIMNack 3 MOMEHTY IEpPBHHHOIO
aHani3y, OJlHaK 3aJuilanacs MopiBHAIBHOK MiX JABOMA
rpynaMmu TiKYBaHHS (70,6 % I st
BHYTpIiIIHBOBEHHOTO BBeleHHs mpotu 73 % III" FDC
IJIS MAMKIPHOTO BBEAEHHS).

HA, ouineni mocnignukoMm sk moB’asani 3 HER2-
TAPreTHOK Tepami€lo, HalyacTille MOBiIOMIISIIHCE Y
HactynuuX KCO (Bimcotku Bupaxkeni sk I+ ms
BHYTPiLIHBOBEHHOTO BBefeHHs mopieHsaHo 3 [1I" FDC
AN MiJWKIPHOrO BBEJEHHA): NOpYyLIeHHs 3 OOKy
TpaBHOi cuctemu (41,3 % nporu 38,7 %), 3aranbHi
MOPYIICHHsA Ta CTaHM B Micli BeneHHs (20,6 % npotu
31 %) ta nopywenHs 3 60Ky WIKipy Ta mnimuKipHOT
KJITKOBUHU (25,4 % npotu 21,4 %).

Yacrora HS, nop’sasanux 3 HER2-tapretHoo
tepanieto, 3a KCO Oyna nopiBHANBHOIO MiX ABOMa
rpynamu JliKkyBaHHs (pisHMUA <5 %) 3a BHHATKOM
HaCTyNHOro (BiacoTku Bupaxeni sk [+ gns
BHYTPIIIHBOBEHHOr0 BBefieHHs mopiBHaHo 3 III° FDC
A7 MiAIWKIPHOTO BBEJEHHs): 3arajibHi MOpYIIEHHS Ta
cranM B Micli BBeaeHHs (20,6 % mporu 31 %) B
OCHOBHOMY uepe3 Oimblly Kinbkicte HS «peakuis B
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micti in’ekuii» y rpyni III' FDC ans migmkipHOro
BBEICHHA; Ta TPaBMM, OTPYEHHA N YCKJIAJHEHHs
npoueayp (11,5 % nporu 2,0 %) B ocHOBHOMY uYepes
Oinpiy kinekicte HS indysiiina peakuis y rpyni [T+
JUIsl BHYTPiLIHBOBEHHOT'O BBEJIEHHS.

Hebaxani sBuIma 3a iHTEHCHBHICTIO
3araneHa  wacrota HS >3  crynens Tskkocri

301IbIIKMIACE 3 MOMEHTY TEPBHHHOTO aHali3y, OHAK Yy
UiIOMYy  3ajMINaNach MOPIBHANBHOK MK JBOMa
rpynamu JiKyBaHHA B OHOBJIeHoMYy aHanisi (55,2 % y
rpyni II+I" 118 BHYTpilIHPOBEHHOTO BBEAEHHS NPOTH
52% y rpyni III' FDC pans nimmkipHOro BBEJEHH:).
Yacrora 3a HalOiNbIIUM CTyNeHeM THXKKOCTI TAKOXK
3a/Milianack TOPIBHANBHOK MiK [JBOMa Trpynamu
niKyBaHHA  (BimcoTku Bupaxeni sk [+ s
BHYTPIilIHBOBEHHOrO BBeAeHHA mopisHsaHo 3 1T FDC
AJA  MiAMKIPHOrO BBEJEHHs): 3 CTYMEHS TAXKKOCTI
(36,1 % npotu 34,7 %), 4 cryneus Tsokkocti (18,7 %
npotd 16,9 %) i 5 crynens Tsokkocti (mo 1 mamieHty
[0,4%]). 3 nepeuHHOT maTu 3aBeplueHHs 300py
KIiHIYHUX JaHuX He Oyno HoBux HS 5 crymens
TSDKKOCTI (3 JIeTaIbHUM HACIiIKOM).

[lopiBHAHO 3 MEPBUHHMM aHAI30M HAWOGiIbII YACTUMHU
H5l 3—4 ctynens TaxkocTi (3 yacToTor0 > 5 % y KOXKHii
rpymi;  BigcoTku  Bupaxkeni sk I+ gna
BHYTPIIIHBOBEHHOTO BBeJieHHs mopieHsaHo 3 III" FDC
JUIA TiIKipHOTo BBeAeHHs) 6y HeitponeHis (13,9 %
npotu 14,1 %), 3MeHIneHHs uncna Hewrpodinis (13,1 %
npotu 10,9 %), debpunbHa HeiitponeHis (5,6 % npotu
6,5 %), niapes (4,8 % npotu 6,9 %) i 3MeHIIEHHs YKCIa
neiikouurtis (7,5 % npotu 3,6 %).

BinbwicTs sy 3—4 ctynens Ts)KocTi Gyiu ouiHeHi
AOCTIAHMKOM sAK He mnoB’s3ani 3 HER2-tapreTHoro
Tepanieto. YacTka nauientis, y sakux sunuxkau HS 3—4
CTYNEHA TAXKKOCTI, #AKI BBa)KalWCh [10B’SA3aHUMH 3
HER2-tapreTHol0 Teparieto, Oyia MOPiBHANBHOIO Mik
rpynamu  nikyBaHHs (14,7% y rpymi I+ s
BHYTPIlIHLOBEHHOTO BBeleHHA npotd 12,5 % y rpymi
I1I' FDC s miAlKipHOTO BBEACHHS).

Cwmepri
He Oyno HOBMX BMNajKiB cMepTel y A0C/iUKEHHI 3

NEPBUHHOI JaTH 3aBeplieHHs 300py KIiHIYHHUX JaHUX.

IHmi cepiio3ni HeOaxaHi ABHIA
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3aranbHa yacToTa cepiio3Hux HebGaxannx spum (CHS)
30iMbIIMIAcCh Ha JaTy 3aBepiIeHHs 360py KIiHIYHHX
JaHUX MpO OHOBJIEHHS 3 Oe3neku 3a 4 Micaui, ogHAK
3aNMIIKNIACK TOPIBHANBHOIO Y JBOX IpyIax JiKyBaHHA
(19 % y rpyni II4+T" m1s BHYTPIlIHEOBEHHOTO BBEICHHS
npotd 16,9 % y rpyni III' FDC mns nimukipHoro
BBEJIEHHs). 3 TMEpBMHHOI JaTH 3aBepLieHHs 360py
KJIHIYHUX JaHuX Gyno moBigomieHo Bicim HoBux CHSI,
no 4 sBUIIA y KOXHifl TIpymi: NHEBMOHif, iMyHHa
TpoMOOLMTONEHIYHA My pITypa, ceplieBa HEJAOCTATHICTD i
CHMHKOManbHWH  cran y  rpymi I+ s
BHYTpIIIHBOBEHHOTO BBEJIEHHS; T4 CElCHMC, MAaTKOBa
KpoBOTeua i cepleBa HelocTaTHicTh (2 sBHINA) y rpyni
[II" FDC ans niqukipHOTO BBEICHHS.

[TopiBHAHO 3 MEPBUHHHUM @HA30M 3arajibHa 4acToTa
CHA 3a KCO Ha naty 3aBepuieHHs 300py KIiHI4HMX
AAQHUX TpO OHOBJICHHA 3 Gesnexku 3a 4 Micsui Gyna
MOPIiBHANBLHOIO Yy JBOX rpymax (pisuuua <2 %) 3a
BUHATKOM iH(QeKuiii Ta iHBa3iif, AKi MOBIAOMIAIUCH
BiZIHOCHO yacTiue y rpyni I+ s
BHYTPiLIHBOBEHHOTO BBejieHHs (6,7 % y rpyni I+ s
BHYTPilIIHLOBEHHOTO BBeieHHs npotu 4,4 % y rpymni 1T
FDC nns nigmkipHoro BBeeHHs).

Haii6inem uacto nosigomnenumu CHS  (uactorta
> 1% y xoxHiii rpyni) 6ynu deGpuibHa HelTponeHis
(10 nauientie  [4%] y rpyni II+I° gns
BHYTPIIIHBOBEHHOTO BBEJIEHHs MNPOTH 9 mallieHTiB
[3,6 %]y rpyni III' FDC s nigukipHoro BBeeHHs).

HebGaxani sBumia, ski npussenu 1o repea4acHoro
NPUNUHEHHs JOCIIDKYBAHOTO JIiKYBAHHS

Yacrora HS, saxi mnpuseenn 1o mepeayacHoro
NPUNMHEHHS OyIb-1KOro JOCIiUKYBAHOTO JIIKYBaHHS
Ha JaTy 3aBeplieHHA 300py KIIHIYHMX [JaHWUX Mpo
OHOBJICHHs 3 Oe3neku 3a 4 Micsaui, Gyia NoOpiBHIILHOIO
B JIBOX rpynax nikyBauHsa (11,1 % y rpyni TI4+T s
BHYTPilIHLOBEHHOTO BBejieHHs npotH 8,1 % y rpymni 1T
FDC nana nmijmkipHoro BBefieHHs) 1 3arajioMm
O/IHOPiTHOIO 3 pe3yNbTaTaMH MIEPBUHHOIO aHAI3Y.

Yacrka nauieHriB, ski nepemuacHo npunuuuan HER2-
TapreTHy Tepamilo 4epes HSl na mary 3asepuienns
300py KJIIHIYHHMX JJAHHX TPO OHOBJIEHHS 3 Ge3neku 3a 4
micswi, 6ya HU3BKOIO Ta MOPIBHSNBHOIO B 060X rpymax
(4,4 % TI+I" y rpyni s BHYTPiLIHLOBEHHOrO BBESHHA
npotd 4% y rpyni III' FDC pans mimmkipHoro
BBEJICHHA).
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3 mnepBMHHOI 1aTH 3aBepileHHs 360py KIiHIYHHX
JaHMX BiciM J0JaTKOBHX mNauieHTiB (mo 4 Y KOMKHii
rpymi) nepenuacHo mpunuHwid  HER2-tapretHy
Teparnito uepes HA.

Binmpmicte  wux  BigkmEKaHe GyaM  3yMOBIEHi
3HIDKEHHAM (pakiii BuKMZy miBoro mnyHouka (3
nauienty [1,2 %] y rpyni I[T+" 171 BHYTpillHLOBEHHOTO
BBE/ICHHs MOpPiBHAHO 3 2 nauieHtamu [0,8 %] y rpyni
[II' FDC pans nimukipuoro BeeneHs). HS, sxi
NpusBeNnd 10 mnepeqyacHoro mnpunuHeHHs HER2-
TapreTHOT Tepamii y iHIIMX NalieHTiB, BKIIOYAlOTh OIHE
ABHIIE IMYHHOT LMTOMeHiuHOi mypnypu (rpyma [T+
ans BHYTPilIHLOBEHHOT'O BBEJICHHS ), cepLeBol
HezocratHoeti (rpyna I FDC  ams  mimmkipHoro
BBeIeHH#) Ta actenii (rpyna [1I" FDC anst mimmkipaoro
BBEJICHH).

Hebaxani sBumia. sxi npussenu 10 Mmoaudikanii nosu

Yacrora H, ski npuseenu no momudikauii mo3u
OyAb-KOro  J0CHIIKYyBAaHOrO JIKYyBaHHS Ha JaTy
3aBepUICHHs 300py KJIIHIYHMX JaHUX NPO OHOBJIEHHS 3
Oesneku 3a 4 Micani, Oyna mNOpiBHANLHOK B ABOX
rpynax (rpyna 42,1% y rpymi I+ s
BHYTPilIHLOBEHHOTO BBeAeHHS npot 39,9 % y rpymi
[II' FDC pna migmkipHoro BBeOEHHsS) i 3arajom
criBnajana 3 pesyJibTaTaM{ EPBHHHOTO aHaJli3y.

3HMKEHHA 1034 He 103BossIOChk ;s HER2-TapretHoi
Tepamnii, Tomy wmoaudikauis mosn HER2-tapretHoi
Tepamii BiIHOCHTbCS 1O TIepepuBaHHs J103W abo
BiICTPOUKH  J03yBaHHA. YacTKa  mauieHTiB 3
nepepuBaHHsM adbo BiacrpouenHam HER2-taprerHol
tepanii uyepes HSl wna pary 3aBepumienns 36o0py
KJIIHIYHUX JaHUX NPO OHOBJICHHS 3 Oe3Meky 3a 4 Micsii
Oyna nopieHanbHOIO B 060X rpynax (19,8 % y rpyni
[I+I" nns BHYTpilIHBEOBEHHOrO BBeAeHHs npotu 17,7 %
y rpymi III' FDC aas nijwkipHoro BBeaeHH:) i
criBnajana 3 pesylbTaTaMH MEPBMHHOIO aHamisy, Tpu
upomMy HeWTponeHis (no 3,2% y KoxHii rpymi) i
3MEHILIEeHHs Yucna Heitpodinis (2,4 % y koxHiil rpyri)
Oynu HaHOINbII YaCTUMH SBHINAMH, LIO NPU3BEIH JI0
rnepepuBaHHs 103yBaHHsA/BiAcTpoueHHs HER2-reparii.

Kapnianbha Gesneka

[IopiBHAHO 3 NEPBHMHHUM aHai30M KapjiajbHi SBUIIA
MOBiJIOMJIANKCE 3 OINBIIOK YACTOTOIO B 000X Ipynax Ha
JaTy 3aBeplieHHSA 300py KIIHIYHHX JAaHHX [po
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OHOBJIEHHS 3 6e3nexu 3a 4 micsili.

* IlepBuHHe KapaianbHe siBUIIE

Ha nary saBepmenHs 300py KIiHIYHMX AaHHX MNpoO
OHOBIICHHs 3 Oe3nexu 3a 4 Micaui 3 mauieHTH, yci y
rpyni  [II' FDC jus  mimukipHoro  BBeaeHHS,
BI/INOBIZANM  KPUTEPisiM [EPBUHHOTO  KapJiaibHOro
sABMIIA, BU3HAYEHi K KapjiambHa cMepTh abo cepliepa
Hefocrathicts (knac 111 a6o IV 3a Heto-HMopkebkoro
KapjionoriyHoto acoujauiero, NYHA) i3 cyrreBum
3MEHIIEHHAM (pakLii BUKUAY JiBOro mIyHO4YKa (TO6TO
3HWJKCHHS  MOKasHWKa  ¢pakuii  BUKMAY  JiBOro
LLTyHOUYKa IoHalMeHie Ha 10 BigcoTKoBuX 0aniB Bin
BHXiJHOTO piBHs Ta MeHIue 50 %).

3 HUX OJIHE JJOJIATKOBE ABHIIE CEPLEBOT HEJAOCTATHOCTI
(3 crynens Taxkocti, kmac IV 3a NYHA) 6yno
TNOBiJOMIIEHE [C/S TEPBHHHONO aHadilzy Mmif uvac
ax’toBaHTHOI (a3 y nauienta 3 rpynu III" FDC ans
MiWKIPHOTO BBEJICHHSA, AKUH OTPUMYBAaB XiMioTepartito
AC—pouerakcen mij 4ac Heoa FOBaHTHOT (asH.

* BropuHHe kapaianbHe sBHIIEe

Ha nary sasepumieHHs 3060py KIHIYHHX JaHHX PO
OHOBJIeHHs1 3 Oesnexku 3a 4 wmicsaui 10 maumienris (7
[2,8%] y rpyni II+I" pgnsa BHYTpilUHBOBEHHOrO
BBeJieHHA 1 3 [1,2 %] y rpyni [1I' FDC ans nigmkipHoro
BBEJICHHA)  BiJNOBIMM  KPUTEpisiIM  BTOPMHHOIO
KapiajbHOro siBvina. 3 HUX y 6 nauiedtis (y 4 3 rpynu
[I+I" 1ist BHYTPIIIHBOBEHHOTO BBE/ICHHS Ta y 2 3 IPYNH
III' FDC pna  migmKipHOrO BBEEHHsS) BTOPHMHHE
KapiianbHe —SBMILE BHHUKIO TNCNs  NPOBEJICHHS
NEPBUHHOTO aHai3y.

3arajiom yacToTa 6€3CHMMNTOMHOIO 3HHKEHHs paKuii
BHKH]Y JiBOrO NUTYHOUKa, W10 noTpebyBano JiKyBaHH:
abo mpu3BeNno 10 nepeayacHoro npunuHeHHs HER2-
TapreTHol Tepanii, 3ajMlIanach HU3BKOK Ha JaTy
3aBeplIeHHs 300py KIIHIYHUX JaHMX MPO OHOBJICHHS 3
Oesnexn 3a 4 micaui (14 nauientis [5,6 %] y rpyni I1+I°
I8 BHYTPIIIHBOBEHHOrO BBEJEHHS NPOTH 8 Malli€HTIB
[3.3 %] y rpyni III' FDC nis nigmkipHoro BBeieHHs:). 3
HUX 'y 7 nauiedtie (4 y rpymi I+ pgas
BHYTpIIIHEOBEHHOTO BBejieHH Ta 3 y rpymi III" FDC
JJIS MiAMIKIPHOTO BBEEHHS) GE3CUMITOMHE 3HHUIKEHHS
dpakuii BukMIy niBOro IUTYHOYKa, MO MOTpeGyBano
niKkyBaHHA a0  TMpH3BENO 0 MepeaYacHoro
npunubenHs HER2-tapretHoi Tepanii, criocrepiranocs
Mic/isg NPOBEAEHHs EPBUHHOTO aHai3y.

* KapaianeHa aucdyHkitis
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Yacrora Hfl «xapmianeHa aucdynkuis» (6yap-skoro
CTyIeHsl), BU3Ha4eHa K Oyap-sike HSI, inentudikosane
3a CTAHIAPTHUM 3alMTOM i3 BUKOPHCTAHHAM TEpPMiHiB
MedDRA «ceplieBa HeOCTATHICTE (IIMPOKE MOHSATTS)»,
3aMIIKANACE TOPIBHANBHOI Yy ABOX Ipymax Ha JIaTy
3aBeplleHHs 360py KIIHIYHMX JaHMX MPO OHOBJIEHHS 3
Oesnekn 3a 4 wmicaui (22,2% y rpymi I+ jus
BHYTpiIIHLOBEHHOIO BBeleHHs npotu 19 % y rpymi 17
FDC nna migmkipaoro BeemeHns). Ilicns  jgatw
MpOBEIeHHs TepBUHHOro anamizy y 21 naumienrta (15
nauiedTiB 'y rpyni I+ mis  BHYTpilIHBOBEHHOTO
BBelIeHHA Ta 6 mnauieHtie y rpyni III' FDC gns
NiAIIKIPHOrO  BBEJICHHA) pO3BMHYJOCS HoBe HSI
KapaianbHa JucyHKIs.

Binbiicte  ABuMImN  KapaianbHOi mucdyHKWii Gymm
JIETKOTO CTYNeHs TSKKOCTI (30kpema 1 abo 2 crynens
TAKKOCTI).

SlBvina 3 cTynmeHs crnocTepiraauch HEYAacTO i BUHMKIN
y 7 nauientiB  (2,8%) y rpyni I+ gns
BHYTPillIHLOBEHHOTO BBe/IeHHs Ta ¥ 3 nauienTis (1,2 %)
y rpymi III" FDC a71s1 nigmkipHoro BBefieHHs. 3 HUX Y 3
nauientis y rpyni II+I' s BHYTpilUHLOBEHHOrO
BBeleHHA Ta y 1 nauienta y rpyni III' FDC ans
MiJIKIPHOTO BBEIEHHS L SIBUINA 3 CTYNEHs TAKKOCTI
BHHMKJIM MiC/Is 3aBEPLICHHS NEPBUHHOTO aHai3y.

3aranoM  Haiibinbll  YacTO  IOBiJAOMINOBAHUMH
ABULIAMM KapaianbHOi aucdyHkuii (vacrota >5% y
KOXHIH rpyni; BincoTok Bupaxenuii sk I+ g4

BHYTpILIHBOBEHHOIO BBejleHHs mnopiBugHo 3 [1I" FDC
IJ1A MiAWKIPHOTO BBEJEHHS) BKIIIOYAIH nepHpepHuHmii
Habpsak (9,5 % mpotu 7,7 %) i 3MeHwenns ¢pakuil
Bukuay (7,5% mnporu 5,6 %), mo choiBnamo 3
pe3ynbTaTaMu NepBMHHOTO aHali3y.

3aranom Oyjio 6 sBHIL CEpLEBOi HEJOCTATHOCTI, y 3
NalieHTiB y KOxHii rpynmi. JlBa 3 uux seum (o 1 B
KOXKHIA rpyni) Oynu mNOBifoMJIeHi micis nepBUHHOT
JlaTU 3aBepIleHHs 300py KIiHIYHMX AaHMX i oOMiBRa
BHIAJKH BUHUKIJIM B NIepioj] i’ IOBAHTHOTO JIiKyBaHHSI.

* [HwWi kapaianeHi SBUINA

3arajoM uacToTa iHIIMX  KapAiadbHHX  SIBMIL,
BM3HAYCHUX AK TOCTPUH KOpPOHapHUH CHHIpPOM,
roctpuii iHdapkT Miokapia Ta TOKKI NOpyLIeHHs
purMmy, sKi  notpeGyBamM  JliKyBaHHA, Ha  Jary
3aBepIieHHs 300py KIIHIYHMX JaHWUX PO OHOBJEHHS 3
Oesnexu 3a 4 micALi 6yna HU3BKOIO Ta MOPIBHANLHOIO B
rpynax nikysaHHs (10 nauienris [4 %] y rpymni [T+ aas
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BHYTPINIHLOBEHHOIO BBEJEHHS NPOTH 9 mnallieHTiB
[3,6 %] y rpyni I1I' FDC i nigmkipHoro BeeeHHs).
He Oyno HOBMX #ABHMII TroOCTPOro KOPOHApHOTO
cuHapomy abo roctporo iHbapkTy Miokapma 3
NMEPBUHHOI JaTH 3aBEpUIEHHS 300py KIiHIYHMX AaHUX
PO OHOBJIEHHS.

Y BocemM namjeHtie (o 4 B KOXHiM rpymi)
CIIOCTEpiraiuch TSOKKI  MOPYLWIEHHA  PUTMY,  AKi
norpebyBanu NiKYBaHHA, nicins NpPOBEACHHS
MepBUHHOrO aHanisy. Cepex uux 8 naiieHTiB HaHGiIbII
YacTo TMOBIAOMIIFOBAHUMHM SBHINAMHU Oynu aputMis (2
nauientd 'y rpymi IT+I° gns  BHYTpilIHBOBEHHOTO
BBe/leHHs npoTH 1 nauienra y rpyni [ FDC s
MiAIKIPHOrO BBEJEHHA) i Taxikapais (2 nauieHTH y
rpyni IT+I" nas BHYTpIilIHBOBEHHOTO BBEIEHHS IMPOTH
xkozxHoro nauienrta y rpyni III' FDC ans migmkipaoro
BBEJICHHS).

Peakuii. moB’si3aHi i3 BBeIEHHAM
Jlokaneni peakuii B Miclli BBeJeHHs, SIKi BHHHMKAIH

nporsirom 24 roauH micns BBeaeHHs HER2-rapretHoi
Tepanii (i nop’asani 3 HER2-rapreTHuM IiKyBaHHsAM)
Ha Jary 3aBeplleHHA 300py KIiHIYHMX JaHUX MpoO
OHOBJIEHHs 3 Oesneku 3a 4 Micslli MOBIAOMIISINCE 3
Oinbmorw yvacrororw micns Beexedus [T FDC ans
MiJmKipHOro BBEJICHHS NOPiBHAHO 3
BHYTpilIHEOBeHHOW iHdy3ieto (1 mamient [0,4 %] y
rpyni [T+I" a8 BHYTpilIHEOBEHHOTO BBEIEHHS MPOTH
35 nauienrie [14,1%] y rpyni III' FDC s
NiILUKipHOro BBeJEHHS). YacToTa NOKANBHHX peakiliid
Oyna HaWGinbIO NpU MeploMy BBEJEHHI Npenapaty
III' FDC pns miamkipHoro BBeaeHHs (TOOTO S5 LMK y
JOCTiPKEHHI) MOPIBHAHO 3 OIMBIN Mi3HIMM LMKIAMH.
VYei suma 6ynu 1 a6o 2 cryneHs Ta )oJHe 3 SBUIL HE
Mpu3Bejo 10 MEepefYacHOro  NpHUMNHMHEHHA  a6o
nepepuBanHs HER2-taprerHoi Tepamnii.

Cucremni peakuii, sIKi BUHMKaJIUM MPOTAroM 24 roamH
micia  BBeseHHA HER2-rapretHoro nikysaHHs (Ta
noe’s3ani 3 HER2-TapreTHuM JiKyBaHHsIM), Ha JaTy
3aBEpLICHHS 300pYy KIiHIYHUX JAHUX MPO OHOBJIEHHS 3
Oesnekn 3a 4 wMicAli noBigOMAANMCE 3 GiiBIIOKD
YacTOTOK MicAs BHYTPILIHBOBEHHOT iH(Y3ii mopiBHAHO
3 migmkipHow iH’ekuiero (27 nauientis [10,7 %] y
rpyni [1+I" 1 BHYTPilllHBOBEHHOTO BBEJEHHS NPOTH 3
nauientis [1,2 %] y rpyni I[II' FDC ans migmkipHoro
BBeJIeHHA). BinbwicTe Ay 6ynu 1 ao 2 crynens Ta
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NMOBIIOMIIAIMCL 3 HalGiNbIIO  YacTOTOW — HpH
nepiiomy Beefieni HER2-tapreTHoro Jikysanusa (To6T0
LMKI 5 B JOCHI/UKEHHI) MOpiBHAHO 3 Oifbll MizHIMM
LMKJIaMH.

3arajom, IO CHIiBMajaino 3 MEPBMHHHM aHAIi30M,
TNOTEHLi}HI peakuii, MoB’A3aui i3 BBEIEHHAM, BUHHKAIH
3 Oigpmoro wactotoro y rpyni III' FDC mus
MiAWKIPHOrO BBEACHHS MOPiBHAHO 3 rpynot I+ s
BHYTpilIHBOBEHHOrO BBeneHHs (15,1 % y rpymi IT+I
JUIsl BHYTPIIIHBOBEHHOTO BBeJCHHS poTH 21 % y rpymi
[II' FDC ans nmimmkipHOro BBEJEHHS) B OCHOBHOMY
yepe3 BHINY 4YacTOTy JOKaJbHMX peakuiii B Micwi
iH’eKLil, acouilioBaHy 3 MiAWKIPHUM LIIAXOM BBEJEHHS
(0,4% npotu 14,5% Bignosigno). OpHak yci
MOTeHUilHI peakilii, MOB’A3aHi i3 BBeAEHHAM, Yy rpymi
III' FDC pna mipmkipHoro BBeaeHHs Gymu 1 abo 2
crynens. Ilicas AaTi NpoBeleHHs NEPBMHHOIO aHANi3y
y 13 noparkoBux nauieHtie (4 y rpymi I+ ans
BHYTPIIIHEOBEHHOT0 BBeieHHs i 9 y rpyni [1I" FDC aaa
HiAIKiPHOTO BBEJEHHS) BUHUK/IA peakilis, MoB’ 3aHa i3
BBEJICHHAM, TNOTEHUiHHO acoliiioBaHa i3 BBEACHHAM
JOC/IIKYBAHOTO TNpenapary; HOBi SBHMINA >3 CTymNeHs
TSKKOCTI HE MOBiIOMJISITHCE.

Inwi nebaxkaHi ABUIIA, AKi NiIAraId MOHITOPUHTY

Onoeneni pesynbratd wono crnenupiuaux HS, sxi
MiIArai MOHITOPUHTY, OKpiM KapJianbHoi Ge3rnexku ta
peaxuiii, MoB’s3aHUX i3 BBeJAeHHAM, AKi GynM onMcaHi
BHIIIE, [I/ICYMOBaHi HIXKYe:

- YacToTa Ta THXKKICTH SBHI Jiapel 3aJHIIM/IACh
NOPIBHANBHOIO MiXK JIBOMA IPyNamH JIiKyBaHHs Ha JaTy
3aBEpILICHHs 300py KJIIHIYHMX JaHMX MPO OHOBJICHHS 3
Oesnexn 3a 4 wmicaui (57,1 % y rpyni II+I° nns
BHYTpILIHEOBEHHOTO BBeieHHs mpotu 60,1 % y rpyni
IT" FDC aas niJmkipHOTO BBEAEHHS).

Ilicns  patm nepBuHHOrO aHanizy y 9 mnauieHtis
nojatkoBo  (y 5 nauientiB y rpymi I+ s
BHYTPiLIHEOBEHHOTO BBEAEHHS Ta Y 4 NALU€HTIB y rpymi
[II' FDC ans nigmkipHOro BBEIEHHs) BHHHMKIA Jiapes
OyAp-AKOro CTymeHs TsKKocTi. VYci HOBi  sBHLia,
MOBIOMJIEH]I Tlic/iA JaTH MEPBUHHOIO aHamisy, 6ymu
c1abKo BUpaKEHUMH.

- He Oyno HOBUX BuMnaakiB  cepifo3Horo
BUCHNAHHsA/peakuii 3 OGoky mkipu micna jgatu
MEPBHHHOrO aHali3y.

- Yactorta HeHTponeHii/peSpunsHOT
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HeHTponeHii/nelikonenii 3arajiom 3anMiIanach
TNOPIBHSAJILHOIO MiX JIBOMA IPYNaMy JIiKyBaHHs Ha JaTy
3aBepLICHHs 300py KIIHIYHMX JaHHUX MPO OHOBIEHHSA 3
Oesnexn 3a 4 wmicani (55,6% y rpymi I+ s
BHYTDIIIHBOBEHHOI0 BBEIEHHS NpoTH 49,6 % y rpymi
[II' FDC pns migmkipHoro BBeAEHH:A), sBUIIA > 3
CTYNeHs THKKOCTI TaKOXk BHHHKAIHM 3 MOPiBHAIBLHOKO
gactororo (36,1 % mporu 33,1 % BignmosigHo), mo
CMiBNafae 3 JaHUMHK, OTPUMAHHMHU B TEPBUHHOMY
aHanisi.

[licna paru nepBunHHOro amanisy y 11 nauienTis
AopatkoBo (7 nauientiB y rpymi I+ gns
BHYTPiLUHLOBEHHOTO BBEJIEHHA Ta 4 MAli€HTH Yy rpyi
III' FDC jnsa niqukipHOTO BBeJEHHS) BHHMKIA
HelTponeHis/pedpuisHa HEUTpOIIeH s/ IeKoneHisa
OyZAb-AKOro CTYNeHs TSKKOCTI, 3 HUX y 7 mauieHTis (y 6
nauientie  y rpyni [I+I" aias BHYTpilIHBOBEHHOroO
BBelleHHs Ta y 1 mnauienta y rpyni III' FDC gns
MiIIKIPHOTO BBEJEHHs) BMHUKIM HOBi sBUImA > 3
CTYIIEHS TAXKKOCTI.

- BuHMK omMH HOBHWII BHMALOK iHTEPCTHI[iaNBHOIO
3aXBOPIOBaHHs  JIET€HIB  (IIHEBMOHIT 2  CTymneHs
TskkocTi) y rpyni III' FDC micis matv mpoBeneHHs
NEPBUHHOTO aHanmizy. 3aranbHa 4acToTa
IHTepCTULiaIBHOTO 3aXBOPHOBAHHSA JNereHiB
3anumaeTbed Husekow (0,8% y rpyni I+ gus
BHYTPILUHLOBEHHOTO BBEJCHHs MOPiBHAHO 3 1,6 % vy
rpyni [1II' FDC nnsa migmkipHOro BBeIEHHS).

- He Gyno 3apeecTpoBaHO HOBHX BHIIA/IKiB CEpHO3HOTO
MYKO3MTY TIiC/Isl JaTH MPOBEEHHS IePBUHHOTO aHai3y.
- He Gyno 3apeectpopano HOBMX BHUMAAKiB aHadinakcii
Ta  TiNEpuyTAMBOCTI  Micis  JaTH  TPOBEJEHHS
nepBuHHOrO  ananizy. IlopiBHAHO 3 mepBMHHUM
aHanizom y rpyni I+ aas  BHYTPilIHBOBEHHOrO
BBeJIEHHs 0yJ10 HAa OJIHOTO Mal[ieHTa MEHIIIE 3 MO/i€l0 Ha
AaTy 3aBeplieHHs 300py KIIHIYHUX JaHHX IIpo
OHOBJIEHHA 3 Oe3nmeku 3a 4 MicsAui 4epes nocriiiHe
ouKLieHHa AaHux (mpo HS mouarkoBo moBimomisiiock
K TIPO peakwuilo, noB’s3any 3 iH’exuieto, nicns indysit
npenapary llep’era, mo Oyna BkmoYeHa y rpynoBuii
TepMin  Hfl  anadinaxcis/rinepuyrnusictes g
TMEPBUHHOTO aHalli3y, OIHAK SBHIE B MOJAJILIIOMY
Oyno ckopuroBaHe Ha iH(QY3iliHy peakuio, o He
BiZloOpakeHa B rpyNoBOMY TepMiHi
aHadinakcis/rinepuyTnusicts).  3ararom  uactoTa
anadinakcii Ta rinepyyTIMBOCTI 3aJMIIAECTECA HU3BKOIO
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B 060X rpynax nikyeanus (1,6 % B o6ox rpynax) i B
0ibLIOCT] BUMAJIKIB SBUIIA € CIa0KO BUPAKEHUMH.

- Byso noBigomneHo npo BiciM HOBMX SBHIN B MeKax
CTaHJAPTHOTO 3aMHTy i3 BMKOPHCTAHHAM TEPMIiHIB 3
MedDRA «Temu BariTHicTb Ta HOBOHapOmIKeHi (B
LIHPOKOMY PO3YMiHHi)» Mic/Is MPOBEJEHHS NEPBHHHOTO
amanisy (5 y rpyni IT+I' ams BHYTpilIHBOBEHHOTO
BBEJICHHA npot 3 y rpymi III" FDC ans migmkipHoro
BBelleHHs): 4 apuma Mmactuty (3 y rpymi I+ gns
BHYTpIlIHLOBEHHOTO BBeJeHHs mpotu 1 y rpynmi I
FDC pnsa nigukipHoro BBeaeHHs) Ta 4 sBuina
rpubkoBoro MactTury (1o 2 B KoxHiii rpymi). Li sBuma
He OyJiM NOBR’s13aHi 3 BariTHICTIO.

Hebaxani sBuma y naunientiB v rpymi T4+ mos

BHYTPilIHLOBEHHOTO BBE/ICHHSI, sIKi OyJIM nepeBeneHi Ha

JiKyBaHHs npenapaToM [epuentuH ams migmkipHoro
BBEJIEHHS i/l Yac nepioy aJ’IOBAHTHOIO JiKYBAHHS

3aranom Ha JaTy 3aBeplueHHs 300py KIiHIYHMX JaHUX
Npo OHOBJIEHHsA 3 Oe3neku 3a 4 Micsali 65 nauieHTiB
Oyno  nepeBefieHO Ha  JKYBaHHS ~ NpenapaToM
I'epuentun ans nigmkipHoro BBeaeHHs, 4 3 Akux 6yno
TMEPEBE/ICHO MiC/isl NMPOBENEHHS MEPBUHHOIO aHamizy. 3
HUX y 59 nauienris (90,8 %) BHHUKIO wWOHaMeHIIE
onne H, B ToMy wmenmi y 5 (7,7%) nauieHTiB
possunynoce CHS ta y 10 (15,4 %) — sBume >3
CTYNEHS TSHKKOCTI.

[loni6Ho no  pesynbTaTiB  MepBHHHOrO  aHaniszy
Haiibinem 4yacto moBimommosanumu HS, ski e
NpeIMETOM MOHITOPMHIY, Ha JaTy 3aBeplieHHs 360py
KJIIHIYHUX JIaHUX PO OHOBJEHHS 3 6e3nexu 3a 4 micsami
Oymu sBMINA «aiapes», IO croctepiramrack y 12
nauientis (18,5 %). V 32 naujenris (49,2 %) HS 6yan
MOB’s3aHI 3 BBEJEHHSAM Ipemapary, y OiabwocTi
BUnajkie Oynu nos’s3ani 3 HER2-tapreTHoto Teparieto
Ta y 2 MalieHTiB NpHU3BENTH A0 MepeadacHoi BigMiHu
HER2-rapreTHoi Tepanii (Bkimrouarour 1 nauieHra, sikuii
MepeyacHO 3aBEPUIMB TEpamilo TMichas TPOBeIEHHS
TIEPBMHHOI'O aHai3y).

22. BUCHOBOK (3aKJIHOUEHHS)

Lleii 3BiT npo oHOBNEHHs 3 Ge3neKkH 3a 4 Micsali Haaae
inpopmanito npo gami  gogaTkoBux 4 Micsuis
cnocTepexeHHs B pocaimkenHi FeDeriCa, npu ubomy
OinbuIicTh  MALEHTIB  MPOAOBKYIOTH  OTPUMYBATH
NiKyBaHHs B aJ’lOBaHTHiM (asi. 3aranom Gesrneka Ta
NEPEHOCUMICTb, Y TOMY 4MCIIi KapajansHa Gesneka [T
FDC st niiuKkipHOro BBEJICHHS B LI5OMY OHOBJIEHOMY
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aHaji3i 3ajMIIaEThCA MOpiBHAABHOW 3 [+ ans
BHYTDIIIHBOBEHHOTO BBEICHHs, 3a BMHATKOM HS,
MOB’A3aHMX 3 PI3HUMM LUIIXaMH BBEJCHHS, i HOBA 4YM
HEOYiKYBaHa TOKCHYHICTb He crioctepiranuchk. [Ipodins
besnekn III' FDC nms migmwkipHOro BBeAEHHs Y
mauicHTis 3 HER2-N03UTMBHMM DaKkoM MOJOYHOT
32034 3AJIMUIAETBECA  HE3MiHHMM  TOPIiBHSAHO 3
npodinem, TpejACTaBIeHUM B peecTpauiiiHoMy aoche
47151 6i0JI0TIYHOTO JliKApChKOro 3acofy.

3asBHUK (BIACHUK PEECTPaLifHOro MOCBi AYeHHS)

O©.Xodpdmann-Jls Pom JItn

[Mignuc ITignuc

Karanina Poxac Jleitna Jlicrep

bazens, llBeiinapis bazens, [IBeiitapis

Binain 3 MiX>KHapOIHUX PEryisSTOPHUX NUTaHb Binain 3 MiDKHAPOJHUX PEryISTOPHUX UTAHb
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Non-Clinical Trial Reports

1. Name of the medicinal product

(number of registration certificate, if PHESGO

available):

1) type of the medicinal product, by Fixed combination medicinal product according to item 1 (sub-
which registration was conducted or |/item 1.5) of section III of the Procedure of Order of the Ministry of]
planned Health of Ukraine dated 23.07. 2015 Ne 460.

2) Trials conducted ! yes C no If not, substantiate

This is an application for a ready-to-use solution containing a fixed dose combination of pertuzumab and
trastuzumab co-formulated with recombinant human hyaluronidase PH20 (rHuPH20) for subcutaneous
administration (the product is referred to as “PH FDC SC” throughout the dossier). Pertuzumab and
trastuzumab in PH FDC SC are identical to those contained in the currently approved monocomponents
Perjeta® and Herceptin®.

The majority of Module 4 for the current PH FDC SC submission is being supported by the information and
study reports previously submitted; therefore, are not included in this application. Based on the totality of]
data from nonclinical and clinical experience, including predictable exposure and the acceptable safety and
tolerability of pertuzumab and trastuzumab and reflecting responsible use of animals, dedicated nonclinical
safety studies of PH FDC SC were not conducted. However, Bioavailability and pharmacokinetics of SC
administration of pertuzumab + rHuPH20 and SC administration of pertuzumab + trastuzumab + rHuPH20
following a single dose were investigated in minipigs (Study Number 8225144, Report 1038750).

Relevant reference to the existing data generated with pertuzumab and trastuzumab are being outlined
below and are also included in the present application.

|2. Pharmacology: " 1

No dedicated nonclinical pharmacology studies have been
conducted for PH FDC SC. Primary pharmacodynamics has been
investigated with pertuzumab and trastuzumab. The nonclinical
characterization of the pharmacodynamics of pertuzumab and
trastuzumab are described in previously approved dossiers (Perjeta
IV and Herceptin IV and SC approved dossiers).

Key observations from the previously reported pharmacology
1) primary pharmacodynamics studies reported are as follows:

- Consistent with the high amino acid sequence identity (99 %)
between the extracellular domain (ECDs) of the human HER2 and
cynomolgus monkey ErbB2 proteins, pertuzumab and trastuzumab
bind to human HER2 and monkey ErbB2 with comparable affinity in
vitro (Perjeta IV dossier: Study 01-249-1821).

- Pertuzumab and trastuzumab contain the identical Fc region and
can interact with Fcy and FcRn receptors (Perjeta IV dossier).
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- Pertuzumab and trastuzumab mediate antibody-dependent cell-
mediated cytotoxicity (ADCC) with the same potency (Scheuer et al.
2009).

- Pertuzumab in vitro, but not trastuzumab, blocks heregulin (HRG)-
induced activation of the PI3K cell survival pathway (Lewis et al.
1996; Schaefer et al. 1997; Mann et al. 2001; Agus et al. 2002).

2) secondary pharmacodynamics

No dedicated nonclinical pharmacology studies have been
conducted for PH FDC SC. Per ICH S6 (R1) and as defined in ICH
S7a, no dedicated studies to investigate secondary pharmacodynamic
effects have been performed.

3) safety pharmacology

Dedicated safety pharmacology studies were not performed. Per
ICH S6 (R1), ICH S7a, and ICH M3, safety pharmacology endpoints
were incorporated into the pivotal repeat dose toxicology studies.
Administration of pertuzumab or trastuzumab has not resulted in
cardiovascular, respiratory, neurologic, or ophthalmic abnormalities
in cynomolgus monkeys (Perjeta IV dossier: Studies 99-520-1820,
00-377-1821, and 01-458-1821, respectively; Herceptin IV dossier:
Studies 91-667-1450, 94-455-1450, and 97-333-1450, respectively).

4) pharmacodynamic interactions

No dedicated nonclinical studies for pharmacodynamic (PD) drug
interactions have been conducted for PH FDC SC as no changes were
expected compared to the marketed formulation of trastuzumab and
pertuzumab.

Pertuzumab demonstrates synergistic anti-tumor activity in
combination with trastuzumab when administered 1V, SC, or
intraperitoneally (IP). For example, the enhanced anti-tumor activity
includes observations of complete tumor regression and inhibition of]
metastatic tumor spread in xenograft-bearing animals when delivered
IP (Perjeta IV dossier: Reports 1019398 and 1021305).

The synergistic action of pertuzumab and trastuzumab is explained
by their complementary modes of action: while pertuzumab prevents
the ligand-activated formation of HER2 heterodimers, trastuzumab
prevents the shedding of the HER2 ECD (effectively blocking
constitutive activation of truncated receptors), and is effective in
disrupting  ligand-independent = HER2-HER3-PI3K  complex
formation (Junttila et al. 2009; Scheuer et al. 2009).

3. Pharmacokinetics:

PK and TK studies of pertuzumab and trastuzumab were conducted in the mouse, rat, minipig, and monkey
to characterize the PK profiles and support the toxicology studies. These studies are described in previous
Perjeta IV and Herceptin IV and SC dossiers.

Bioavailability and pharmacokinetics of SC administration of pertuzumab + rHuPH20 and SC
administration of pertuzumab + trastuzumab + rHuPH20 following a single dose were investigated in
minipigs (Study Number 8225144, Report 1038750).

1) analytical procedures and reports
on their validation

Determination of Pertuzumab and Trastuzumab in minipig plasma
samples with enzyme-linked immunosorbent assay (ELISA) —
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Bioanalitical Report for the Final Study Report of Study No.
8225144.

2) absorption

Key observations from relevant PK studies are as follows:

* Study No. 8225144 “R0O5221651 (Pertuzumab) and RO0452317
(Trastuzumab): Bioavailability Study following a Single
Intravenous or Subcutaneous Administration to the Minipig”
(Report 1038750) was conducted to determine the absolute
bioavailability of pertuzumab co-formulated with rHuPH20
either administered subcutaneously alone or with trastuzumab
(co-formulated with rHuPH20). The key results are listed below:

- Following intravenous administration of 10 mg/kg pertuzumab to
minipigs, the pharmacokinetic parameters of pertuzumab were in the
expected range for an immunoglobin G in large animals. The average
clearance was 0.00158 mL/min/kg (equivalent to 0.095 mL/h/kg).
Average volume of distribution at steady-state and apparent terminal
half-life were 0.0782 L/kg and 612 hour, respectively.

- Following subcutaneous administration of 120 mg/animal
pertuzumab co-formulated with 2000 U rHuPH20, pertuzumab was
relatively rapidly absorbed with maximum plasma levels observed at
7 - 48 hours post dose. The average Cax and AUCo-672n) values were
138 mg/mL and 52800 mg/h/mL, respectively. The half-life (524
hours) was similar to that following intravenous administration. The
average subcutaneous bioavailability of pertuzumab was estimated at
73.8%.

- The population parameters estimated using non-linear mixed
effects model were in excellent agreement with the ones determined
by non-compartmental analysis (NCA) after intravenous dosing of
pertuzumab. Clearance estimated by NCA (0.00158 mL/min/kg;
equivalent to 0.095 mL/h/kg) was almost identical to 0.102 mL/h/kg
from compartmental analysis. The sum of Volume of central
compartment (Vp) and Volume of tissue compartment (Viis) (72.4
mL/kg) was also nearly identical to Volume of distribution at steady
state (Vss) determined by NCA (78.2 mL/kg).

- Using the plasma data following subcutaneous administration of
pertuzumab alone, the estimated absorption rate (ka) was 0.107 h*!
and the fraction absorbed (Fa) was 0.714. Population kinetic
modeling was performed using only data after intravenous and
subcutaneous pertuzumab administration alone, and not co-
administration of subcutaneous pertuzumab and trastuzumab.
Therefore, assessment of co-administration effect of trastuzumab is
not available.

- No accelerated clearance was observed in any of the 15 animals
studied.

* PK studies of a single dose of trastuzumab administered SC in a
rHuPH20-containing formulation in mice (Herceptin SC dossier:
Report 1032235) and cynomolgus monkeys (Herceptin SC
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dossier: Report 1031088) indicated a relatively rapid absorption.
Maximum trastuzumab serum concentrations were reached after
7 and 24 hours in mice and monkeys, respectively. In mice, an IV
dose arm allowed for determination of the bioavailability of
trastuzumab when delivered by SC administration, which was
estimated at 83.4%. In cynomolgus monkeys, the SC
bioavailability was estimated to be close to 100%.

* After single-dose SC administration, trastuzumab absorption in
minipigs was more rapid with rHuPH20-containing formulations
compared to a non-rHuPH20 formulation. Median time to
maximum serum concentration (Tmax) was shortened from 72
hours without rHuPH20 to 24 hours for all rHuPH20-containing
formulations (2000 and 6000 U/mL rHuPH20). There was no
relevant increase in the absorption rate constants for the
formulations containing 2000 vs. 6000 U/mL of rHuPH20 and
compartmental modeling revealed no relevant difference in the
absorbed fraction of trastuzumab (estimated at 85.4%). The SC
bioavailability of trastuzumab was similar for all formulations
with and without rtHuPH20 (mean + SD: 90.2 +23.1,81.8 + 10.2,
and 87.2+10.8 % for 0, 2000, and 6000 U/mL rHuPH20,
respectively) (Herceptin SC dossier: Report 1029906).

* Toxicokinetics of repeat-dose trastuzumab SC, formulated with
rHuPH?20, were studied in cynomolgus monkeys (Herceptin SC
dossier: Report 1027259) confirming exposure following SC
administration. The observed AUC accumulation index was
consistent with the weekly dosing interval and a terminal
trastuzumab half-life of 12.3 days, as observed in the single-dose
PK study in monkeys (Herceptin SC dossier: Report 1031088).

No dedicated nonclinical studies for distribution have been
conducted for PH FDC SC as once in the systemic circulation both
pertuzumab and trastuzumab administered subcutaneously are
expected to undergo similar distribution relative to that after IV

administration.
Key observations from relevant PK studies are as follows:
. The pharmacokinetics of pertuzumab and trastuzumab

following IV bolus administration in mice, rats, and monkeys are
consistent with other [gG 1 monoclonal antibodies that share the same
Fc region as characterized by a distribution phase of less than 1 day,
a terminal half-life (B-HL) of approximately 10 days, and volume of
distribution of the central compartment (V¢) of 30 to 50 mL/kg
approximating the serum volume (Perjeta IV dossier: Studies 00-573-
1821, 00-574-1821, 00-564-1821, 00-377-1821, 01-458-1821, and
00-604-1560).

. Pertuzumab exhibited faster clearance (CL) in tumor-bearing
mice than in non-tumor-bearing mice following IV bolus
administration (Perjeta IV dossier: Study 02-056A-1821).

3) distribution
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Non-human primates (Macaque sp) are the only relevant
nonclinical species (pertuzumab and trastuzumab binding species).
Therefore, based on weight of evidence regarding distribution,
including pharmacokinetic behavior, tissue receptor expression
literature, and the results of the GLP ex vivo tissue cross-reactivity
studies performed with pertuzumab on cynomolgus monkey and
human tissues and trastuzumab on rhesus monkey and human tissues,
dedicated studies investigating the in vivo distribution of pertuzumab
were not conducted (refer to Sections 4.2.2.2 and 4.2.3.7 of Perjeta
IV dossier and Herceptin SC dossier).

4) metabolism

Per ICH S6 (R1) as the expected consequence of metabolism of
pertuzumab and trastuzumab is degradation to small peptides and
individual amino acids, metabolism studies were not performed
neither with PH FDC SC nor with pertuzumab or trastuzumab.

5) excretion

Per ICH S6 (R1) as the expected consequence of metabolism of
pertuzumab and trastuzumab is degradation to small peptides and
individual amino acids, metabolism studies were not performed
neither with PH FDC SC nor with pertuzumab or trastuzumab.

6) pharmacokinetic interactions (non-
clinical)

Bioavailability and pharmacokinetics of SC administration of
pertuzumab + rHuPH20 and SC administration of pertuzumab +
trastuzumab + rHuPH20 following a single dose were investigated in
minipigs (Report 1038750):

- Co-administration of trastuzumab subcutaneously had no obvious
effect on the subcutaneous absorption of 120 mg pertuzumab (both
co-formulated with 2000 U rHuPH20). The doubling of the exposure
(both Cpax and AUC) after administration of pertuzumab and
trastuzumab as compared to the administration of pertuzumab alone
indicates that the subcutaneous absorption of pertuzumab is not
impaired by the co-administration of trastuzumab).

- Following co-administration of trastuzumab subcutaneously, the
Tmax of total concentrations of pertuzumab and trastuzumab was
achieved more homogeneously being 24 hours post dose in all five
animals studied. The average Cmax and AUCp.672n) values of total
concentration were 296 ug/mL and 108000 pg h/mL, respectively.
The half-life was 396 hours.

7) other pharmacokinetic studies

Not applicable; no other pharmacokinetic studies has been
generated for PH FDC SC and data generated with pertuzumab and
trastuzumab are not applicable for this filing.

4. Toxicology:

_[[formulation (Herceptin SC dossier).

Comprehensive toxicology programs were conducted in support of the development of pertuzumab and
trastuzumab for repeated IV administration (Perjeta IV and Herceptin IV dossiers, respectively). Focused
toxicology programs were also conducted to support the clinical use of Herceptin SC and the rHuPH20
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No dedicated nonclinical studies for single-dose toxicity have been
conducted for PH FDC SC, pertuzumab, and trastuzumab.

No dedicated repeat-dose toxicity SC studies with PH FDC SC have
been conducted. However, highest feasible doses were investigated
in the repeated dose toxicity for pertuzumab (Section 4.2.3.2
Herceptin IV dossier) and high single-dose experiments have been
performed for trastuzumab IV (up to 94 mg/kg) (Section 2.4 of
Herceptin SC line dossier).

Key findings from relevant toxicology studies are as follows:

- SC administration of 250 mg/kg pertuzumab to cynomolgus
monkeys weekly for 4 weeks was well tolerated (see Perjeta IV
dossier for Study 00-604-1560).

- Repeat-dose, IV administration of pertuzumab at doses up to 150
mg/kg for up to 26 weeks to cynomolgus monkeys, with the
exception of intermittent, manageable episodes of diarrhea, was well-
tolerated and there were no safety pharmacology findings, including|| _
no evidence of cardiac toxicity (Perjeta IV dossier: Studies 99-520-
2) Repeated dose toxicity 1820, 00-377-1821, and 01-458-1821, respectively).

- A pertuzumab-related increase in the incidence of diarrhea,
without histopathologic correlates, was observed in cynomolgus
monkeys administered IV doses of >15 mg/kg in the 7- and 26-week
pivotal, GLP, IV repeat-dose studies (Perjeta IV dossier: Studies 00-
377-1821 and 01-458-1821, respectively).

- Repeat-dose, IV administration of trastuzumab at maximum
feasible doses of 25 mg/kg twice weekly to rhesus monkeys was well-
tolerated and there were no safety pharmacology findings, including
no evidence of cardiac toxicity (Herceptin IV dossier: Studies 91-
667-1450, 94-455-1450, and 97-333-1450, respectively).

- Repeat-dose, SC administration of 30 mg/kg trastuzumab
containing rHuPH20 once weekly for 13-weeks to cynomolgus
monkeys achieved exposure concentrations equivalent to 25 mg/kg
trastuzumab administered IV twice weekly and was well-tolerated
(Herceptin SC dossier: Report 1027259).

1) Single dose toxicity

No genotoxicity studies with PH FDC SC have been conducted or
are planned. In accordance with ICH guidance S6 (R1), standard
mutagenicity tests are not required for the safety evaluation of
monoclonal antibodies or recombinant human proteins such as
rHuPH20. '

3) Genotoxicity:
in vitro

in vivo (including additional -
assessment on toxicokinetics)

Per ICH S6 guidance, carcinogenicity studies are not warranted for

) AR biotechnology-derived products.

llong-term studies “ - ‘

lshort—term studies or mid-term studies” = ]
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lﬂditional studies

| - it

5) Reproductive and developmental
toxicity:

No reproductive and developmental toxicity SC studies with PH
FDC SC are planned.

A comprehensive evaluation of reproductive toxicity was
performed for pertuzumab (Perjeta IV dossier), trastuzumab
(Herceptin IV dossier), and rHuPH20 (Herceptin SC dossier).

Key findings from relevant studies are as follows:

- Pertuzumab-related embryo-fetal lethality, oligohydramnios, and
microscopic evidence of delayed renal development occurred in an
embryo-fetal development (EFD) study when pertuzumab was
administered intravenously from Gestation Day (GD) 19 through
GD50 to pregnant cynomolgus monkeys, the period of organogenesis
in this species (GD 20-50). Systemic maternal and fetal exposure at
clinically relevant pertuzumab concentrations was confirmed (Perjeta
IV dossier: Study 07-0925).

- For trastuzumab IV, female fertility, embryo-fetal development,
and late gestational/placental transfer studies conducted in the
cynomolgus monkey did not reveal significant maternal or offspring
toxicity. Systemic maternal and fetal exposure at clinically relevant
trastuzumab concentrations was confirmed (Herceptin IV dossier:
Studies 95-038-1450, 95-039-1450 and 95-238-1450, respectively).

effects on fertility and early
embryonic development

Dedicated fertility studies have not been conducted for PH FDC
SC. Fertility studies conducted with trastuzumab IV in cynomolgus
monkeys did not identify effects on fertility endpoints.

Dedicated fertility studies were not conducted with pertuzumab IV;
however, no effects of pertuzumab were noted on the reproductive
organs of cynomolgus monkeys in the repeat-dose toxicity studies up
to 26 weeks of duration. Endpoints in those repeat-dose toxicity
studies included organ weights and histopathological evaluation of
reproductive organs (Section 4.2.3.2 of Perjeta IV dossier and Section
4.2.3.5.1 of Herceptin SC dossier).

embryotoxicity

Dedicated embryo-fetal development studies of PH FDC SC have
not been conducted, but were conducted for both pertuzumab I'V and
trastuzumab IV (see Key findings from relevant studies above).

prenatal and postnatal toxicity

Dedicated prenatal and postnatal development, including maternal
function have not been conducted for PH FDC SC.

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
effects are assessed

Consistent with the intent to treat population (early and metastatic
breast cancer), dedicated studies in juvenile animals have not been
performed with PH FDC SC.

6) local tolerance

No dedicated nonclinical local SC tolerance study with PH FDC SC
has been conducted.

- Pertuzumab was locally well tolerated in IV and SC toxicity
studies in monkeys. No pertuzumab-related clinical (IV and SC) or
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histopathologic (IV only) observations were noted at injection sites
(Perjeta IV dossier).

- Evaluation of local tolerance following SC administration of
trastuzumab containing rHuPH20 was included in the repeat-dose
toxicity study and also evaluated in a dedicated rabbit local tolerance
study. The SC formulation was locally well tolerated in both studies
(Herceptin SC dossier: Reports 1027259 and 1030364, respectively).

No other toxicity studies were determined to be warranted for PH
FDC SC.

|antigenicity (antibody response) H =

7) additional toxicity studies:

limmunotoxicity | g

Btudy of the mechanisms of action J =

|toxicity of metabolites || 3

|toxicity of impurities ” 5

|
|
|drug dependence | - %
|
|

|other H 5

The available nonclinical data for pertuzumab and trastuzumab,
including pharmacology, pharmacokinetics, and toxicology, taken
together with clinical experience support the use of PH FDC SC in
patients.

The pharmacology of pertuzumab and trastuzumab are well
understood and characterized by a comprehensive set of nonclinical
data including a series of in vitro and in vivo studies after IV
administration, as described in the original approved dossier for
Perjeta and Herceptin IV and SC. A dedicated IV/SC study in a
HER2-positive mouse xenograft model demonstrated similar tumor
growth inhibition by trastuzumab after IV and SC administration,
when similar minimum trastuzumab serum concentrations were
achieved with both dosing routes (Report 1032485). These results,
further supported by clinical efficacy, indicate that the administration
route does not impact efficacy.

The pharmacokinetics of pertuzumab and trastuzumab in mice, rats,
and monkeys are consistent with other IgG1 monoclonal antibodies
that share the same Fc region. Toxicokinetic examinations also
confirmed that the trastuzumab systemic exposure in the repeat-dose
IV and SC toxicity studies in cynomolgus monkey was comparable
(Herceptin SC dossier). The PK properties of pertuzumab SC and of
co-administered pertuzumab, trastuzumab, and rhuPH20 SC have
also been confirmed in a nonclinical study in minipigs (Report
1038750). The PK results demonstrate high bioavailability of co-
administered pertuzumab and trastuzumab SC and are consistent with
clinical data.

5. Conclusions on non-clinical study
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Safety of both pertuzumab IV and trastuzumab IV and SC have
been demonstrated in comprehensive toxicology programs and based
on clinical experience (Perjeta and Herceptin SC dossiers,
respectively). The safety of rHuPH20 has been characterized in a
comprehensive nonclinical program to establish safety and the data
support its use in PH FDC SC formulation (see Herceptin SC
dossier).

In conclusion, the nonclinical pharmacology, pharmacokinetics,
and toxicology of pertuzumab and trastuzumab have been well
characterized. Overall, the available data, including clinical
experience, support the use of the PH FDC SC to patients.

Applicant (Marketing Authorization Holder)
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3BIT npo poxainiuni gocaimxeHas

1. Ha3Ba nikapcbkoro 3acoby (3a

HasABHOCTI - HOMEp peecTpaliiiHoro ®ECIO® (PHESGO)

NOCBiAYEHHS )

1) Tvn nikapcekoro 3aco0y, 3a skuM || Jlikapeekuii 3aci6 3 (ikcoBaHOK KOMGIHALIEID 3TiIHO MyHKTY |
NpoBo/iMIacs abo MiaHyeThes (mipgmynkty 1.5) posginy V IMopsaky Hakazsy MO3 Ykpaiun Big 23
peecTpauis JaunHs 2015 poky Ne 460.

2) lpoBeneni pocnimkeHHs: I C  H SKILO Hi, 00IpyHTYBATH

Lls 3asiBKa cTOCY€THCA FOTOBOTO [UIsi 3aCTOCYBAaHHs PO3UMHY, 1O MiCTUTh KOMGiHOBaHMiA niKapchKuii 3aci6
3 (ikcoBaHMM J103yBaHHAM nepTy3ymaly Ta TpacTy3ymaby y NoeHaHHi 3 peKOMGiHAHTHOIO riajnopyHijaaszor
momun PH20 (rHuPH20) ans ninmkipuoro BBeleHHs (y peecTpauiiiHoMmy jocke mix Hassow «PH FDC
SC»). [lepty3ymab i Tpactysymab y PH FDC SC € iieHTH4HMMH 0 TAKHX Y CKJJli CXBAJICHUX HA CHOTOHI
O/IHOKOMITOHEHTHUX JliKapchkux 3acobiB [lep’eta® ta epuentun®,

binbiua yactuna aanux B Moayni 4 ans noroysoi noxaui PH FDC SC niarpumyeThes paHiie nojaHuMu
iHOpMaLi€ro Ta 3BiTAMHM; TOMY He BKIIOYEHi B 10 3asBKy. Ha OCHOBi CyKyMHOCTi JaHHX, OTPHMAaHHX B
JIOKJTiHIYHOMY Ta KIiHi4HOMY JI0CBifli, BIJIOYAIOYM MepeadadyBaHy eKCHO3HILIO Ta PHIHATHI GesneKy Ta
NepeHOCHMICTD TepTy3ymaly i TpacTysymaly, mo Bigo6paxkaroTh BiJNOBialbHE 3aCTOCYBaHHS Y TBapHH,
crielianbHi JOKiHiuHi nocnimpkenns 6esnexn PH FDC SC ue nposoaunncs. OJHAK y KApIMKOBUX CBHHEH
BHBYaIMCh GiojocTynHicTe i apmakokineTnka nimmkipHoro BBemeHHs neprysymaby + rHuPH20 i
MiAIKIPHOro BBEJCHHS NepTy3ymaly + TpacTysymaby + rHuPH20 B oaHopasogiii no3i (Jlocnimkenns No
8225144, 3BiT Ne 1038750).

Bianosiaui nocunanus Ha icHyroui nani, otpumani A neptysymaly Ta TpacTy3yma0y, 3a3HaueHi HuKe
1 TAKOX BKJIIOUEH] B [IOTOYHY 3a5BKY.

2. ®apmakosoris: I

CreujaneHi  pokmiHiyHi  #ochimkeHHs  ¢papmakosorii  He
npopoaumuce ans PH FDC SC. Ilepsunna dapmakoguHamika
BUBYaiach Ui meptysymaby Ta Tpactysymaby. JlokniHiuHa
XapaKTepUuCTHKa (papMakoJMHaMikKi nepTy3ymaly Ta TpacTy3ymady
ONKMCaHi B paHillle CXBAJEHHUX J0ChE (CXBaNEHi 0CHE /1 TiKapChKUX
3aco0iB Ilep’era nns BHYTPilUIHBOBEHHOTO BBeAeHHs Ta ['epuenTun
/15 BHYTPIlIHBOBEHHOTO BBEJEHHS T4 MiALIKIPHOTO BBEJEHHS).

OcHOBHI CIOCTEPEIKEHHS 3 paHiie TMOBiIOMJIEHHUX
(hapMaKoJIOriYHUX JOCIIKEHDb € HACTYITHUMHU:

- Cniemagae 3 pesynbratamMu ijeHTH(]iKaLil aMiHOKMCIOTHOT
nocnifoBHocTi (99 %) mixk noszakmituHHauM gomeHom (ECD) HER2
moauHn T1a Oinkamu ErbB2 sBaHchKkMX Makak, neprysymab i
TpacTysymab 3B’sa3ytoTbes 3 HER2 moaunu ta ErbB2 maen 3
MOPIBHANIBHOK adiHHICTIO in vitro (JOCkE 17l NIKAPCHKOTO 3ac06y
I[lep’eTa ang BHYTPIilIHBOBEHHOrO BBEAEHHS: N0OC]imkeHHs Ne 01-
249-1821).

1) nepBuHHa apmakoauHaMiKa

Ly ndibg

3 OPUANYHIX TA
pErynaTopHuX
nWTaHk
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- Ileptysymab i Tpactysyma® MicTATh ineHTMuHmii perion Fc i
MOXyTb B3aemomiaTh 3 Fcy ta FcRn peuentopamm (mocke nis
nikapebkoro 3acoby Ilep’era st BHYTPilIHBOBEHHOTO BBEIEHHS).

- [Tepry3ymaG i TpacTy3ymab omocepeaKOBYIOTh aHTHTIIO3ANENKHY
K THHHOOIOCEPEIKOBAHY LUMTOTOKCUYHICTh (ADCC) 3
aHaloriqHo0 akTHBHIcTIO (Scheuer Ta cnisasropu, 2009).

- [leptysyma6 in vitro (Tpacty3ymab ui) Giokye xeperynin (HRG)-
iHayKOBaHY aKTHBALIO LUISAXY BkuBaHocTi PI3K witun (Lewis Ta
cmiBaBTopH, 1996; Schaefer Ta cnisasropu, 1997; Mann Ta
cniBaBTOpH, 2001; Agus Ta criBaBTopu, 2002).

Creujaneni  mokmiHiuHi  gocnimkenHs  dapmakonorii  He
npoeoaunucek i PH FDC SC. Bignosigno a0 ICH S6 (R1) i sx
3asHaueHo B ICH S7a cneuianbHi mocnimkeHHS a9 BHBUEHHS
BTOPHHHMX (hapMakoaMHAMIUHHX e()eKTiB He TPOBOIHUIIUCE.

2) BTOpUHHA (papmMaKoaMHAMIKa

Crienianpni mokniHiuHi gocmimkenns dapmakonoriunoi 6esnexu
He nposouauck. Bianosiaxo no ICH S6 (R1), ICH S7a i ICH M3,
KiHLeBi Touku (apmakosorii Gesnexu Oyam BkmoueHi B Ga3oBi
J0CTIPKEHHS TOKCHYHOCTI IIOBTOPHUX BBEIEHb.

Beenenns mneprysymaby abo TpacTysymaly He npu3Beno [0
CEpLEBO-CYIUHHMUX, IUXAlIbHUX, HEBPOJIOTIYHHX abo
O(TaNbMONIOriYHMX BiAXHICHb Y SBAHCHKMX MakakK (IOChE JIA
nikapcbkoro 3acoly Ilep’era mjis BHYTPilIHBOBEHHOTO BBEACHHS:
mocmijukeHHs  99-520-1820,  00-377-1821 i 01-458-1821
BIAMOBIHO; JOChE JUIA JiKapchkoro 3acoGy Depuentun s
BHYTPilIHLOBEHHOTO BBeJICHHSI: J0CHiKeHHs 91-667-1450, 94-455-
1450 1 97-333-1450 BianosigHo).

Crieuianeni  foKmiHiYHI  JocnimkeHHs  QapMakoJHHaMiuHOT
B32€MOJIIT MK JiKapchkuMH 3acobaMu He nposoauauch mia PH
FDC SC, ockinbku He OUiKyIOTBCS 3MiHM TOpPiBHAHO 3
KoMepuianizopaHoro  Qopmoro  BUIycKy — TpacTysymaby —Ta

3) dapmaxororis Gesnexku

nepry3ymady.
[lepTysymab  JeMOHCTpYye  CHHEPreTHUHY  NPOTHUIYXJHHHY
aKTUBHICTb y KoMOiHawuii 3 TpacTy3ymabom npu

BHYTDILIHLOBEHHOMY, MiJIIKipHOMY a60 BHYTpilIHBOUEPEBHOMY
BBeJACHHI. Hanpuknaa, nocuneHa NpOTHNYXJMHHA AaKTHBHICTB
4) papmakoHaMiuHi B3aeMOIl BKJIIOUAE CMIOCTEPEIKEHHS MOBHOI perpecii NyXJIMHU Ta NPUrHiYeHHS
METaCTaTHYHOTO NOUIUPEHHA MyXJIHHH Yy TBapHH 3
KCCHOTPAHCIIAHTATOM MPH  BHYTPILIHbOYEPEBHOMY  BBEJECHHI
(mocke mms nikapcekoro 3aco0y Ilep’eta s BHYTpilIHBOBEHHOTO
BBeJieHHs: 3BiTH 1019398 1 1021305).

Cuneprernuna nis nepty3ymady Ta Tpactysymaldy MosiCHIOETbCA iX
B3a€MOJIOTIOBHIOIOYMMHM ~ MEXaHi3MaMHM  Jii: y To# wuyac, K
neptysymab nomepemkae JiraHji-akTuBoBaHe yTBopeHHs HER2
reTepoaMMepiB, TpacTy3ymab nepernkomkae 3nymenHio HER2 ECD
(ebexkTHBHO 610KYE KOHCTHUTYTHBHY aKTHBAL[iK0 BKOPOYEHMX

/?t’/ Cteyy 4y é%/‘;vzu:
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PELEnTopiB), i € e)eKTUBHUM B NEPEPMBAHHI JIiraHI-HE3aIEKHOTO
yrBopenHs xommiekcy HER2-HER3-PI3K (Junttila ta cniBaBTOpH,
2009; Scheuer Ta cniagropu, 2009).

3. ®apmMaKkoKiHETHKa:

®apMaKoJIOriyHi Ta TOKCHKOJIOFiYHi JOCHiMKeHHs NepTysymaly Ta TpacTy3ymaly NpPOBOIHINCH Y
MMINEH, IypiB, KaPIMKOBUX CBHHEH i MaBN 3 METOI0 OXapakTepu3yBaTH (apMaKOKiHETHUHMH npodissb i
M ATPUMATH TOKCHKOJIOTiYHi nocnimkenns. Lli gociiokeHHs onucaHi B monepeaHix 10che A TKapChKHX
3aco6ie Ilep’eTa ans BHYTPilIHBOBEHHOTO BBEACHHS Ta ['epLeNTUH /1S BHYTPIlIHBOBEHHOTO BBEJEHHS Ta

NiIKIPHOTO BBEJIEHHS.

Biogocrynuicts i papmakokineTuka mimumkipHoro BBefeHHs neprysymaby + rHuPH20 i migmkipHoro
BBEJICHH: NepTy3ymalby + Tpactysymaby + rtHuPH20 B oxHOpa3oBiii 1031 BUBYAIHCH Y KapIMKOBUX CBHHEH
(Mocnimxenns Ne 8225144, 3sit 1038750).

1) aHaniTHYHI METOIMKH Ta 3BITH
11040 X Bamigaiit

Busnauenns neprysymaly Ta Tpacty3ymaly B 3paskax MIasMH
KpPOBi Kap/JMKOBMX CBUHEHl 3a JOMNOMOTOK iMyHO(EpMEHTHOro
ananizy (ELISA) — GioaHaniTHuHMii 3BIiT 1718 3aKIHOYHOTO 3BIiTY MPO
KJIiHiuHe mocmimxkeHHs No 8225144,

~'12) BcMOKTYBaHHs

OcHOBHI crOCTepeXeHHs Yy BiANOBIAHHX (apMaKOKiHETHUHMX
JAOCTi PKEHHSAX € HACTYITHUMH:

* Jocmimxenns Ne 8225144 «ROS5221651 (meprysymab) i
RO0452317 (tpacty3symab): nociikeHHs 6i0J0CTYNHOCTI
micyis OJHOPA30BOTO BHYTPIIIHBOBEHHOro abo MiaKipHOro
BBEICHHS  KapJMKOBMM cBUHAM» (3BT 1038750) Gyno
NpOBEJIEHE 3 METOI0 BH3HA4YeHHsA abcontoTHOI GiomocTymHOCTI
neptysymaby B opHiii ¢opmi Bumycky 3 rHuPH20 s
MiAKIPHOro BBeleHHs abo y TMoeAHaHHiI 3 TpacTy3ymabom (B
omHiii ¢opmi Bunmycky 3 rHuPH20). OcuoBHi pesynsTaT
3a3HaueHi HIKYe:

- Ilicna BHyTpimHBOBeHHOTO BBemeHHs 10 MI/Kr neprysymaby
KapJMKOBUM CBMHAM (hapMaKOKiHETH4Hi mapameTpu mepry3ymaly
3HAXOJMIHCh B OYiKyBaHOMY JianaszoHi s iMmyHornooyminy G y
BesiukuX TBapuH. Cepenniit kiaipenc cranosus 0,00158 mu/xB/kr
(expianentHo 0,095 mu/rop/kr). Cepenmiii 06’eM posnopiny B
piBHOBayKHOMY  cTaHi Ta  OueBMIHMI  KiHueBudl  mepion
HariBBuBeneHHs ctanoBuiau 0,0782 n/kr i 612 roaus BianoBigHo.

- [licna minmkipHoro BBexeHHs 120 Mr/TBapuHy nepryzymaby B
ozmHii dopmi Bunycky 3 2000 Ox rHuPH20, nepry3ymal BigHOCHO
IIBU/IKO BCMOKTYBABCS 3 MAKCUMAJIbHUM CIIOCTEPEIKYBaHUM PiBHEM
B MiasMi KpoBi uepe3 7-48 roaus micis BBEAEHHS Ipenapary.
[Toxasuuku cepenHboi Cumax i AUC(0-672n) cTanoBuiy 138 mr/mi i
52800 wmr/roy/ma BignosizHo. Ilepion HaniBBuBemeHHs (524
roauuu) OyB noaiGHMM O TaKOro Micis BHYTPIIIHBOBEHHOTO
BBelieHHsa.  Cepemns  GiomoctynHicTe  mepTysymaby  micus
NiAKIPHOTO BBEJICHHS cTaHOBHIIA 73,8 %.

- Pospaxopani napamerpu nomynsuii 3a JAOMOMOTroK HeJiHiHHOT
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Mozieni 3MimaHux eQekTiB o0pe Y3rO/KYIOTBCS 3 TaKUMH,

BU3HAYEHHUMH 3a J0NOMOroK HEKOMNapTMeHTHOro aHajizy (NCA)

MiCAs  BHYTPINIHBOBEHHOTO BBEJEHHs nNepry3ymaby. Kiipewc,

po3paxoBaHuii 3a gomomororo NCA  (0,00158  mu/XB/kr;

ekBiBaeHTHUI 0,095 Mu/rop/kr), 6ys maibike inentTuynum 0,102

MI/TOZ/KT 3a pE3yNbTaTaMH KOMIApPTMEHTHOro aHamizy. Cyma

06’eMy ueHTpambHOl KamepH (Vpn) i 06°e€My TKaHHHHOTO

KomnaptMenty (Vis) (72,4 wma/kr) Takox Oyra MpakTUYHO

iIeHTHYHOI0 06°eMy posmoainy B piBHOBaxHOMY craHi (Vis),

BH3HAUEHOTO 3a jionomororo NCA (78,2 mi/kr).

- Ha nigcrapi 1anux B miasmi Kpoei mic/s MifmKipHOro BBEAEHHS
nMiie neprysymady po3paxyHKOBa LIBHAKICTE BCcMoOKTyBaHHs (ka)
cranosuna 0,107 rox! i ppakuis, wo semokranack (Fa), craHoBuna
0,714. byno BuKOHaHe momyJsLiiiHe KiHETMYHe MOIENIOBAHHSA i3
3aCTOCYBaHHSM  JIMIIE€ JaHUX TCAi BHYTPILUHBOBEHHOTO |
MiAWKIpHOTO TepTy3ymMaly B MOHOPEXHMMi, i HE CYNyTHBOIO
MiJIWKIPHOrO BBEJCHHS NepTy3ymady i Tpactysymaby. Tomy oliHka
ebexry TpacTysymaby npH CynmyTHbOMY BBEIEHHI BiICYTHi.

- Ilpuckopennii xmipenc He crocrepiraBes B oaHoi 3 15
BUBUEHHX TBApHH.

* @apMakoKiHeTHYHi JOCHi/UKEHHS y pasi  OJHOpPa30BOTO
MiIKIpHOTO BBeJEHHs TpacTy3ymaby y BHIIAdi dopMmu
BHITYCKY, 10 MicTHTh HUPH20 mMumam (qocke pist ikapcbkoro
3aco0y ['epuentun mns nigmkipHoro BBeaeHHs: 3BiT 1032235)
Ta ABAaHCBKMM MakakaM (Jocke I JliKapchKoro 3acoly
[epuenmun  ans  mimmkipHoro BBemenus: 3BiT  1031088)
NPOJAEMOHCTPYBaJH  BIiJHOCHO  INBHAKE  BCMOKTYBaHHS.
Makcumanbsa KoHUeHTpalis TpacTy3ymaby B CHpOBATIli KpoRi
Oyna nocsruyta uepe3 7 i 24 romuH y MulIeil Ta MaBm
BIJINOBIHO. Y MHUINEH y rpymi BBEIEHHS BHYTPilIHHOBEHHOT
JO3U s BU3HAYEHHA O0i0J0CTYMHOCTI TpacTy3ymaly mpH
MiIKipHOMY BBeJIeHHI Oyna po3paxosaHa Ha piBHi 83,4 %. Y
ABAHCHKMX Makak 0i0JOCTYINHICTh MPH MiAIIKIPHOMY BBEJIEHHI
cra”HoBuia 61u3bko 100 %.

 [licna onHOpa3oBOro mMiAUIKIPHOrO BBEIEHHS BCMOKTYBAHHS
TpacTy3ymaly y KapJMKOBHMX CBHHEH Oyi0 GibLu WBMAKKM NpH
3acTocyBaHHi  gopm Bumycky, mo Mictuan rHuPH20,
MOpiBHAHO 3 (OPMaMH BHUMYCKY, O He MicTaTe rHuPH20.
Cepenniii yac 10 NOCATHEHHS MaKCHMMAJbHOI KOHLEHTpaLii B
cupoBatui KpoBi (Tmax) GyB ckopouenuii 3 72 romuH 6e3
rHuPH20 1o 24 roaun ans ycix ¢opM BUIyCKy, IO MiCTATH
rHuPH20 (2000 i 6000 On/mn rHuPH20). He crnocrepiranocs
Bi/INOBIAHOTO 30i/1bIIEHHs KOHCTAHTH IBKAKOCT] abcopOLii mms
Gopm Bunycky, mo Mmictare 2000 nopiBHsHO 3 6000 Op/Mi
rHuPH20, i koMnmapTMeHTHe MOJEIOBAHHS HE BHUSBHJIO
CYTTE€BOi  BifMiHHOCTI  mopgo  abcopbopaHoi  dpaxuii
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TpacTy3ymaly (3a ouinkamMu Ha piBHi 85,4 %). BiogocTynHicTh
Tpacty3symalby nmpM miAlmKipHOMY BBeZeHHI Gyna noaibHow A1
yeix dopm Bunycky 3 un 6e3 rHuPH20 (cepeane + ctangapThe
BiaxuneHHs: 90,2 +23,1, 81,8+10,2 i 872+10,8% s 0,
2000 i 6000 Om/mn rHuPH20 Bigmosiano) (mocke s
nikapcbkoro 3aco0y IepuenTuH ans mijmuKipHOro BBEIEHHS:
3BiT 1029906).

* TokcukokineTnka TpacTy3ymaly y pasi MOBTOPHHMX MiAIIKipHUX
BBEICHb y cKnaai QopMu Bumycky, mo Mictuts rHuPH20,
BUBYANAch y ABAHCHKMX MaKak (J0ChE I7Is JiKapchKoro 3acody
['epuentun nns migmkipHoro BeemeHHs: 3BiT 1027259) i
MiATBEPIKYE eKCIO3MII0 Michs MiJUWKIPHOro BBEAEHHS.
Cnocrepexypanuit ingexc kymyasuii AUC 6yB 0QHOPiAHUM 3
iHTEpBANOM IIOTIXKHEBOTO BBEJEHHs i TepMiHambHUii nepion
HamiBBHBEJEHHS TpacTy3ymaby cranosuB 12,3 nobu, sk
CIOCTEPIraaoch y JOCIi KEeHHI dbapmMakoKiHeTHKH
OJIHOPA30BOTO BBEAECHHS Y MaBIl (OCHE IS MiKapChKOro 3acofy
I'epuenTun s nigmkipHoro BBeneHHs: 38iT 1031088).

CneuianpHi JOKIiHIYHI JAOCTIDKEHHS PO3NOALNY HE MPOBOIHINCH
ans PH FDC SC, ockilbku OYiKyeThCS, IO TOTPANMBLIA B
CUCTEMHHH KpoBooOir i mneprysymab, i Tpactysymab micis
MiIKIPHOrO BBE/EHHS 3a3HAIOTH MOAIGHONO Po3Nojiny BiZHOCHO
/10 TOTO, IO CHIOCTEPIraeThes Mic/s BHYTPIIIHLOBEHHOTO BBEICHHS.

OcHOBHI cHOCTEPEXEHHS y BiAMOBIAHUX (apMaKkoKiHETHUHUX
JOCTIIKEHHSAX € HACTYITHUMHU:

. @DapmakoKiHeTHKa mnepTy3ymady i Tpacrysymaly micns
BHYTPilIHEOBEHHOTO OONFOCHOTO BBEJEHH MHUIIAM, MLIypaM i
MaBnaM crhiBmagae 3 Takow i iHmux IgGl MOHOKJIOHAIBHHUX
aHTUTIJ, SKi MalOTh aHaNoOriyHuMii perion Fe, 1o oxapakrepu3oBaHo
dazoro  posnopiny menme 1 106, TepMiHanbHMIl Tiepion
HarigeuBeneHHs (B-HL) Gnuseko 10 #i6 i 0o6’em posnoginy
neHTpaneHoro kKommaptMeHty (V¢) Big 30 go 50 mu/kr, wo
NpuOAM3HO BiANoBiZae 06’eMy CHpPOBaTKM KpoBi (moche s
nikapcekoro 3acody Ilep’era s BHYTPIIIHBOBEHHOI'O BBE/ICHHS:
nocnimkenna 00-573-1821, 00-574-1821, 00-564-1821, 00-377-
1821, 01-458-1821 i 00-604-1560).

. [lepry3zymal xapakrepu3yBaBcs Oibll MIBHAKHM KIIiPEHCOM
(CL) y Muue-myxXJIMHOHOCITB HiK y MUIUEH-HEMYXIMHOHOCITR
nicis  BHYTPIIIHBOBEHHOrO OOJIOCHOTO BBEJAEHHS (1OCHE I
nikapeekoro 3aco0y Ilep’era st BHYTPILIHLOBEHHOTO BBEJCHHS:
nocaimxenns 02-056A-1821).

IlpumaTu (pin Makaka) Oyid €IMHHM BiINOBIJHUM BHIOM A
JOKTiHIYHUX JOCTiKEHD (BHAHM, LI0 3/aTHi 3B’ A3yBaTH NepTy3ymad
i Tpactysyma6). Tomy Ha migcTaBi CyKymHOCTI MiaTBepKyHOUHX
JaHUX  IIOJ0  PO3NOAiNy, BKIIOYAIOYM  (papMakKoKiHETHKY,
XapaKTEPUCTHKN €Kclpecii TKAHMHHUX PeLenTopiB, i pe3y/bTaTis

' 3) po3nozin
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JOCTiPKEHb TePeXPecHOi PEaKTHBHOCTI 3i CXOMHUMH emiTornaMu
TKaHWH ex Vivo B yMOBax HanexHoi 1aboparopHoi mpaktuku (GLP)
AJisi iepTy3ymaly y sBaHCBKMX MakakK Ta TKAHMHAX JIFOJMHU 1 474
TpacTy3ymaly y Makak-pe3yc Ta TKaHWHAX JIFOJMHH, CIeliajbHi
JOCIIKEHHs!, 10 BHBYAIOTL PO3NOALN neprysymaby in vivo He
NPOBOJWIKCE (AMB. po3ainu 4.2.2.2 1 4.2.3.7 nocke 1is TiKapchKOro
3aco0y Ilep’eta a1 BHYTPIlIHBOBEHHOrO BBEAECHHS i J0ChE s
JikapchKoro 3aco6y [epuenTyH [1s niIlKipHOro BBEICHHS).

Bianosinno no ICH S6 (R1) ockinbki 0YiKyBaHHM PE3yIbTATOM
MetabonisMy nepry3ymaby Ta TpacTysymalby € Jerpajalis Ha
4) merabonizm ApiOHi  menTHAM Ta OKpeMi  aMiHOKMCJIOTH, JOCIiKEeHHS
Merabonizmy He mpoBoaunuce aas PH FDC SC, a takox mis
nepry3ymaly Ta Tpactyzymady.

Binnosinno o ICH S6 (R1) ockinbku o4ikyBaHHM pe3y.abTaToM
merabonisMy neprysymaby Ta Tpactysymaly € jerpajaiis Ha
5) BUBeAEHHA OpiOHi menTHAM Ta OKpeMi aMiHOKMCIOTH, AOCTiIKEHHS
MeTabonismy He mnpoeoaumck ais PH FDC SC, a takox s
neprysymaly Ta TpacTy3ymaly.

biogoctynuicTe i (apmakokiHeTHKa MiJWIKIPHOrO BBEJEHHS
neprysymady + rHuPH20 i migmkipHoro BBeneHHs neprysymady +
tpactysymaby + rHuPH20 B opHopasosiii 1031 BuBYanuch y
KapIuKoBuX cBuHel (3BiT 1038750):

- CYNYTHE BBEJEHHS TpacTy3ymMady MiJIIKIpDHO HE Malo
OYEBHM/IHOTO BIUIMBY Ha MNiAlIKipHe BCMOKTYBaHHs 120 wMr
nepTy3ymady (o6uaea mictunu 2000 On rHuPH20 y cknaai ¢popmu
BHITYCKY). IToapoenns excnos3uuii (Cmax i AUC) micns BBeneHHs
neprysymaly Ta TpacTy3ymaly TNOpIiBHSHO 3 BBEJEHHAM JIHMLIE
nepTy3ymMaly CBiIYMTh NPO Te, IO MiJUIKIPHE BCMOKTYBAaHHS
neprysymaby He TOpYIIYETbCS 4Yepe3 CYNMyTHE BBEJEHHS
Tpacty3ymady).

- MiCNA CYNMYTHBOTO BBEACHHS TpacTy3ymaly HiamKipHO Tmax
CyMapHMX KOHLEHTpaliil nepty3ymaly Ta Tpacty3ymaly aocsrases
OiNbII OJHOPiZAHO Ta CTAaHOBMB 24 rOAMHMW TMiCNs BBEJIeHHS B ycix
I’ATH J0CHipKyBaHuX TBapuH. CepeHi nokasHUKH Cmax i AUCo.
672h) A1 CyMapHOi KOHLeHTpauii ctaHoBuin 296 Mxr/miu i 108000
MKr rog/mn BianoBigHo. Ilepioji HamiBBUBEJEHHs CTaHOBHUB 396
FOJIMH.

6) papmakokineTH4Hi B3aEMOIT
(moKJiHIYuHI)

He 3acrocoBHO; iHmi (apMakoKiHETHYHI HOCHIIKEHHS He
nposoaunuck Juiss PH FDC SC i gani, orpumani aas neprysymaly
Ta TpacTy3ymaly, He 3aCTOCOBHI /I JaHOT Mojaayi.

7) inwi dapMakoKiHeTHUHI
JOCITi IKEHHS

4. Toxkcukonoris:

bByna BHKOHaHa KOMIUIEKCHA MPOrpaMa TOKCHMKONOTIUHUX JOCTiIKeHb Ha MiATPUMKY pO3pobKu
neprysymaldy Ta Tpactysymaby /i TOBTOPHOTO BHYTPIIUHBOBEHHOTO BBEACHHS (IOCHE JUIS JTiKAPCHKOTO
3aco0y Ilep’era i1 BHYTpIlIHBOBEHHOrO BBEEHHA Ta AOCHE NS nikapcepkoro 3aco0y ['epuenTuH s
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BHYTPIlUHLOBEHHOTO  BBEJIEHHS Binnoni,uno) Bynu  BukOHani Takox  crewiaqbHi  mporpamu
TOKCHKOJONYHMX JIOCTI/DKEHb Ha MiATPHMKY KJIiHiYHOIO 3aCTOCYBAHHS mxapcr:xoro 3aco0y ['epuenTun

IS nmmmpﬂoro BBE/ICHHA Ta (opmu Bunycky 3 rHuPH20 (gocke ans nikapcwkoro 3acofy Iepuentus
I i UUKIPHOTO BBEJEHHS).

CreuianbHi OOKTiHIYHI JOCHIIKEHHS I BUBUEHHS TOKCHYHOCTI
Y pasi 0J1HOpa30BOro BBeJieHHs He mposoaunuck ai1s PH FDC SC,
nepty3ymaby Ta TpacTysymaty.

1) TOKCHYHICTE y pa3i 0HOPa30BOro
BBEJICHHS

CrenjanbHi  IOCNITKEHHS TOKCHYHOCTI y pasi MOBTOPHMX
MiAIKIpHUX BBeleHb He nposoauauchk ans PH FDC SC. Ogumak
HAMBHLII JOMYCTUMI 03 BHBYAIKCH Y JOCIIKEHHAX TOKCHYHOCTI
Y pasi NOBTOPHMX BBeZCHb nepTy3ymaby (posain 4.2.3.2 nocke s
nikapcekoro  3aco0y  IepuenTuH IS BHYTPilUIHLOBEHHOTO
BBEJCHHS), & TakoX OydM BHUKOHAaHI EKCIEPUMEHTH Yy pasi
0JJHOpPa30BOTr0 BBEICHHSA pib) i} TpacTy3ymady JUist
BHYTPilIHLOBEHHOTO BBeeHHS (10 94 Mr/kr) (po3zin 2.4 nocbe s
nikapcekoro 3acody I'epuenTuH 11s i IIKipHOTO BBENEHHS).

OcHOBHI  CrOCTEpeXKEHHS Yy  BIiANMOBIJHMX TOKCHKOJOTIYHMX
JOCTIPKEHHAX € HACTYITHUMH:

- mimmkipHe BBefeHHs 250 Mr/kr meprysymaby sBaHCHKHM
MaKakaMm IIOTHXXHEBO IPOTAroM 4 TIKHIB MEPEHOCHIOCH 106pe
(amB.  mocee gy gikapebkoro  3acofy  Ilep’era  mns
BHYTPillIHOBEHHOTO BBeJCHHs JUIst lociimkenns 00-604-1560).

- lloBTOpHE BHYTPilIHLOBEHHE BBEEHHS MepTy3yMaly B 103aX 110
150 mr/kr mpordromM a0 26 THXHIB SBaHCHKMM MakakaM, 3a
BHHATKOM MEPiOMYHUX KePOBaHUX emi30/iB Aiapel, IepeHOCHIOCH
nobpe i He Oymo 3Haximok B muaHi dapmaxonoriunoi Gesneku,
BKJIOUAIOUH BiACYTHICTh MiATBEPKEHHS KapAiajibHOT TOKCHYHOCTI
(mocke ayis nikapeekoro 3acofy Ilep’era mis BHYTPilIHBOBEHHOTO
BEJCHHA: JochipkeHHa 99-520-1820, 00-377-1821 i 01-458-1821
BIIMOBITHO).

- Ilow’sa3ane 3 nmepry3ymabom 30inblueHHs yacToTH miapei, 6e3
riCTONATONOT YHUX KOPENATIB, CIIOCTEPIranoch y sBaHCHKUX MaKak,
SIKUM BBOJIMJIM NEPTY3yMad BHYTPilIHLOBEHHO B J03aX > 15 Mr/kr B
7- Ta 26-TWKHEBMX JocHimkeHHsax Oasoux, GLP Ta MOBTOPHUX
BHYTPIlIHbOBEHHUX BBEleHb (JOCBE Ui JIKAPCHKOro 3acoby
Ilep’eTa Ui BHYTPILIHBOBEHHOTO BBEJAEHHS: AocipKeHHs 00-377-
1821 1 01-458-1821 BianosiaHo).

- IloBropHi BHYTpilIHBOBEHHI BBeleHHs TpacTy3ymaby B
MaKCUMaJIbHUX JOMYCTUMHX [03aX 25 MI/Kr [OBiY4i Ha TWKIEHB
MaKaKaM-pe3yc nepeHocuanch nobpe i He Oylo 3HaxifoK B IUaHi
(apmakonoriqHoi Oesnexu, BKITIOYAIOYH BIJCYTHICTh
NiITBEPKEHHA KapiaibHOI TOKCHYHOCTI (IOCKE IS JIIKAPCHKOTO
3aco0y  T'epuenTuH  Ans  BHYTPILIHBOBEHHOTO  BBEAEHHSA:
nocnimkerns  91-667-1450,  94-455-1450 i 97-333-1450
BiZIMOBITHO).

- [loBTOpHi ninuwKipHi BBeneHHs TpacTy3ymaly B 103i 30 MI/kr y
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¢opmi Bunycky, mo wmicruma rHuPH20, omuH pas Ha THXIEHB
NpoTAroM 13 TWXKHIB SBaHCBKHM MaKaKaM, CYIpPOBOJKYBAIHCh
JOCATHEHHAM KOHLEHTpaLiil eKCIo3uilii, eKBiBaJeHTHUX 25 MI/KT
TpacTysymaby TIpM BHYTPiILUHBOBEHHOMY BBEIEHHI JBiui Ha
THXKIEHb i 106pe nepeHocHINCh (JOCHE IJis JIKapchKOro 3acoby
I'epuenTun aas migmkipHoro BeeaeHHs: 38it 1027259).

JlocmikeHHs reHOTOKCHYHOCTI He MNpOBOAMIMCH Ta  He
nnanyeanuch ans PH FDC SC. Bianosigno 1o kepisuunrsa ICH S6
(RI) cranpapTHi TecTH Ha MyTareHHicTh He BHMArarThCs s
OLIHKK Oe3MeKH MOHOKJIOHAIBHHX AHTHTIN YM pPeKoMOiHAHTHHMX
OinkiB moauHu, Takux sk rHuPH20.
in vivo (BKJIIOYAO4H JI0/1aTKOBY -

OLIIHKY 3 TOKCMKOKIHETHKH)

3) reHOTOKCHYHICTB: in Vitro

Bignoeinno g0 kepiBuuurea ICH  S6  jmocnijpkeHHs

4) KaHLeporeHHiCTh: KaHLEPOreHHOCTI JUIs penapariB 6i0TeXHOJIOrYHOro MoXoKeHHS
He BUMararoThes.
I,IIOBI"OCTpOKOBi JOCITi JUKEHHS IL - |

KOPOTKOCTPOKOBI J10C/iKeHHA abo
JOCTiJKEHHs CepeIHbOT TPHUBAJIOCTI

|,ILOI[aTKOBi TOCTIPKEHH: ” . |

JIoCHiKeHHs BMBYEHHsI PENpPOAYKTHBHOI TOKCMYHOCTI Ta
TOKCHMYHOI'O BIUIMBY Ha DPO3BHTOK MOTOMCTBA IPU MiALIKIPHOMY
BeefieHHi PH FDC SC He 3annanoBaHi.

byno BUKOHaHe yCECTODOHHE BHBYEHHA PENpPOAYKTHBHOT
TOKCHYHOCTI mepTy3ymaly (ocke Juis sikapeskoro 3acoby Ilep’era
AN BHYTPIIUHBOBEHHOTO BBEJAEHHS), TpacTy3ymaby (1oche s
mikapcekoro  3acoby [epuenTWH 8  BHYTPIilIHLOBEHHOTO
BBeieHHs) i rHUPH20 (1ocke nns nikapeskoro 3aco6y I'epuentun
JJ1S M AMIKIPHOTO BBEIEHHS).
OcHOBHI  crOCTepeXKeHHS Y  BiJANOBIOHMX HOCHIIKEHHAX €
HACTYMTHUMMU:
- Ilop’szana 3 neprysymabom emOpioderanbHa JeTanbHICTB,
OJroriipaMHioH i MiKpOCKOMIYHI JOKasH 3aTPHMKH PO3BUTKY
HHUPOK  CrocTepiranMch y  JOCHDKeHHI  emOpiodeTansHOro
PO3BUTKY, KOJIM NepTy3yMald BBOAMBCA BHYTPITHBOBEHHO BariTHUM
ABaHCbKMM MakakaM 3 19 mo 50 jpeus recrauii, mnepion
opraHoreHesy y usoro BHAy (20-50 pgui recrauii). Byna
MiATBEP/KEHAa CHCTEMHA €KCIIO3MLs Marepi Ta IUIOAy B KJIiHIUHO
3HaYMMHUX KOHUEHTpaLifX nepTy3ymady (Hoche M JiKapchbKOro
3aco0y Ilep’era mnd BHYTPilUHBOBEHHOrO BBENEHHS: J0CIiKEHHS
07-0925).
- Hna Ttpactysymaly Ans BHYTpIillIHBOBEHHOTO BBEAEHHA Oynu
BUKOHaHI J0CJIiKeHHs (ePTUIBHOCTI ¥ KiHOK, eMOpiodeTansHoro
PO3BUTKY Ta Mi3HLOrO TecTaliifHOTO/TIALEHTAPHOTO MEPEHOCY ¥

5) PenpoaykTHBHA TOKCHYHICTH Ta
TOKCHYHHH BIUIMB Ha PO3BUTOK
NOTOMCTBA:
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ABAHCbKMX MaKaK, fKi HE BUSBMIM CYTTEBOI TOKCHYHOCTI JUIS
Matepi 4u mnotoMmMcTBa. Byna miaTBepikeHa CHCTEMHA EKCIIO3HLIs
Marepi Ta MIOAYy B KIIHIYHO 3HAYMMMX  KOHUEHTpALifX
TpacTysymaly (focke 171si JiKapchkoro 3acoby I'epuentTuH s
BHYTPillIHBOBEHHOTO BBEJICHHSI: JocaimKkerns 95-038-1450, 95-039-
1450 i 95-238-1450 BignosigHo).

CreuianbHi gocnimkenHs eupyenns By PH FDC SC na
eprunbHicTE  He  mpoBoAMINMCH.  JIOCHIIKEHHS  BIUMBY
Tpactysymady /uis BHYTpilIHbOBEHHOTO BBEJEHHS Ha (epTUILHICTD
Yy SBAaHCLKMX MaKaK He BHABWIM BIUIHBY Ha KiHLEBI TOYKHU

deprunsHOCTI.
CrneuianbHi  JocnmipkeHHs — BIUIMBY — mepry3ymaby — ams
BHYTPIIIHLOBEHHOrO BBEJEHHS Ha ()epPTUILHICTL HE TPOBOIMIHCE;
BIIJIMB Ha (DEPTUIILHICTE | paHHii OZIHAK HE CIIOCTEpiranock BIUIMBY MepTy3ymaly Ha pernpopyKTHBHI
eMOpioHaNBLHUI PO3BUTOK OpraHi SBaHCHKMX MaKak B JOCHiKCHHSX TOKCHYHOCTI Yy pasi

MOBTOPHMX BBENEHb TPUBANICTIO 10 26 TwxkHiB. KiHleBi Touku B
UMX JIOCHi/UKEHHSX TOKCHYHOCTI y pasi MOBTOPHUX BBEJIEHb
BKJIIOYAlIH  Macy OpraHy Ta  [aTOTICTOJNOTIYHY  OLIHKY
PenpoayKTHBHHX opraHiB (po3zin 4.2.3.2 nocke s TiKapChKOro
3acoby Ilep’eta mns BHYTPIlIHBOBEHHOrO BBEAEHHS Ta PO3JiN
4.23.5.1 pocke s mikapcekoro 3acoby IepuentuH s
MiIIIKiPHOrO BBEICHHS).

Cneuianeni  mocnmimkxenns BmumBy PH  FDC  SC  Ha
eMOpioheTanbHuit  PO3BUTOK He MPOBOJMINCH, ONHAK OYyIH
€MOpIOTOKCHYHICTh MpoBeJIeH] 171 nepTy3ymaldy [Jis BHYTPIilIHEOBEHHOTO BBEICHHS Ta
TpacTysymaby [ BHYTPILUHHOBEHHOTO BBEJEHHA (OCHOBHI
Pe3yJIbTAaTH BiANOBiAHKX HOCHIKEHB 3a3Ha4Y€H] BULLE).

CreujanbHi  10CHIIKEHHA TNpeHAaTalbHOI Ta MOCTHATAJILHOI
npeHaTaibHa Ta NOCTHATAIbHA : . ,
: TOKCHYHOCTI, Y TOMY 4YHMCIlI Ha MaTepPUHCbKY (QYHKLiO s
TOKCHYHICTh
npenapary PH FDC SC ne nporoauiuce.
AOCTIIPKEHHS, TIPU SKUX TIpenapar [Io y3roaxyeTbes 3 CyKyMHICTIO BCIX paHJOMi30BaHUX MALi€HTIB
YBOJHMTBCS MOTOMCTBY BIANOBIHO TIPU3HAYEHOMY JIiKYBaHHIO (paHHili i MeTacTaTHuHuMii
(HecTaTeBO3pinMM TBapuHaM) Ta/aGo ||pak MOJIOYHOT 3a/1031), CrieliaibHi AOCII HKeHHS Y HECTaTeBO3PiNHUX
OLIHIOETLCS BiaganeHa aisd TBapuH He npooaunrck aas PH FDC SC.
Creuianeni JoKniHiuHi K0CHimKeHHs MicueBoi mepeHocUMOCTi

npu mimmkipuomy Beeaenti st PH FDC SC He npoBoaHIIHCh.

- Ileprysymab  xapakrepusyBaBcsi  H0GpOI0  JIOKANbHOIO
NEPEHOCHUMICTIO B IOCIT IPKEHHAX TOKCHYHOCTI BHYTPIIIHEOBEHHOTO
Ta TAWKIpHOro BBeAeHHs Yy Maen. JKoami moB’si3adi 3
6) MicLeBa NepeHOCUMICTh neptysymabom  KaiHiuHi  (IpM  BHYTPIIUHBOBEHHOMY YU
miguKipHoMy BBeleHHi) abo maroricronoriudi (nmMme mpu
BHYTPIIIHLOBEHHOMY BBEJICHHI) CIIOCTEPEIKEHH HE Bif3HAYanucs B
Micusx iH’exuii (mocke ans sikapeskoro 3acoby Ilep’era mns
BHYTPilIHbOBEHHOTO BBEJIEHHS).

- OuiHka MicleBOl MepeHOCHMOCTI Mmic/s MiKIPHOro BBeIEHHS

;%zém ¢4 6‘%’%@(
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Tpactysymaby y cknaai dopmu BHnycky, mo Mictuts rHuPH?20,
Oyna BKIOYEHa B JOCTiJKEHHS TOKCHYHOCTI y pa3i NMOBTOPHHX
BBEICHb I Takox< OyJa MpoBeieHa B CHELiaJbHOMY AOCHiIKEeHH]
JIOKAJIBHOT ~ TIEPEHOCHMOCTI  KponuKkiB. @DopMa BHIIYCKY s
MiUIKIPHOTO BBEJEHHS XapaKTepu3yBanacs A0OPOI0 JOKATbHOM
NEPEHOCUMICTIO B 000X JOCTIIKEHHAX (JOChE s MiKAapChKOro
3aco0y I'epuentuH s nigwkipHoro BBeleHHs: 3BiTH 1027259 i

1030364 BianosiaHo).

7) NOAATKOBI AOCHiKEeHHS IHmi gocnimKeHHs TOKCHYHOCTI HE BBAXKAIOTHCA HEOOXiIHMMU
TOKCUYHOCTI: qis PH FDC SC.

!EHTHFGHHiCTb (YyTBOpEHHs aHTHTI) || - |
@yHOTOKcmHiCTL || - |
JOCTi [JUKEHHS MEXaHI3MiB Aji |L - —’
MeIMKAMEHTO3HA 3aNCHKHICTh TL - |
|T0KCHquCTb MeTaboiTiB [ - |
|TOKCH‘-IHiCTb JOMIIIIOK |L - —|
|iHLLIe ” = |
HasiBHi JokniHiyni maHi s neprysymaly Ta TpacTysymady,
BKJIIO4ar0un (hapMakonorito, GapMakoKiHETHKY Ta TOKCHKOJOTIO,
pasoM i3 KIiHIYHHUM JOCBiZIOM MHiATBEpPKYIOTH 3acTocyBaHHs PH

FDC SC y nauieHTis.
Oapmaxkosioris  meprysymaby Ta Tpactysymaly € jao6pe
3pO3YMIJIAMH Ta OXapaKTePH30BaHWMH LLJISIXOM TOBHOTO HaBopy
NOKITIHIYHUX JaHHX, BKJIKOYAKOYH PAL JOCHIKEHB in Vitro Ta in vivo
MiCJIs BHYTPilIHBOBEHHOTO BBECHHS, SIK OIIHCAHO B OPUTiHATLHOMY
CXBaJleHOMY J0Che i npenapatiB [lep’era Ta [epuentun s
BHYTPIilIHBOBEHHOI0 Ta MiAWIKIpHOTO BBeieHHA. CrewiaipHi
JOCHIUKEHHs  BHYTPIIIHBOBEHHOTO/MiUIKIPHOrO  BBEAEHHS B
HER2-nosutuBHii  Mumawiii  Mojeni  KCEHOTpaHCIJIaHTaTa
'|5. BUCHOBKH 11010 IOKJIiHIYHOTO NPOAEMOHCTPYBaIM MOAIOHE MPHUrHIYEHHS TPacTy3yMaboM pocTy
BUBUEHHS MyXJAHHH THCNA BHYTPILIHBOBEHHOIO Ta MiJWIKIPHOTO BBEASHHS,

KON mnoAibHa MiHiManbHAa ~KOHLEHTpauis —Tpactysymaly B
CHpOBarTIi KpoBi Oyna JocArHyTa npu 000X LIIAXaX BBEJEHHS (3BIiT
1032485). Lli pe3ynbTaTi 10AATKOBO MiATBEPIKYIOTHCH KIiHIYHOIO
€()eKTHUBHICTIO, 11O CBIAYMTH MpPO Te, IO IUIAX BBEJCHHS He
BILIMBAE Ha e()eKTHBHICTE.

®apmakokiHeTHKa nepTy3ymaby Ta Tpacrysymaby y muueif,
IypiB i MaBl CHiBNajae 3 TAaKOK IS IHIIHX MOHOKIOHATBHMX
antutin IgGy, ski maoTeh oaMH i TOM camuii perion Fe.
TokcukokineTMuHMH aHani3 TakoX MiATBEPIKYE, IO CHCTEMHA
GKCIIO3HUIlis TpacTy3ymaly B JOCHIIPKEHHAX TOKCHYHOCTI Yy pasi
MOBTOPHUX  BHYTPIIHBOBEHHMX Ta MiJAIIKIDHUX BBENEHL Y
ABAHCBKHX Makak Oyia NopiBHANBHOK (IOCKE UIsi JIKApChKOIO

[%/’(E/Z;ifi} g/{/ﬂ{&;
/%/,w;’a,e £F.
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3acoby ['epuenTux IS MiMKipHOTO BBEJICHHS).
DapMaKoOKiHETHYHI BJIACTUBOCTI mNepTy3yMaby s mijmKipHOro
BBE/ICHHs Ta CYMyTHLOIO BBEAEHHs nepry3ymaly, TpacTty3ymaby Ta
rhuPH20 ans migmkipHOro BBeEHHs Takox OyaM MiaTBEpIKEHI B
JOKTIHIYHOMY JIOCII/UKeHHI Y KapauKoBUX cBHHel (3BiT 1038750).
DapMaKoKiHETHYHI pe3ynbTaTtu JEMOHCTPYIOTh BHCOKY
0i0J0CTYNHICTE CYMyTHBOTO MiJUIKIPHOTO BBEAECHHS MepTy3ymMady i
TpacTy3ymMaly Ta CHiBNaJaOTh 3 KIIHIYHHMH JaHUMHU.

besneka neprysymaly 1ns BHYTPILIHBOBEHHOTO BBEJCHHA Ta
TpacTy3ymaly /il BHYTPILIHBLOBEHHOrO Ta MiJUIKIPHOTO BBEICHHS
Oyna MPOJIeMOHCTPOBaHA B KOMIIJIEKCHIH nporpami
TOKCHKOJIOTIYHMX ~JOCTIKeHb 1 IPYHTYeTbCs Ha KIiHIYHOMY
mocBifi (Jocke ans ikapebkoro 3acoby Ilep’era ang migmkipHOro
BBEJCHHA Ta JIOChE /NI JliKapcbkoro 3acoby IepuenTuH s
NiIKIPHOro BBEJEHHA BianoeinHo). Besmeka rHuPH20 Gyna
0XapaKTepu30BaHa B KOMIUIEKCHiIH mporpami TOKCHKOJIOTIYHHX
JOCHIJPKEHb 711 BCTAHOBNIEHHs 0€3MeKH Ta JaHHX HA MiATPUMKY
3acrocysanns rHuPH20 y dopmi Bunycky PH FDC SC (auB. nocke
I71s ikapebkoro 3aco0y I'eprentus s nigmKipHOro BBEAEHHS).

SIk BMCHOBOK, AOKJiHi4Ha (hapmakosoris, (apMakoKiHeTHKa Ta
TOKCHKOJIOTis  mepTysymaby Ta Tpacrysymaly Oymu moGpe
OXapakTepu30BaHi. 3arajoM HasBHI JaHi, BKIIOYAKOUW KJIiHIYHMIA
JI0CBL, MiATPUMYIOTH 3acTocyBanHs PH FDC SC y nauieHTis.

3aABHMK (BJACHUK PEECTPALIiHHOTO MOCBITYEeHHS)

@.Xoddpmann-Jls Pow JIta

[Mignue [Tignuc

Karanina Poxac Jleiina Jlictep

bazens, lIgeiinapis bazens, llBeiinapis

Binain 3 MiZKHapoJHHX PeryIsaTOPHUX MUTaHb Binain 3 MbKHapOAHUX PeryasiTOPHUX MUTAHD

/p-%li@/ 5/‘3 o

. 1y ,/%LL
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Clinical Trial Report

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

PHESGO

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:

I yes Z no If not, substantiate

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

Fixed combination medicinal product according to item 1
(sub-item 1.5) 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

Study WO40324 (FeDeriCa) — A phase III, randomized,
multicenter, open-label, two-arm study to evaluate the
pharmacokinetics, efficacy, and safety of subcutaneous
administration of the fixed-dose combination of]
pertuzumab and trastuzumab in combination with
chemotherapy in patients with HER2-positive early breast
cancer.

Primary Clinical Study Report No. 1096382. December,
2019.

6. Clinical trial phase

| B

7. Period of the clinical trial

from:14 June 2018 (first patient randomized)

till: 24 December 2018 (last patient randomized)

Clinical cut-off date (CCOD) primary analysis: 4 July
2019

8. Countries where the clinical trial was
conducted

This is a multinational, multicenter study with 106 sites
in 19 countries: Argentina (3), Belgium (6), Brazil (3),
Canada (5), Czech Republic (2), France (7), Germany (8),
Italy (6), Japan (16), Mexico (3), Poland (6), Republic of]
Korea (4), Russian Federation (6), Spain (9), Taiwan (3),
Thailand (3), Ukraine (5), United Kingdom (7), United

States (4)

9. Number of study participants

planned: approximately 500 patients.
actual: 500 patients (252 to the P+H IV arm and 248 to
the PH FDC SC arm).

10. Goal and secondary objectives of the
clinical trial

Primary objective:
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- To explore changes in biomarker levels or biomarker
profiles pre- and post-treatment based on tumor tissue.

- To assess blood-based biomarkers at baseline and
longitudinally to explore changes over time and potential
relationship to pCR and long-term efficacy endpoints.

11. Design of the clinical trial

FeDeriCa is a global Phase III, two-arm, open-label,
multicenter, randomized study to investigate the
pharmacokinetics, efficacy, and safety of PH FDC SC in
combination with chemotherapy in patients with HER2-
positive BC in the neoadjuvant/adjuvant setting.

Patients with HER2-positive, operable or locally
advanced/inflammatory BC with a tumor size of >2 c¢cm or
node-positive (N+) were randomized to one of the
following treatment arms in a 1:1 ratio:

- P+H IV arm (Perjeta IV + Herceptin IV): Patients
received 8 cycles of neoadjuvant chemotherapy. Perjeta +
Herceptin was given IV for 4 cycles (Q3W) concurrently
with the taxane component of chemotherapy. After
completing their neoadjuvant therapy, patients underwent
surgery. Thereafter, patients received an additional 14
cycles of Perjeta IV and Herceptin IV for a total of 18
cycles.

- PH FDC SC arm (PH FDC SC): Patients received 8
cycles of neoadjuvant chemotherapy. PH FDC SC was
given SC for 4 cycles (Q3W) concurrently with the taxane
component of chemotherapy. After completing their
neoadjuvant therapy, patients underwent surgery.
Thereafter, patients received an additional 14 cycles of PH
FDC SC for a total of 18 cycles.

After the end of study treatment, patients will be followed
for safety and efficacy for at least 3 years after last patient
last treatment.

12. Main inclusion criteria

- Age = 18 years at time of signing Informed Consent
Form (ICF).

- Female and male patients with Stage II-IIIC (T2-T4
plus any N, or any T plus N1-3, MO0), locally advanced,
inflammatory, or early-stage, unilateral, and histologically
confirmed invasive BC. Patients with inflammatory BC
had to be able to have a core-needle biopsy.

- Primary tumor >2 cm in diameter, or N+ disease
(clinically or on imaging, and node positivity confirmed
with cytology and/or histopathology).

- HER2-positive BC confirmed by a central laboratory
prior to study enrollment. Patients with multifocal tumors
(more than one tumor confined to the same quadrant as the
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primary tumor) were eligible provided at least one focus
was sampled and centrally confirmed as HER2-positive.

- Hormone receptor status of the primary tumor, centrally
confirmed.

- Baseline LVEF > 55% measured by echocardiogram
(ECHO) or multiple-gated acquisition scan (MUGA).

For patients randomized to receive PH FDC SC,
administration was non-weight-based and given at a
loading dose at the first cycle and a maintenance dose at
subsequent cycles, as follows:

- Loading dose: 1200 mg pertuzumab plus 600 mg
trastuzumab plus 30,000 U rHuPH20 SC.
- Maintenance dose: 600 mg pertuzumab plus 600 mg
trastuzumab plus 20,000 U rHuPH20 SC, administered
Q3W.

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

For patients randomized to receive the IV formulations of|| —
Perjeta and Herceptin, administration was given as
follows:

Perjeta was given as a fixed non-weight-based dose, as
follows:

- Loading dose: 840 mg IV.
- Maintenance dose: 420 mg IV, administered Q3W.

Herceptin was given in a weight-based manner, as
follows:

- Loading dose: 8-mg/kg IV.
- Maintenance dose: 6-mg/kg IV, administered Q3W.

The order of administration of Perjeta and Herceptin was
according to Investigator preference.

In instances where Herceptin SC was given in the
adjuvant setting instead of Herceptin IV, the patient
received a fixed non-weight-based dose of 600 mg
Herceptin SC, administered Q3W.

14. Comparator, dose, method of
administration, strength

Anthracycline-based chemotherapy:

Prior to receiving P+H IV or PH FDC SC, all patients
received chemotherapy, either:

- dose-dense doxorubicin 60 mg/m?> IV and
cyclophosphamide 600 mg/m? IV (ddAC) every 2 weeks
(Q2W) for 4 cycles, followed by paclitaxel 80 mg/m*every
week (QW) for 12 cycles. ,

- doxorubicin 60 mg/m? IV and cyclophosphamide
600 mg/m? IV (AC) Q3W for 4 cycles, followed by
docetaxel 75 mg/m? IV escalating to 100 mg/m? IV if no
dose-limiting toxicity occurs, Q3W for 4 cycles.
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Following ddAC/AC administration, the paclitaxel or
docetaxel regimen were administered in combination with
P+H IV or PH FDC SC during the neoadjuvant phase.

15. Concomitant therapy

Permitted Therapy

- Acceptable methods of contraception.

- Hl and H2 antagonists (e.g., diphenhydramine,
cimetidine).

- Cardiovascular medications: angiotensin-converting
enzyme (ACE) inhibitors, angiotensin receptor blockers,
beta blockers, calcium channel blockers and diuretics (for
treatment of arterial hypertension with a goal to reduce
blood pressure <140/90mmHg), beta blockers, calcium
channel blockers and digoxin (for heart rate control),
thrombocyte aggregation inhibitors.

- Analgesics/anti-inflammatories (cg.,
paracetamol/acetaminophen, meperidine, opioids).

- Short-term use of corticosteroids to treat or prevent
allergic or infusion reactions.

- Standard  premedications  for  neoadjuvant
chemotherapy, including corticosteroids and antiemetics.

- Standard therapies for preexisting medical conditions
and medical and/or surgical complications.

- Any medication intended solely for supportive care
(e.g., analgesics, antidiarrheals, antidepressants) at the
investigator’s discretion.

- Colony-stimulating factors (e.g., G-CSF).

- Blood transfusions at the investigator’s discretion.

- Estrogen-receptor (ER) antagonists (e.g., tamoxifen) or
aromatase inhibitor (AI) for postmenopausal patients or
tamoxifen with or without ovarian suppression for
premenopausal patients or aromatase inhibitor with
ovarian suppression for premenopausal patients initated
after surgery, as per local practice.

Endocrine therapy must not be given concurrently with
neoadjuvant therapy.

- Gonadotropin-releasing hormone (GnRH) agonists for
fertility preservation.

- Vitamin and mineral supplements.

- Bisphosphonates.

- Any other medication not included in the list of
prohibited medications.

In general, investigators should manage a patient’s care
with supportive therapies as clinically indicated, per local
standard practice.
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Herbal therapies not intended for the treatment of cancer
may be used during the study at the discretion of the
investigator.

Adjuvant hormonal therapy was initiated in patients with
hormone receptor-positive disease only after primary
surgery according to guidelines provided in the protocol.
The number of patients who received at least one hormonal
treatment at the time of CCOD was comparable between
the two arms (61 [24.2%] P+H IV vs. 52 [21.0%] PH FDC
SC patients). The most frequently used hormonal
treatments consisted of anti-estrogens (tamoxifen),
administered to 45 (17.9%) vs. 25 (10.1%) patients in the
P+H IV arm and PH FDC SC arms, respectively.

Almost all patients (251 [99.6%] P+H IV vs. 247 [99.6%]
PH FDC SC) had at least one concomitant treatment (that
started during study). The most frequently used treatments
were premedications to relieve side-effects of
chemotherapy or HER2-targeted therapy such as
analgesics, local anesthetics and antihistamines,
-antibiotics, and corticosteroids.

Primary PK endpoint: serum pertuzumab Cirouen during
Cycle 7 (pre-dose Cycle 8).

Secondary PK endpoint: serum trastuzumab Cough during
Cycle 7 (pre-dose Cycle 8).

Secondary efficacy endpoint: total pathological complete
16. Efficacy evaluation criteria response (tpCR) of PH FDC SC + chemotherapy compared
with Perjeta IV and Herceptin IV + chemotherapy.

Other secondary efficacy endpoints (invasive disease-free
survival [iDFS], iDFS including second primary non-BC
[SPN-BC], event-free survival [EFS], EFS including SPN-
BC distant breast cancer recurrence [DRFI], overall| _
survival [OS]) will be presented in the final study report.

Secondary safety endpoints:

- Incidence and severity of adverse events (AEs) and
serious adverse events (SAEs), with severity determined
according to National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI CTCAE)
v4.0.

- Laboratory test abnormalities according to NCI CTCAE

v4.0.
" |l Primary cardiac endpoints:

- Incidence of a symptomatic ejection fraction decrease
(‘Heart failure’) of New York Heart Association (NYHA)
Class III or IV and a drop in left ventricular ejection

17. Safety evaluation criteria
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fraction (LVEF) of at least 10-percentage points from
baseline and to below 50%.

- Cardiac death

Secondary cardiac endpoint

- Incidence of an asymptomatic or mildly symptomatic
left ventricular systolic dysfunction (‘Ejection fraction
decreased’) of NYHA Class II, defined as an LVEF
decrease of > 10-percentage points below the baseline
measurement to an absolute LVEF value of <50%,
confirmed by a second assessment within approximately 3
weeks.

18. Statistical methods

The non-inferiority of the SC and IV dose of pertuzumab
and trastuzumab were tested in a hierarchical order to
adjust for multiple statistical testing and control the type I
error at a one-sided 5% significance level.

The following hypotheses were tested:

- HO: The SC dose is inferior to the IV dose (i.e., the
CiroughSC/Crroughl V geometric mean ratio (GMR) of the SC
dose relative to the IV dose is not greater than 0.8) versus

- HI: The SC dose is non-inferior to the IV dose (i.e. the
CiroughSC/Crrougnl V. GMR of the SC dose relative to the [V
dose is equal or greater than 0.8).

The hierarchical testing procedure followed the steps
below:

1. Test the primary endpoint, Cycle 7 pertuzumab serum
CiroughSC/Crrougnl V, at a one-sided 5% significance level.

If positive, continue to Step 2; otherwise, stop.

2. Test the secondary endpoint, Cycle 7 trastuzumab
serum CiroughSC/CrrougnIV, at a one-sided 5% significance
level.

The non-inferiority of the SC and IV dose was assessed
by a one-sided testing procedure. The null hypothesis was
rejected and non-inferiority concluded if the lower bound
of the 90% CI of the GMR was > 0.8.

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

The two treatment arms were well-balanced with respect
to most baseline demographic characteristics (age,
ethnicity, and race); patients enrolled were predominantly
White (164 [65.1%] patients in the P+H IV arm vs. 165
[66.5%] patients in the PH FDC SC arm), with a median
age of 49 years (P+H IV arm) vs. 52 years (PH FDC SC
arm). All but 2 patients in the P+H IV arm were female.

20. Efficaéy results

Pharmacokinetic results
The primary, secondary and exploratory PK analyses
(with the exception of the exposure-response and drug-
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Eug interaction [DDI] analyses) were conducted in the Per
Protocol PK (PPP) population (i.e. patients who strictly
adhered to pre-defined protocol criteria).

The primary endpoint (Cycle 7 [pre-dose Cycle 8] serum
pertuzumab Ciougn) Was met and demonstrated non-inferior
Cycle 7 (pre-dose Cycle 8) serum pertuzumab Cuough
within PH FDC SC compared with Perjeta (P+H IV arm).
The geometric mean ratio (GMR) of Cycle 7 (pre-dose
Cycle 8) serum pertuzumab Cuough, SC/Curough, IV values
was 1.22 (90% CI: 1.14, 1.31). The observed lower limit
of the two-sided 90% CI of 1.14, was above the pre-
specified non-inferiority margin of 0.8.

The secondary PK endpoint was also met, and
demonstrated non-inferior Cycle 7 (pre-dose Cycle 8)
serum trastuzumab Cuougn Within PH FDC SC compared
with Herceptin IV (P+H IV arm).

The GMR of Cycle 7 (pre-dose Cycle 8) serum
trastuzumab Ciough, SC/Crrough, IV values was 1.33 (90%
CI; 1.24, 1.43). The observed lower limit of the two-sided
90% CI of 1.24 was above the pre-specified non-inferiority
margin of 0.8.

Exploratory PK analyses showed that the pertuzumab and
trastuzumab loading doses in the PH FDC SC formulation
provided comparable exposure when compared to the
standard IV loading dose in the P+H IV arm and did not
compromise drug exposure based on Cycle 5 (pre-dose
Cycle 6) Cuougn values. The exposure-response analysis
demonstrated that increased pertuzumab exposures were
associated with slightly higher rates of tpCR. No exposure-
safety relationships were identified for any of the evaluated
safety endpoints (injection-related reactions, SAEs,
cardiac events, any grade hypersensitivity/anaphylaxis
events, Grade >3 AEs, and Grade >3 diarrhea and|
neutropenia). There was no impact of pertuzumab on .
trastuzumab PK when administered as PH FDC SC.

Efficacy results

The proportion of patients in the intent-to-treat (ITT)
population who achieved tpCR following 8 cycles of
neoadjuvant treatment was comparable between treatment
arms, 59.5% in the P+H IV arm and 59.7% in the PH FDC
SC arm, resulting in a difference of 0.15% (95% CI.: -8.67,
8.97).

Subgroup analyses across multiple, pre-specified,
clinically relevant subgroups showed no noticeable
difference in the tpCR rates between the two treatment
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arms, further demonstrating consistency with the results in
the overall ITT population.

Exploratory analyses, including breast pathologic
complete response (bpCR) and German Breast Group
pathologic complete response (GBG pCR) were consistent
with the main efficacy results.

The majority of patients in both arms had a clinical
response (complete response [CR] or partial response
[PR]) to neoadjuvant treatment.

At the time of CCOD, patients were still in the adjuvant
phase and, as a result, there was insufficient data for
analysis of time-to-event (TTE) endpoints, i.e., iDFS,
iDFS including second primary non-breast cancer, EFS,

EFS including second primary non-breast cancer, DRFI,
and OS.

21. Safety results

The overall safety profile and tolerability in the PH FDC
SC arm was comparable to that of the P+H IV arm.

Key findings were as follows:

- Exposure to study treatment was balanced between the
treatment arms, and most patients (96% P+H IV and 94.4%
PH FDC SC) completed neoadjuvant study treatment as
planned.

- Almost all patients experienced at least one AE (99.6%
P+H IV vs. 100.0% PH FDC SC).

- The most frequently reported (in >30% of patients in
either arm) all grade AEs were (percentages expressed as
P+H IV arm vs. PH FDC SC arm): alopecia (70.2% vs.
77.0%), nausea (60.3% vs. 58.9%), diarrhea (55.2% vs.
58.5%), anemia (40.9% vs. 33.9%), and asthenia (30.2%
vs. 28.2%).

- The proportions of patients who experienced at least one
AE, SAE, Grade 3-5 AE, and AE leading to withdrawal
from HER2 treatment were balanced across the treatment
arms.

- The incidence of primary cardiac events was low (no
patients in the P+H IV arm and 2 [0.8%] patients in the PH
FDC SC arm).

- The incidence of secondary cardiac events (defined as
LVEF decrease of > 10 percentage points below the
baseline measurement to an absolute LVEF value of <50%
and confirmed by a second LVEF assessment within
approximately 3 weeks) was low and occurred in 2 (0.8%)
patients in the P+H IV arm and 1 (0.4%) patient in the PH
FDC SC arm.

- The incidence of AEs to monitor was also consistent
with the known safety profiles of Perjeta in combination
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with Herceptin and chemotherapy in HER2-positive breast
cancer trials:

o The incidence and severity of diarrhea events were
comparable between the two treatment arms (55.2% P+H
IV vs. 58.5% PH FDC SC patients), and were low grade
for the majority.

o  The incidence and severity of neutropenia/febrile
neutropenia/leukopenia events were comparable between
the two treatment arms (52.8% P+H IV vs. 48.0% PH
FDC SC patients).

o  Overall, the incidence and severity of anaphylaxis
and hypersensitivity was low in both treatment arms (2%
P+H IV vs. 1.6% PH FDC SC patients) and mostly low
grade.

o Infusion/administration-related reactions occurring
within 24 hours of HER2-targeted therapy were slightly
higher in the PH FDC SC arm compared to the P+H IV
arm (13.5% P+H IV vs. 17.3% PH FDC SC) and were
low grade for the majority.

Immunogenicity results

The incidence of treatment-emergent anti-drug antibodies
(ADAs) was comparable between the P+H IV and PH FDC
SC treatment arms. In the P+H IV arm, the incidence of
treatment-emergent ADAs to pertuzumab and trastuzumab
was 3.0% (7/237 patients) and 0.4% (1/237 patients),
respectively. In the PH FDC SC FDC arm, the incidence
of treatment-emergent ADAs to pertuzumab and
trastuzumab, and anti-rHuPH20 antibodies was 4.8%
(11/231 patients), 0.9% (2/232 patients), and 0.9% (2/225
patients), respectively. The exploratory analyses indicated
that the occurrence of treatment-emergent ADAs to
pertuzumab and trastuzumab, and/or anti-rHuPH20

antibodies did not appear to have any clinical|

consequences with respect to PK, efficacy or safety.

22. Conclusion

The FeDeriCa primary analysis results demonstrate that
the PH FDC SC regimen provides non-inferior Cycle 7
(pre-dose Cycle 8) serum pertuzumab and trastuzumab
Cirough compared to the approved IV Perjeta and Herceptin
treatment regimen in patients with HER2-positive EBC.

Efficacy of the PH FDC SC regimen was comparable
with the P+H IV treatment regimen, as almost identical
tpCR rates were achieved in both treatment arms (59.5%
in the P+H IV arm vs. 59.7% in the PH FDC SC arm).
These results are in line with tpCR rates observed in other
neoadjuvant studies with Perjeta, Herceptin and
chemotherapy.
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Overall, the safety data for the PH FDC SC arm was
comparable to the P+H IV arm, and consistent with the
known safety profile of the Perjeta treatment regimen in
combination with Herceptin and chemotherapy in HER2-
positive breast cancer, with the exception of ARRs which
were associated with the SC route of administration of PH
FDC SC and were mostly of low grade intensity. No new
or unexpected toxicities were encountered.

The post-baseline incidence of ADAs was low and
comparable between both the P+H IV and PH FDC SC
treatment arms, and the occurrence of ADAs did not
appear to have any clinical consequences with respect to
PK, efficacy, or safety.

In conclusion, given the non-inferiority of PK and
comparable efficacy and safety of PH FDC SC with P+H
IV, the FeDeriCa primary analysis established a favorable
benefit-risk profile and offers a less invasive and faster
method of pertuzumab plus trastuzumab administration for
HER2-positive breast cancer.

Applicant (Marketing Authorization Holder)

!tk" \)'K\‘\

o Hoffmann La RochelLtd
International Regulatory
~ Basel, Switzerland
Catalina Rojas

el

F. Hoff)jann La Roche Ltd
International Regulatory
Basel, Switzerland

Leyla Lister




0000 4

3BiT npo kaiHiYHe BHNPOOYBaHHS

1. Haspa nikapcbkoro 3aco6y (3a HasiBHOCTI -
HOMEp peecTpauiiiHoro noceigueHHs)

DOECI'O® (PHESGO)

2. 3asBHUK

®.Xoddmann-JIs Pour JIta
I'pensaxepwrpacce 124, 4070 Basens, Illeeituapis

3. BupobHuxk

®.Xoddmann-Jls Powr JItg
Bypwmiceer, 4303 Kaiicepayrcr, l11seiinapis

4. TlpoBeneHi pocHigKeHHs:

l Tak C i AKILO Hi, OOTPYHTYBaTH

1) Tun nikapebkoro 3acoby, 3a kUM
MpoBoJMIacs abo MaHyeThCs peecTpallis

Jlixapcbkuit 3aci6 3 dikcoaHoro KomGiHamicO 3rigHO
nyskTy 1 (mignyskry 1.5) posginy V TMopsaaky nakasy
MO3 Vkpainu Bin 23 aunus 2015 poxy Ne 460.

5. IloBHa Ha3Ba KiiHiuHOrO BUMPOOYBaHHS,
KOJI0BaHHH HOMep KJIiHIYHOTO BUIIPOOYBaHHS

Hocnimkenns W040324 (FeDeriCa) — panjiomizosane,

baratouentpose, Biakpute mochimkenns I ¢asu 3
ABOMa TIpynaMd, B SKOMY TpPOBOJMIACH  OLliHKa
(hapMakoKiHETHKH, eekTUBHOCTI Ta 6e3nexu
MiJIIKIPHOTO  BBENGHHA KOMGIHOBAHOrO JTiKApPCHKOTO
3ac00y 3 (iKCOBaHMM [03yBaHHAM MepTy3ymaby i
TpacTy3ymaly y noefHaHHi 3 XiMioTepanielo y mauienTis
3 HER2-n03MTHBHMM paHHIM pakoM MOJIOYHOT 3a/103H.

[lepeunHuii  3BiT npo KimiHiyHe pmocmimkeHHs No
1096382. I'pynens 2019 poxy.

6. ®asa KIiHiYHOro BUNPOOYBaHHs

| m

7. Ilepion npoBeieHHs KIiHIYHOTO
BUIIPOOYBaHHS

3:14 uepeHs 2018 poky (paHgomisanis mnepmoro
naijieHra)

no: 24 rpyaus 2018 poky (panjoMisallis OCTaHHBOTO
naijieHra)

Jlata 3aBepiieHHs 360py IUIHIYHHX JAHMX IS
NMEPBMHHOTO aHajisy: 4 nunus 2019 poky.

8. Kpainu, ne nposoaunocs kniHiune
BUIIPOOYBaHHA

Lle nocnimkenns € MixkHapomHum GaraToleHTPOBHM
JIOCTIIDKEHHAM 3a yuyacTio 106 1ociigHUIbKIX LICHTPIB Y
19 kpainax: Aprentuna (3), Benbris (6), Bpasunis (3),
Kanana (5), Yecbka Pecny6Guika (2), ®panuis N,
Himeyunna (8), Itanis (6), SInonia (16), Mekcuka (3),
[lonbma (6), PecnyGuika Kopes (4), Pociiicbka
®epepauis (6), Icnania (9), Taiipaus (3), Tainang (3),
Ykpaina (5), Benvka bputanis (7), Cnonyueni Illtatn
Amepuku (4)

9. KinbkicTb Joci KyBaHUX

” 3aniaHoBaHa: npubausHo 500 nauieHTis. —l

€«
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(akruuna: 500 mauienrie (252 y rpymi [+ aas
BHYTPIIIHLOBEHHOTO BBeJCHHA Ta 248 y rpyni [1I" FDC
IS i JIIKIPHOTO BBEIEHHS).

IlepBunni wiai:

[TpopemoncTpyBati NOpPiBHAHHICTD Cirough Y CHPOBATL
KpOBi nepry3ymaly [/ MiMIKIPHOrO BBEIEHHA Ha
MOMEHT LMKy 7 (mpe-mosa mukiy 8) y ckiafi
KOMOiHOBaHOrO JliKapchkoro 3acoby 3  dikcoBaHMM
flo3yBaHHAM (mepTy3ymal mmoc TpacTysymab) s
migwkipnoro Beenenns (I FDC SC) nopiBsHO 3
npenaparoM [lep’era (II) ans BHyTpilHBLOBEeHHOTO
BBE/ICHHS.

Bropunsi wini:

- [lpopemoncTpyBatn nopiBHAHHICTD Cirough B CMPOBATIL]
KpOBi TpacTy3ymaly Juis MifIIKIDHOrO BBeJEHHS Ha
MOMEHT LMKy 7 (nmpe-mo3za umkay 8) y cknagi
KOMGiHOBaHOTO  JiKapchbKoro 3acoby 3  dikcoBaHuM
flo3yBaHHAM  (mepTy3ymal rumoc  TpacTysymab) st
nimmkipnoro Beesenus (I FDC SC) nopieHsHO 3
npenapatom ['epuentun (I') 11 BHYTPILIHEOBEHHOTO
BBEJICHHS.

- Ouinutn edexrupnicts IMI° FDC mus i AWKipHOTO
BBEJCHHA + XiMiOTepamis MOPIBHAHO 3 mpenaparoM
[lep’eta s BHYTpIIIHBOBEHHOrO  BBEJIEHHS  Ta
npenaparom  ['epuentuH  1ns  BHYTPilIHEOBEHHOTO
BBEJICHHs + XimioTepartig.

- Ouinutu 6e3nexy INI" FDC ans nigmkipHOro BBeeHHS
NOPiBHSIHO 3 npenaparom ITep’era AJ1st
BHYTPIlIHBOBEHHOTO ~ BBEJEHHS  Ta  Ipernaparom
I'epuenTuH A5 BHYTPILIHEOBEHHOTO BBEIEHHS.

10. Mera Ta BTOpHHHI Wi/ K1iHiYHOTO
BUIPOOYBaHHS

JlonaTkoBi MOLWIYKOBI 1idi  BKMIOYAIM [T 00
(apmakokiHeTHKH, e(EeKTHBHOCTI, iMyHOreHHOCTI Ta
Giomapkepis:

- OxapakrepusyBati (apMakokiHeTHKy mepTy3ymaby Ta
Tpacty3ymady micna BeejienHs I1I FDC jis nigmkipHoro
BBEJICHHSI.

- [llopiBuath dapmakokiHeruky (y Tomy wmcni
(apmakokineTHuHi napamerpu, Taki ax AUC [mnomma nix
KpHBOIO KOHUEHTpalis-yac] i Cmax) micas mimmkipHOro
BBeaeHHs [1I" FDC nopiensino 3 mpenaparom Iep’era ns
BHYTPILIHLOBEHHOTO  BBEACHHs Ta  [IPENapaToMm
I'epuentuH a1 BHYTpIilUIHLOBEHHOro BBeAeHHS (Y
KoMmOiHauii 3 XimioTepaniero).

- OUIHUTH (hapMaKOKiHETHUYHHH npodins nepryzymaby
Ta crnocTeperkyBany Ciough H2 MOMEHT LIMKITY 7 (TIpe-/103a
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umky 8) i umkay 12 (micns xipypriuoro mikypaums)
nicas niamkipHoro seeaenns [1I° FDC.

- IlopiBHaTH ekcno3uiito mnepry3ymaby B UMK 5 Misk
npernaparom  Ilep’eta 'y gmo3si 840 wmr s
BHYTPilIHLOBEHHOrO BBeleHHs Ta I[II' FDC mns
TiJIIKIPHOTO BBeeHHs (MepTy3ymMal s miJmKipHOro
BBeJIEHHS Y 1031 1200 mr).

- OuiHMTH nNOTeHUIMHMI 3B'A30K MiX EKCHO3MIEIO
neptyzymaly Ta edekruBHicTio i 6e3nekoro [1I" FDC s
MiUOKIPHOTO ~ BBEICHHS 33  JONOMOTrOK  aHaji3y
eKCIIO3ULLisi-BiNOBi Ik 17151 NepTy3yMaby.

- OuinvTi BINMB mNOTeHUiNHOT (apmMaKoKiHETHYHOT
B32EMOJIIT MiX nepTy3symMaboMm Ta TpacTy3ymaboM micis
nigwkipaoro sBeaenns [1I" FDC.

- Ouinnru edpextusnicts 1" FDC ans nmimmkipHoro
BBEJICHHA + XiMioTepanis mnopiBHSHO 3 mpemapaTom
[lep’eta  ana  BHYTPIlUHBOBEHHOrO  BBEIEHHA Ta
npenaparoM  I'epuentvH s BHYTpPilIHBOBEHHOTO
BBEIEHHA + XiMioTepamnis.

- Ouinutd  iMyHHy BiINOBiZE Ha mepTy3ymab,
Tpacty3ymab i rHuPH20 B ckmapi III' FDC s
MiJIKIPHOTO ~ BBEJICHHA MOPIBHAHO 3 TNpemapaToMm
[lep’eta 119 BHYTpilUHBOBEHHOrO  BBEJGHHA Ta
npenaparom  I'epuentvH AN BHYTPilIHBOBEHHOTO
BBE/JICHHS.

- OuinuTy noreHuilini ehexTH aHTHTIN 10 NiKApCHKOro
3aco0y (ADA).

- BuBYMTH  noTeHUiliHMI  3B'30K  TKAHWHHHX
Giomapkepis Ta mnpodimo 6GiomapkepiB 3 MHOBHOMO
naToJoriyHor Bignoigmo (pCR).

- BuBunti 3minu B piBHi Giomapkepis a6o npodini
GiomapkepiB /10 Ta micis JiKyBaHHS Ha OCHOBI TKAHMHH
MyXJIMHH.

- OuinuTy Giomapkepu KpoBi Ha Mo4aTKy Ta BHPOIOBIK
JOCHI/UKEHHSI 3 METOK) BHMBYEHHS 3MiH 3 4YacoM i
noTeHwikHoro 3B’A3ky 3 pCR Ta KiHLEBUMH TOYKaMM
JOBrOCTPOKOBOT €()eKTUBHOCTI.

FeDeriCa — ne rno6anshe Bigkpure, HararoueHTpoBe,
panzomizosane aociimkenss I dasu i3 aBoma rpynamu
3 BUBYEHHA (DApMAKOKIHETHKH, e)eKTUBHOCTI Ta Ge3neku
nikapebkoro 3aco6y I FDC muist miakipHoro BBeaeHHs y
11. JTuzaiin kniHi4YHOrO BUNPOGYBaHHS komOiHauii 3 XimioTepamiero y mnaujentie 3 HER2-
MO3UTHBHUM pakom MOJIOYHOT 3aJ103H B
Heoa,u’mBaHTHomy/an’fOBaHTHomy pexumi.

[Maumientu 3 HER2-nosurusuuM, onepaGenbHum a6o
MiCLIEBOPO3MOBCIO/UKEHUM/3AMANILHUM PAKOM  MOJIOYHOT

)
Vepinny Gpeic
/
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32J1034 3 PO3MIPOM TYXJMHH >2 cM abo 3 ypaKeHHM
niMpatuunux Bysnis (N+) 6ynu panzomizosani B OZIHY 3
HaCTYMHUX IPyN JiKyBaHHs y CIiBBiHOWEHH] 1:1:

- rpyma II+T" ang  BHYTPILIHBOBEHHOrO BBEAEHHS
(Ilep’eta nns  BHYTPIlIHLOBEHHOrO  BBEJEHHS Ta
['epuentin 1N BHYTPilIHBOBEHHOTO BBEJICHHS):
naijieHTH OTpUMaJIM 8 IMKIIB  Heoana IOBaHTHOT
ximiotepamii. ITep’eta + TepuenTuH  BBOIMIMCEH
BHYTPIIIHBOBEHHO MPOTAroM 4 WMKIiB (KOXKHI 3 THKHI)
OHOYACHO 3 TAKCAHOBMM KOMIOHEHTOM XiMioTepartii.
ITicnsa 3aBepiieHHs Heoaa rOBaHTHOT Tepanii naijieHTam
NPOBOAMIIOCH  Xipypriyde JikyBaHHs. [licas wworo
MALiEHTH OTPUMAJH [OJATKOBO 14 IMKIiB npenapary
Ilep’eta  ana  BHYTPIlUHBOBEHHOrO  BBEJEHHS  Ta
npenapaty  I'epuenTdH s BHYTPilUHLOBEHHOTO
BBeJIeHHS (3aranom 18 mukiis).

- rpyna III' FDC pns mimukipaoro seenenns (PH FDC
SC): nauienTw oTpuManM 8 LMKIIB Heoan HOBAHTHOI
ximiorepanii. II' FDC SC 3acrocoByBanm MiAWKipHO
npotsaroM 4 mMKIiB (KOXKHI 3 THXHI) OZHOYAcHO 3
TAKCAHOBMM  KOMIIOHEHTOM  Ximiorepamii.  ITicas
3aBEPIICHHA  HEO0aa’lOBaHTHOI  Tepamii  nauieHTam
NPOBOAWIOCE  XipypriuHe JikyBaHHsa. Ilicns uporo
NaLieHTH oTpuMaiu goaatkoso 14 muknie T FDC SC
(3aranom 18 umkinis).

Ilicns  saBepmienHs  jocnimkyBaHoro — JiKyBaHHS
MAUIEHTIB  CHOCTEpiraid Ha MNpeaMeT Oesnekd Ta
e(eKTMBHOCTI MPOTArOM wLIOHaliMeHIe 3 pokiB micis
TOrO, AIK OCTaHHI} MAL[iEHT OTPUMAB OCTAHHE JIIKYBaHHS.

- Bik > 18 pokiB Ha MomeHT nimmucamHs dQopmu
iHpopmoBaHoi 3roau (PI3).

- XKIHKH Ta YosoBiku 3i cragiero II-11IC (T2-T4 mmoc
Oyzab-ska crazis N a6o Gyas-ska cranis T mmoc N1-3,
MO), micueBoposnoscioKkeHHH, 3ananbHuii a60 paHHBOT
CTajil, OJXHOCTOPOHHI i ricTonoriuxo minTBepIKEHHiT
iHBa3sMBHMII pak MoOJIOYHOI 3ano3u. [lauieHtH 3
3amalbHUM  PAakOM MOJIOYHOI 3aj103M TOBHHHI OyTH
12. OcHOBHI KpuTepii BKJIIOYEHHS CMPOMO3KHI 0 MyHKLiHHOT Gioncil,

- NEpBHMHHA NyxiMHa >2 cM y jniamerpi abo N+
3aXBOpIOBaHHA  (MiATBEpIyKeHAa  KiHIYHO abo 3a
JOTIOMOTOK METOJIB Bisyauizauii Ta 3 i ITBEpIKEHHAM
ypaKeHHs /1iMQOBY3TiB 3a JONOMOTOK LHTOJOMYHOIO
JIOCII/DKeHHA Ta/ab0 ricTONaToMOriYHOrO AOCHiIKEHHS).

- HER2-mo3utHBHHMIT cTaTyc paky MOJOYHOI 3a/03H
MATBEP/UKEHUI  LeHTpanbHO  JnaopaTopiclo 0
BKJIKOYEHHS B JOCHIpKeHHS. [lallieHTH 3 MHOXHHHUMH
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MyXnuHamu  (Oinblle OnHiEl NyxnMHE y TOMYy
KBaJpaHTi, 10 i MepBHHHA MyXJIMHA) Oynu npuaaTHEMU
AU BKIIOYEHHS B JOCHIUKEHHS 3a YMOBH, LIO 3Da3ok
Oyno BiniOpaHo moHaiiMeHIe 3 ofHOro ocepeaky Ta
LEHTPATBHOK naboparopiero niATBep/KeHa
1o3uTHBHiCcT, HAa HER2.

- TOPMOHAQJILHUA PELENTOPHUH CTAaTyCc TMepBHHHOT
TYXJIMHU i ATBEPIKEHU I IIEHTPaNbHO JabopaTopieko.

- BUXiJHMI NoKa3HUK (pakuii BAKKMLY NiBOrO MUTYHOUKA
> 55 % 3a pesynpratamu exokapaiorpadii (ECHO) a6o
MYJIBTHCHHXPOHI30BaHOT  pafioHykiigHOT — anriorpadii
(MUGA).

Jns mauieHTiB, paHIOMi3oBaHMX HAa OTpUMaHHs I
FDC SC, BeenenHs He 3anexano Big macu Tina. Y
NepuioMy LMKI BBOJIMIACH HABaHTaXKyBalbHa J03a i3
NOAaNbLUIMM  BBEACHHAM MIATPUMYBAJbHOI J03M B
HACTYMHUX LUKJIAX:

- HaBaHTaxKyBasibHa n03a: 1200 mMr nepry3zymaby miroc
600 mr Tpactysymaby mmoc 30000 Op rHuPH20
MiWKipHO.

- miaTpuMyBainbsHa J03a: 600 Mr mepry3ymaby mioc

600 wmr Tpacty3ymaby mmoc 20000 Opx rHuPH20

i AMKiPHO, BBOAUTHLCS KOKHI 3 THXKHI.

13. JlocnimxyBanuii Jikapcekuii 3acib, crnoci6
3aCTOCYBaHHA, CHIIA T

[MauienTtam, PaH0Mi30BaHUM Ha OTPUMaHHS
BHYTPIlIHEOBEHHUX (OPM BHIycKy npemapatie ITep’era
Ta I'epLenTuH i3 BBEACHHAM MO CXEMi:

[Ipenapar Ilep’eta BBomuBes y dikcoraHiii  x03i
HE3aJIEIHO BiJl MACH TiJjla MO CXeMi:

- HaBaHTaXKyBayibHa 103a: 840 Mr BHYTPIilIHLOBEHHO.
- miaTpuMyBanbHa mosza: 420 mr BHYTPIIIHOBEHHO,
BBO/IMJIACS KOMHI 3 THIKHI.
Ilpenapar I'epuentiH BBOAMBCS 3a/€)KHO Bif MacH Tina
10 CXeMi:
- HaBaHTa)KyBajibHa /103a: 8§ MI/KI BHYTPiLIHEOBEHHO.
- MiTpUMYyBaNbHa 103a: 6 MI/KI BHYTpilIHHOBEHHO,
BBO/JIMJIACS KOXHI 3 THIKHI.

IlocninoBHicTh BBeleHHs mpemaparie [lep’eta Ta
IepuenTun 3anexana Bix ynoao6aHHs 10CTiIHUKA.

Y Bunagkax, Kkomu mpenapar [epuentuH A
MiAIKIPHOTO BBEJICHHA 3aCTOCOBYBABCS B a1 IOBAHTHOMY
pexumi  3amicte  npemapary  [epuentuH s
BHYTPIIUHbOBEHHOTO ~ BBEJICHHS, MALIEHT OTPUMYBaB
hikcoBany no3y 600 Mr mnpemapary Iepuentun mns
HiIIKIPHOTO BBEJIEHHS HE3aNeXkHO Bil MacH Tima, i3
BBE/IEHHAM KOXHi 3 THKHI.

14. IlpenapaT nopiBHAHHS, 1033, CrOCi6
3aCTOCYBaHHsA, CHIA JUT

Poypctaiegy & pree
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XimioTepartis Ha OCHOBI aHTpALMKIiHY:

[lepen orpumannsam IT+T° BHyTpimHbOBeHHO a6o I1I°
FDC  mimmkipwo  yci  mauientu  orpumyeanm
xiMioTepariro:

- UWIBHICTE  JI03W  JokcopyGiuuHy 60 mr/m>
BHYTPIIHBOBEHHO Ta  1MKiIohochaminy 600 mr/m?
BHYTPilIHEOBeHHO (ddAC) KkoXHi 2 THKHI npoTsrom 4
LMKIB, i3 HACTYNMHHM 3aCTOCYBaHHAM NaKIiTaKcemry
80 Mr/M2 KOXKEH THXKIEHb npoTsaroMm 12 mukiis.

abo

- nokcopyGiumH 60 Mr/M>  BHYTpilIHBOBEHHO Ta
waknodocdamia 600 Mr/m?>  BHyTpimHbOBeHHO (AC)
KOXHI 3 THXKHI TpOTArOM 4 UMKIiB, i3 HacTyIHHM
3aCTOCYBaHHAM JAOLETAKCeTy 75 Mr/M? BHYTPILIHBOBEHHO
i3 nigsuienHsamM 1o3u a0 100 Mr/M2 BHYTpIlIHBOBEHHO
MpH BiACYTHOCTi 0OMEXYIOY0i 103y TOKCHYHOCTI, KOMKHI
3 TWXHI IPOTATOM 4 ILMKIIIB.

Ilicna Beemenns ddAC/AC pexum nakniitakceny a6o
JoLieTaKceNny 3acTOCOBYBaBcs y KomOGinawii 3 [14[
BHYTpiHboBeHHO a6o III' FDC mimwkipHo mpoTsrom
Heoa[ IOBAHTHOT (a3u.

Jo3Bo1eHe JiKyBaHHS
- IIpuitHATHI METO/IM KOHTpaLeNLii.
- Hl i H2 awtarowictu (Hanpuknaj audeHrizpamin,

LUMETHIHH).
- [llpenapaty nns  7nikyBaHHS — CepLEBO-CYAMHHMX
3aXBOPIOBAHB: iHribiTopu

aHTiOTEH3HHIEPETBOPIOBANLHOTO  iepmenty  (AIID),
OiiokaTopu  peuenTopi  aHrioTeHsuHy, [-6iokaropw,
Onokaropu KanbLi€BUX KaHANiB 1 JiypeTku (mns
NKyBaHHS apTepialbHOI rinepTeHsii 3 MeTOW 3HWIKEHHS
aprepianbHoro  TMcKy mo < 140/90 mm pr.ct.), P-
Onokaropu, GJ10OKaTOPH KAJIbLi€BMX KAHAMIB i JUFOKCHH
15. CynyTHs Tepanis (AN KOHTPOMIO YacTOTH CEePUEBMX CKOPOYEHb) i
iHribiTopu arperaitii TpOMGOLIUTIB.

- 3nebomoBasibHI/MpoTH3aNANBHI  3aC00HM (HANpUKNAz
napatieramoJi/aneTaMinodeH, MenepuayH, omioinm).

- KoporkocTpokoBe 3acTocyBaHHS KOPTHUKOCTEpOiZiB
A JiKyBaHHs a60 NpoQinakTHKM anepriyHux abo
iHDY3ifHUX peakiLii.

- CranjapTHa npeMeauKauis s Heoax IOBAHTHOI
XimMioTepanii, =~ BK/IIOYAlOYH  KOPTHKOCTEpOimM  Ta
NpOTHOMOBOTHI 3aCO0M.

- CranjaptHa Tepanis pasimie iCHYIOUHX MeIUYHHX
CTaHIB i MEJIMYHUX Ta/abo XipypriYyHMX yCKIaHEHb.

- Bynp-sixuii nikapceKuii 3aci6, nokasaHui BUKITIOUHO 3

P@C(’/ﬂfy tﬁ/*ﬂq’;
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METOI NiATPUMYBaJIbHOT Tepanii (Hanpuknan
aHaJbreTHKH, NpoTHaiapeliHi npenapaTu,
AHTHJICTIPECAHTH) 3a PIlIEHHAM J0CIi IHUKA.

- Kononiectumymoroui daxTopu (HanmpuKkman
rpaHyIOLMUTapHUIA KOJIOHIECTUMYTIOUHit (akTop).

- [lepenuBanHs KpoBi 3a pillleHHAM JOCHTIHHKA.

- AHTAaroHiCTH pPelenTopiB A0 ecTporeHy (HanmpHKIaf
TaMokcuden) abo inriditop apomarasu (IA) aus
MOCTMEHONAy3albHUX MalieHTIB ab0 Tamokcuden 3 abo
0e3 npurHiveHHs GyHKUil s€YHUKIB 118 NalieHTiB y
npemeHonaysi abo iHribiTop apomarasu i3 npurHiveHHIM
(yHkuii sedHuKkiB 1M mauieHTiB y npemeHomaysi,
MPUHOM SIKUX PO3MOYATO MiCHs XipypriyHoOro NiKyBaHHS,
BIZINOBI/THO JI0 JIOKAJILHOT NPaKTHKHU.

Engokpunny  Tepamito He ciig  3acTocoBYBaTH
O/JIHOYACHO 3 HEe0a/1’FOBAaHTHOKO Tepami€lo.

- ATOHICTH PUJII3MHT-TOPMOHY rOHanoTponiny (GnRH)
3 METOIO 30epexeHHs PepTHILHOCTI.

- Bitaminu Ta MiHepanbHi 106aBKu.

- Bichocdonaru.

- Bymp-axi inmi nikapceki 3acobu, He BKIIOYEHi B
nepesik 3a00poOHeHUX Mpenaparis.

3arajioM NOCTiIHUKM NOBMHHI KepyBaTH IOTJIALOM 3a
Mali€HTaMK i3 3aCTOCYBAHHAM MiATPUMYBaNbHOI Teparii
Yy pasi kiiHigHOi HeoOXigHOCTI Ta BiAMoOBiAHO 10O
JIOKaNlbHOT CTAHAAPTHOI MPAaKTHKH.

®@iToTepariis, He NpU3HAYEHA [UIs JIIKYBaHHS paKy, MOKe
3aCTOCOBYBATHCS I[iJ| 4Yac JOCHiMKeHHs Ha Ppo3cys
IOCTTI IHHKA.

AJI'IOBaHTHA TOPMOHAJIbHA Tepamisi Gyia posnouyata y
MALEHTIB 3 MO3MTHBHUM TOPMOHAIBLHMM PELENTOPHUM
CTaTycoM JIMI€ TMiCNs TMEepPBUHHOTO  XipypriuHoro
NiKyBaHHA 3TiJHO 3 KepIBHMUTBAMH, HABEJCHUMH B
nporokomi.  Kinbkicte  mauienrtis, ski  orpumanm
IOHAlMEHIIEe OJHE TOPMOHAJIbHE NiKyBaHHs Ha maTy
3aBeplieHHs  300py  KJiHiYHMX ~ gaHux, Oy’a
NOPiBHANBHOIO Mixk 1BoMa rpynamu (61 [24,2 %] nawient
y rpyni IT+I" BHyTpilIHEOBEHHO MOpiBHAHO 3 52 [21 %]
nauientamu y rpyni [II' FDC nimmxipso). HaiiGinsm
4acTO 3aCTOCOBYBAaHi METOAM TOPMOHAIBHOI Tepanii
CKIajaiucsi 3 aHTHeCTpOoreHiB (tamokcudeH), ski
3actocoByBanu 45 (17,9 %) nportu 25 (10,1 %) narienris
y rpyni II+I" ans BHyTpillHBOBEHHOro BBeAEHHS Ta y
rpyni ITI" FDC anst niguikipHOro BBeICHHS BiAMOBIIHO.

Ilpaktuuno yci mauientu (251 [99,6 %] I+ mns

Mepeiacy bprerd;
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BHYTPIUIHBOBEHHOTO BBEICHHA NpoTH 247 [99,6%] NI
FDC jmns  migmkipHoro  BBedeHHS) OTPUMYBaJIU
IOHaNMeHIIe OAHY CYNYTHIO Teparniro (Lo posmoyanacs
nig yac jocnijpkedns). Haityacrime 3aCTOCOBYBAJIMCSA
MpeMeIMKaIliA 3 METO ociablieHHs MoGiYHMX edekrip
Ximiotepanii a6o HER2-taprethoi Tepanii sk 3okpema
aHaJIbreTHKHM, MICLIeBI AHECTETHKM Ta AHTHUriCTaMiHHI
NpenapatH, aHTHOIOTHKM Ta KOPTHKOCTEPOi U,

Ileppunna (apmakokinernuna kinnesa Touka: Ciough
nepry3ymaldy B cupoBaTii KpoBi mij uac umkny 7 (mpe-
J03a UKy 8).

Bropunna ¢apmakokineTHuHa KiHuesa Touka: Cirough
TpacTy3ymaby B CHpoOBaTLi KpoBi mij yac uukny 7 (mpe-
103a LUKy 8).

Bropunni _kiHueBi ToukM edeKTHBHOCTI: 3araibHa
natoMoposioriuna nosxa Bianosiae (tpCR) IT" FDC ajis
MiAWKIPHOrO BBENEHHSA + XimioTepamis MOpIiBHSIHO 3
16. Kpurepii ouinku edexrusHocTi npenaparoM llep’era 11 BHYTPilIHLOBEHHOrO BREICHHS
Ta npenapatoM ['epuenTuH Ui BHYTPilIHLOBEHHOTO
BBEJIEHHS + XiMioTeparis.

Inwi  propuHHi  KiHUeBi  ToukM  edeKTHBHOCTI
(BiKHBaHICTL Oe3 iHBA3MBHOrO 3axBopiosanHs [iDFS],
iDFS,  Bkmouyaroun  JApyruil  mepBMHHMH  pak 3
nokamizauielo He B MONouHil 3amosi [SPN-BC],
BIDKMBaHicTh 6e3 moaiii [EFS], EFS Bxmouaroun SPN-BC
BiJIaJICHUH pPELMAMB PaKy MOJIOYHOI 3ali03u [DRFI],
3arajibHy BWKHBaHicTe [3B]) Oyayrte mpencraeneni B
3aKJIIOYHOMY 3BITI KJIIHIYHOTO JOCIIIMKEHHS.

BropunHi kiHuesi Toyku 3 Ge3mexu:

- YacToTa Ta TOKKICT Hebaxanux seumy (HS) i
cepiosnux Hebakauux sBum (CHSI), i3 Tmxkicrio,
BM3HAYEHOW 33  3arajlbHUMH  TEPMiHOJOTIYHMMH
KpUTEpisMH s OLLiHKH HebaXaHUX  ABHMII
Hauionansnoro incturyty paky (NCI CTCAE) Bepcii
4.0.

- BIIXM/IEHHs 1abopaTtopHUX MOKA3HHKIB BiAMOBiAHO 10
17. Kpurepii owinku Gesnexu NCI CTCAE gepcii 4.0.

IlepBunHi KapaianbHi KiHLIEBi TOUYKH:

- HacToTa CUMIITOMATUYHOTO 3HHKEHHS (QpaKLil BUKKILY
(«cepueBa HezoctaTHiCTB») Kknacy III a6o IV 3a Helo-
Hopkebkoto — kapionorianoro acomiauieto, NYHA) i
3MEeHLIeHHs (pakuii BUKuIy niBoro uutyHouka (OBJILLI)
uoHaiiMenme Ha 10 BigcoTkoBMX 6aniB Bijl BHUXiZHOrO
piBHs Ta MeHmIe 50 %.

- CepueBa cMepTh
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BropunHi kapianehi Kinuesi Touku

- HactoTa Ge3CHMNTOMHOT Y¥ CHMIITOMATHYHOI JIEFKOrO
CTyneHs CUCTONYHOI aucdyHKUil JiBoro mmyHouka
(«3meHwenns (pakuil Bukuay») knacy Il 3a NYHA, mo
BU3HAUaeTeC  AK 3MeHmwenHs @OBJII wa >10
BIICOTKOBUX  GaliB  MOPIBHSHO 3  [OYATKOBHM
MOKa3HUKOM 10 abcomoTHOoro nokasHuka OBJIIL o
<50%, mwo mATBEPIKEHO APYrUM  OGCTEKEHHAM
NpOTAroM OM3BKO 3 THKHIB.

HopiBusiHHicTs  mo3M i mimmkipHoro  Ta
BHYTPIIIHBOBEHHOI'O  BBEJEHHS neprysymaby Ta
TpacTy3ymaly BHBYajach B iepapXidHOMY NOPAAKY 3
METOI0 KOpeKLil Ha MpeJMEeT MHOKUHHOT CTATUCTHKM Ta
KOHTpO/IO momMuiku | Tuny i3 omHoctopoHHiM 5 %
piBHEM 3HAYyIOCTI.

Tecrysanuck HacTymHi rinoresu:

- HO: nmimukipHa 1032 € moHaiiMeHIe eKBiBaTEHTHOIO
J03i  An8  BHYTPIIHLOBEHHOTO  BBEACHHA (TobTO
BiAHOUICHHS TIEOMETPHYHMX  CepemHiX  Crrough npu
MiAWKIPHOMY BBeNEHHI/Cough TIPH BHYTPIlIHLOBEHHOMY
BBEJIEHHI] JUISE i AWKipHOT JI034 CTOCOBHO
BHYTDILUHEOBEHHOT /1031 He nepesuiye 0,8) npotu

- H1: no3a my1s nigiukipHOro BBENEHHS € IMOHAMMEHIIe
€KBIBAJIGHTHOI 1031 /i BHYTPIilIHbOBEHHOTO BBEAEHHA
(To0TO BifHOWIEHHS reoMeTpUYHUX cepeaHiX Ciuough MPH
i KipHOMY BBB,[{CHH]/Ctmugh IIpU BHYTPIIIHLOBEHHOMY
BBEJIEHHI JUIst i [ KipHOT J03H CTOCOBHO
18. Cratucruuni MmeToau BHYTPiLIHBOBEHHOI 1034 AOPiBHIOE 260 nepepuiiye 0,8).

Ipouenypa iepapxiuHoro TecTyBaHHs BUKOHyBamacs 3a
HACTYITHUMHM KPOKAMMU:

1. TecryBanus neperHHOI KiHUEBOT TOUKH, Cirough MPH
nianipHomy BBE/JIEHHI/Crough NpH BHyTpilHHbOBCHHOMy
BBE/ICHHI nepTy3yMaly B cnpOBaTul KPOBI MiJ 4ac UMKy
7 i3 0IHOCTOPOHHIM 5 % piBHEM 3HAYYLIOCTI.

[lpy  mosutuBHOMY  pesynbTaTi  NpPOJAOBKYIOTH
TECTYBaHHs BIANOBIHO N0 KPOKY 2; NPU HEraTHBHOMY
Pe3yNbTaTi TeCTYBaHHS 3YIIMHAIOTD.

2. TecryBauHs BTOPHHHOI KiHLEBOT TOUKH, Cyough npu
m,uuuupHomy BBEJEHHI/Ctrough TIPH BHYTle_[IHI:.OBeHHOMy
BBEJICHHI TpacTy3ymaby B CHPOBATLI KPOBi Mij yac MUKy
7 i3 0tHOCTOPOHHIM 5% piBHeM 3HauyImIOCTi.

[lopiBHAHHICT, o3 s MiJWKipHOTO  Ta
BHYTPilIHLOBEHHOI0 BBEIEHHS OL{HIOBAJACh MLIAXOM
METOJAMKM OJHOCTOPOHHBOTO TecTyBaHHA. HynboBy
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rinotesy 6yn0 BiAXWieHO i MOpPiBHAHHICTH Oyno
MiATBEPKEHO, AKIIO HUKHA Mexa 90 % JI BigHOIIEHHS
IeOMEeTPUYHHMX cepeliHiX cTaHoBuIa > (,8.

JABi rpynu nikyBauus Oymum nobpe 36anaHcosami
CTOCOBHO O1nBLIOCTI BUXIIHHUX nemorpadivHux
XapaKTepUCTHK (BiK, €THiYHA NpPUHANEKHICTh i paca);
BKJTIOYCHI B JOCII/DKEHHs MAL[i€HTH B OCHOBHOMY Oynu
€BponeoiaHol pacu (164 [65,1 %) naujenris y rpyni TT+I°

19. [leMorpadiuni nokasuuku gocnimpkyBaHoi | wis BHYTDIIIHLOBEHHOTO BBEJEHHA MOPIBHAHO 3 165
nonynswuii (crark, Bik, paca, Towo) [66,5 %] nauientamu y rpyni III' FDC ana nigmkipHoro
BBE/ICHHS), 13 cepetHiM BikoM 49 pokis (rpyna [T+ s
BHYTDIIIHBOBEHHOTO BBEJCHHS) NPOTH 52 pokie (rpyna
[II' FDC nns migmkipHoro BBejeHHs). Vci okpim 2
nauienTiB y rpymi II+I' aa1  BHYTpilUHBOBEHHOrO
BBEJICHHS OYJIM JKiHKaMH.

DapMaKkoKiHeTHYHI Pe3yabTaTH

[lepBunHwMi, BTOPUHHHIA Ta NOLLIYKOBUH
GbapmakokiHeTHYHHIT aHani3M (332 BHHATKOM aHami3iB
eKCTIO3ULIT-BIANOBiAi  Ta  B3aemoail 3  iHmwMMH
JKAapChKUMHK 3aco0aMu) Gyn¥ BHKOHAHI BiAMOBiHO 10
(apmaxoxineTnyHoi nomymALii no mnpotokony (To6To
MalicHTH, AKi CTPOro  BiANOBIZAIOTH  3a3;anerims
BM3HAUCHHM IPOTOKOJIOM KPHUTEPIAM).

ITeppuuna  kiHuesa Touka (Ciough NeEpTY3ymMaby B
CHpOBATL KPOBI HA MOMEHT MKy 7 [mpe-103a uukiy 8])
Oyna fgocarHyTa Ta NpOJEMOHCTPOBAHA AHAJIOTIYHICTE
Ctrough MepTy3ymMaby B CHpOBaTLi KPOBi Ha MOMEHT LUKy
7 (mpe-no3a wukmy 8) B ckmazni npenapary I1II' FDC mns
MiIIKIPHOTO ~ BBEJIEHHS MOPIBHSHO 3  TNpenapaToM
[Tep’era  (rpyna II+I"  mis  BHYTpilIHBOBEHHOrO
20. Pe3ynbTaTin e()eKTUBHOCTI BBEJICHHs1).  BiJHOLIEHHS  TreOMETPHYHMX  CepemHix
BEJIMYMH CHPOBAaTKOBMX KOHLEHTpalili mnepTy3ymaby
Cuough  1pH nmimmkipHoMy — BBeAeHHI/Cyough  TIPH
BHYTPIIIHBOBEHHOMY BBE/ICHHI HA MOMEHT LUKy 7 (npe-
po3a uukiy 8) cradosuno 1,22 (90 % AL 1,14, 1,31).
CrocrepexyBana HIKHS MexKa ABOCTOPOHHBOT0 90 % JII
1,14  Oyna Bume nonepesHb0 3a3HauyeHOi  Mexi
nopiBHsaHHOCTI 0,8.

Bropunna dapmakokiHeTMuHa KiHLEBa TOYKa TAKOMK
Oynma JocsirHyTa Ta MPOAEMOHCTPOBAHO AHAJOTIUHICTD
Ctrough TpacTy3symaly B CHpOBaTIli KpOBi Ha MOMEHT
Ky 7 (npe-gosa umkay 8) B cknaai npemapaty T1T0
FDC nana nimukipHoro BBeneHHs NOPiBHAHO 3
npenapatoM  ['epuenTuH 1 BHYTpPilIHBOBEHHOTO
BBeJeHHs (rpynma [I+I° 118 BHyTpilIHBOBEHHOTO
BBE/ICHHA).

bwdl. Cp
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BigHowenns  reometpuunux  cepemmix  Benmumm
CHPOBATKOBHX KOHLIEHTpaLljfi TpaCTy3yMaﬁy Crough TIPH
migKipHoMy BBeaeHHI/Cuough TIPH BHYTPiIHBOBEHHOMY
BBEJEHHI TpacTy3ymaby Ha MOMeEHT uukay 7 (npe-mosa
uukiny 8) cramoBuno 1,33 (90% [I; 1,24, 1,43).
CroctepeskyBaHa HIDKHS MeXa ABOCTOPOHHBOTO 90 % Al
1,24 Gyna Buime mnonepesHBO 3a3HAYEHOT  MeEXxi
nopieHsHHOCTI 0,8.

ITomykoBuii (apmakokiHeTHUHHMIT aHAai3 NoKasaB, w10
HaBaHTa}KyBaJ]le N03H NepTy3ymaby Ta TpaCTysyMaﬁy B
CKnani nikapcekoro 3acoby I FDC s i AIKipHOTO
BBE/ICHHS 3&663He‘-]leTb MOPIiBHAJIbHY EKCIO3MLIIK0 NpH
NOPiBHSAHHI 31 cTaHaapTHO HaBaHTa)KYBABHOIO 103010
NpH BHYTPILUHBOBEHHOMY BBeleHHi B rpymi I+ mns
BHYTDIIHBOBEHHOTO ~ BBENCHHA | He  mOpymye
CKCIIO3MIIIIO JiKapchKOro 3acoby Ha MiACTaBi MOKA3HMKIB
Crrough miz yac mukay 5 (mpe-gosa wmukay 6). Auamia
eKCII03MLIT-BiANOBIAI NPOAEMOHCTPYRAR, 110 36iNbIIEHHS
eKCIO3MIIT NepTy3ymaby acouioBanock i3 [Aemo BHINOKO
yacrororo tpCR. He Gyno izentudikoBano 38’a3Ky Mmix
eKCMo3HLiel0 Ta 0e3MeKo ms Oyab-AKOT 3 OLIHEHUX
KiHLIEBHX TOUOK Ge3neku (peakiiii, oB’s3aui 3 iH’ eKi€ro,
CHA, Kap/liaJibHi SIBHIIIA, ABHIIA
rinepuyTauBocri/anadinakcii Gyap-sikoro crymens, HSI
23 crynens Ta jiapes i Helitponenis >3 crynens). He
criocTepiranock BIUIUBY neprysymady Ha
(hapmakokineTuky Tpactysymaly npu BBeNeHHi y BUrIs
[II" FDC ans migmKipHOro BREIEHHS.

PesynbTaTn edexrusnocTi

Yactka mauientiB y momynsuii BCiX paHI0Mi30BaHMX
MALi€HTIB BiANOBIJHO MPU3HAYEHOTO TiKYBaHHs (ITT), y
AKX Oyna pocsruyra tpCR  micns 8  mukiis
HEOA/'IOBaHTHOI Tepamii, Oyjia NOPIBHATBHOIO MiX
rpynamu - mikysauHa, 59,5% y rpyni II+I° s
BHYTPIiLIHLOBEHHOTO BBeleHHs Ta 59,7 % y rpymi I
FDC pnst migwkipHoro BBefeHHs, i3 BiaMiHHicTIO
pesyartaTi 0,15 % (95 % JI: -8,67, 8,97).

[ligrpynoBuii  aHanis y MHOXMHHEX, NonepeaHbo
BU3HAUEHHX, KIiHIYHO 3HAYMMHX MiArpynmax IoKasas
BIZICYTHICTh MOMITHOT pi3Huui B yacToTi tpCR Mix aBOMA
Irpynamu JiKyBaHHs, 10 Jaji IEMOHCTPYE OHOPiIHICTb 3
pe3ynbraTaMu B 3araibHii momynsauii ITT.

[TomrykoBuit ananis, y Tomy umeni noema maronoriyna
BiAMOBiAL 3 Goky MmomouHoi 3anosu (bpCR) i noena
NMaToJIOriyHa BiANOBi/b 33 KPUTEPIAMH HIMELLKOT IPyIIH 3
MosiouHol 3ano3d (GBG pCR) Gynu oaHopigumu 3
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OCHOBHHMH pe3yJbTaTaMu e()eKTUBHOCTI.

Y GinbwocTi nauieHTiB B 060X rpynax crocTepiranach
KJliHiYHa BiJNOBiab (MIOBHA BiAMoOBijk [CR] a6o yacTkoBa
BianoBiab [PR]) Ha Heoax 1oBaHTHY Tepariito.

Ha naty 3aBepurenns 360py KIiHiYHMX JaHMX NalieHTH
Bce wie Oynn B an’toauTHill (asi i B pesynsTati Gyno
HEJIOCTaTHRO [JAHWX 171 aHali3y KiHUEBMX TOYOK yac JI0
BUHMKHEHHs monii, Tobto iDFS, iDFS BxIr0Yaoyu
BTOPHHHHI NEPBMHHMI pak 3 Jlokanizaliero mnosa
MOJIOYHOK  3a/l030K),  BI)KMBAHICTE  0e3  MOfii,
BIJKMBAHICTb Oe3 MoJill BKIHOYA0UM APYrHil MepBHHHMG
pak 3 JOKaJi3aliclo mo3a MOJIOYHOIO 3al03010, DRFI Ta
3arajbHa BUKUBAHICTE.

3aranbHuii podine Gesneku Ta nepeHOCHMICTb y rpymi
III" FDC ans nimmkipHoro BBeaeHHA 6YB MOpPiBHANBHUM
3 rpynoro [1+I" ays BHYTpiLIHLOBEHHOTO BBEICHHS.

OcHoBHi pe3ynbTaTy Gy/u HACTYTHUMH:

- Ekcnosuuis  mocmimkyBanum  mikyBaHHsAM Oyna
30anaHcoBaHa MiX TIpymamu JiKyBaHHS | OLIBIIICTB
nauieHTis (96 % I+ qis BHYTPilIHBOBEHHOTO BBEIEHHS
Ta 94,4% III' FDC jans migwkipHoro BBeaeHHs)
3aBEPIIMIIM HEOa/l' FOBAHTHE JIOCJIDKYBaHe NiKyBaHHS SK
3aMJ1aHOBAHO.

- IlpakTHyHO y BCiX MALi€HTIB BHHHKIO ImMOHAiiMeHIIe
ome HA (99,6 % II+I' pia  BHYTPilIHBOBEHHOTO
BBeeHHs npoti 100 % PIII' FDC gas nigmkipHoro
BBEJICHHA).

- Hailuacrime nosigomnsnoce (y >30 % namieHris y
KOXKHIA i3 rpym) mpo HS ycix crynenie TskkocTi
21. PesynbraTu 6e3meku (Bimcotox  Bupakenudt Ak rpyma [+ g
BHYTPILIHLOBEHHOrO BBefieHHs mnpotu III° FDC ans
MiALKIPHOro BBeJEHHS): anonewis (70,2 % npotu 77 %),
nyznora (60,3 % npotu 58,9 %), niapes (55,2 % npotu
58,5 %), auemis (40,9 % mnporu 33,9%) Ta acreHis
(30,2 % npotu 28,2 %).

- YacTku naui€eHTiB, y AKMX BHHUKIO IMOHAHMEHIIe
onHe H, CHA, HA 3-5 crynens Tsxkkocti ta HS, mo
NPHU3BEJI0O 10 NEepeayacHOro MNpUMHHeHHs aHTU-HER2
NiKyBaHHsl, Gy/H 36anaHCOBaHi y rpynax JiKyBaHH.

- HacToTa nepBMHHMX KapAialbHUX ABHII Gyja HU3BKOIO
(3xoHOTO nauieHra y rpymi In+r JUist
BHYTPIiLIHOBEHHOTO BBeAeHHs Ta 2 [0,8 %] manjedTu y
rpyni I1I" FDC ans niAmwkipHoro BpeieH ).

- HacToTa BTOPMHHMX KapAianbHUX ABHIN (BU3HAYEHHX
AK 3HWKeHHs (pakuii BUKKIY JiBOrO MIIyHOUKa Ha > 10
BiICOTKOBMX O0aJliB MEHIIE BHXiJHOIO MOKA3HHKA 1o
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abcoMmoTHoro  mokasHuKa  dpaKxiii BUKHIY JTiBOro

mtyHouka <50 % Ta MiATBEpIKEHO mpH JApyromy

BUMIpIOBaHHI  ¢pakuii BukMAy niBOrO LIJIyHOUKA

NpoTAroM mnpuOIM3HO 3 TWKHIB) Oyla HH3BKOK |

BuHukna y 2 (0,8 %) nauientie y rpyni I+ s

BHYTPILIHEOBEHHOTO BBeJeHHs Ta y 1 (0,4 %) mauienta y

rpyni I1I' FDC y rpyni miguikiproro BeeaeHHs.

- Hacrora HS s MosiTopuHry Takoxk cmiBnajgana 3

BiloMum npodinem Gesnmeku npenapary Ilep’era y

KoMOiHawii 3 npenaparom I'epuentun i ximiorepaniero B

nocnipkennsx HER2-nosutuBHOro paky Mosousoi

3aJ103H1:
©  Yacrora Ta TAKKiCTb Aiapei Gy mopiBHAIEHUMHU

MDK ABOMa rpynamu mikysauus (55,2 % y rpymi TT+1

ISl BHYTPIIIHBOBEHHOTO BBEJICHHS mpoTH 58,5 %

rpyni III' FDC pans nigwkipHoro BBemeHHs), i B

6inbLoCTi BUNa/KiB iapes Gyna clabko BUPaXeHOH.

© UHacrora Ta THKKiCTB HeiTponenii/debpuasHoi

HelTponeHii/neiikoneHii GyiM NOPIBHSTBHUMU  Mix

ABOMA rpynamu nikyBaHusa (52,8 % y rpyni I+ mns

BHYTPIlIHBOBEHHOTO BBE/CHHS NpoTH 48 % y rpyni [1I°

FDC nns nigmkipaoro BBeaeHHs).

O 3araloM 4acTOTa Ta TSKKiCTh aHadinakcii Ta
rinepuyyTauBocTi Gyja HHM3BKOIO B 060X rpynax
TIKyBaHHS (2 % y rpymi [+r s
BHYTPIIIHLOBEHHOTO BBE/IeHHs potu 1,6 % y rpyni
III' FDC ana mimukipHoro BBemeHHs) i B GinbuocTi
BUMA/IKIB Oy cabKo BHpasKeHUMH.

o Iudysikini  peakuii/peakuii, nor’szani i3

BBEJICHHAM, AKI BHHUKAIM TPOTAroM 24 roamd nicis

BeeaeHHa HER2-tapretnoi Tepamii, cnocrepiramucs

pewo wyactiwe y rpyni III FDC ans migmkipaoro

BBEJCHHA  MNOpiBHSHO 3 rpynolo [+ mug

BHYTpilUHbOBEHHOTO BBeaenus (13,5% y rpymi [T+

AU BHYTPiLIHOBEHHOTO BBeAeHHs mnpotd 17,3 % y

rpyni III' FDC pans migwkipHoro BBejeHHs) i B

Oinbmocti BunaakiB Gyiu cnabko BUpaKeHUMHU.

PesyanTaTi moao imysorennocri

YacToTa BUHMKHEHHS aHTHTIN M0 JiKapChKOro 3acoby

(ADA), saki BHHHKamu mig uac miKyBaHHs, Oyna

MOPIBHANBHOIO MK rpynamu Jjikypauss [T+ g

BHYTPIIIHROBEHHOr0 BBeneHHs Ta [IIT FDC ISt

migmkipHoro  BBefeHHs. Y rpymi I+ ans

BHYTPIIIHbOBEHHOTO BBEJEHHS YaCTOTA BUHUKHEHHS

aHTHUTIN 110 nepTy3ymaby Ta TpacTy3ymaly, ki BHHHKaIK

1ij| yac JiKyBaHHs, ctaHouna 3 % (7/237 NaliceHTiB) i
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0,4 % (1/237 nauientip) Bizmosigmo. V rpyni I[II' FDC
AT MiAWKIPHOTO BBE/ICHHS YaCTOTA BUHUKHEHHS aHTHTLT
Ao nepty3ymaby Ta TpacTy3ymaly, ki BHHHKAJIHM T yac
NiKyBaHHA, Ta aHTHTIn 10 rHuPH20 cranoBmia 4,8 %
(11/231 nauienris), 0,9 % (2/232 nauieHtie) i 0,9 %
(2/225 nauientiB) Bianosigmo. ITomykosuii aHani3
CBITUMTH, 10 BHHUKHEHHS aHTUTLI /0 nepryzymaby Tta
Tpactysymalby, sKi BUHMKAIM MiJ yac JNiKyBaHHsi, Ta/a6o
aututin g0 tHuPH20 we mae 6ymap-sKkux KIiHi9HHX
HaCJTiIKiB CTOCOBHO (hapMaKOKiHETHKH, eheKTHBHOCTI U
Oesneku.

Pesynerath  mepBuHHOro  amamizy  mocnimkeHHs
FeDeriCa nponemoncrpysanu, mo pexum [ FDC s
MiAWKIPHOTO BBEJEHHS 3abe3neuye nopiBHAHHICTE Cirough
nepTy3ymaby Ta TpacTy3ymaly B CHpOBATIli KPOBI miz yac
UMKy 7 (npe-no3a uukiay 8) 3i cXBaJeHWMHU pexxMMamMu
NiKyBaHHS npenaparamu Ilep’era s
BHYTDIIIHBOBEHHOTO BBEJICHHS Ta MpENapary I'epuenTun
y nauiedtiB i3 HER2-nosuTuBHMM paHHiM pakom
MOJIOYHOI 3aJI03H.

Egexrusuicts pexumy III' FDC ans  nmigwkipeoro
BBEJICHHsI Oy/a MOPIiBHAILHOK 3 PEKUMOM JKYBaHHS
[T+I" ana BHYTPILIHBOBEHHOTO BBEJIEHHS, OCKiILKH Oyna
AOCATHYTA MPAKTUYHO ieHTHYHA YacToTa tpCR B 06ox
rpynax nikysawHs (59,5% y rpymi [+ i
BHYTDIIIHBEOBEHHOTO BBEEHHS NpoTH 59,7 % y rpymni I
FDC  ans  nimwuxipnoro Beesenns). Ili  pesyasraru
Y3rouKyroTecs 3 4actotoro tpCR, mo cnocrepiranace B
22. BUCHOBOK (3aK/I0ueHHS) IHIMX ~ JOCHI/PKEHHAX — Heoan IOBAHTHOTO NiKyBaHHs
npenaparis [lep’era, I'epientun Ta ximMiotepanii.

3aranom jgami 3 Gesmeku y rpyni III' FDC juis
MiAWKIPHOTO BBEICHHs Oy/M MOPIBHAIBHUMHU 3 rpyInor
[I+I"  ans  BHYTPILIHBOBEHHOTO  BBeJEHHS Ta e
OJIHOPIHMM 3 BiZoMHM npodinem 6Gesnexu pPeXKUMY
NiKyBaHHs mpenapatoM Ilep’eta y KoMOiHauil 3
npenapatom I'epuentuH Ta Ximiorepamieio npu HER2-
MO3UTUBHOMY pPaKy MOJIOYHOI 3all03H, 34 BUHITKOM
peakiii, moB’s3aHuX i3 BBEJEHHAM, SKi aCOLIIOBAIHCD i3
MiUKipHUM ~ musXxom  BBegenHs [T FDC st
MiAUWKIPHOTO BBEJEHHS Ta B GilbIIOCTI BHMAKiB Oynu
cnabko BupaxeHumu. JKoaHoi HOBoT aGo HecromiBaHOT
TOKCHYHOCTI HE BUSIBJICHO.

HacToTa BUHMKHEHHS aHTHTIN 0 JiKapChKOro 3aco0y,
BUSBJIEHHX IIC/IS  MOYATKOBOTO oGCTeXkeHHs, 6yia
HU3BKOIO Ta MOPIBHANBLHOIO MiDK Tpynamu jikyBanus [+
AN BHYTPIlIHBOBEHHOr0 BBeleHHA Ta I FDC mns

/Otf/’(i//ﬂc’-y' ff}” e,
/C,(/p/ﬂééjxf--, K%
X e
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MiIKIipHOTO BBeleHHS. Bunukuenus ADA He wmaio
AKHX-HEOY b KITHIYHHX HaCJIIJIKiB CTOCOBHO
(hapmakokiHeTHKH, edeKTHBHOCTI Ta 6e3neKH.

Ha  3aBepuenns, BPAaXOBYIOYM  TOPIiBHSNBHICTH
(apmaKkoKiHETUKH Ta MOpPiBHAIBHI eQeKTUBHICTL Ta
6esnexy [1I' FDC ans nigwkipHoro BBeaenus 3 I+ s
BHYTPILIHBOBEHHOTO  BBEJIEHHA, MEPBHHHMI  aHani3
Jocnimkendss  FeDeriCa  BCTAHOBHE CHIPUATIMBHIHA
Mpodinb KOPUCTB-PH3MK | MPONOHYE MEHIN iHBA3UBHMI]
Ta GiJIblI MIBHUAKWIA METOJ BBeCHHS nepTy3ymady mioc
TpacTy3ymaby npu HER2-mosuTHBHOMY paky MoIOuYHOT
3aJ103H.

3asBHMK (BIACHUK peecTpaliiiHoro MOCBIJUEHH)

@.Xoddmanu-JIs Pow JItn

[Mignuc

Karanina Poxac

basens, Ilseiiuapis

Binain 3 MbKHapOXHHX PEryasSTOPHUX MHTAHD

[Tignuc

Jleitna Jlicrep

basens, I1IBeiiuapis

Binnin 3 MbKHApOIHHX perynsaTOpHUX MUTaHb
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Clinical Trial Report

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

PHESGO

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 Z no If not, substantiate

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

Fixed combination medicinal product according to item
1 (sub-item 1.5) 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

Study BO30185: A phase I, open-label, two-part,
multicenter Perjeta® subcutaneous dose-finding study in
combination with Herceptin® in healthy male volunteers
and female patients with early breast cancer.

Final Clinical Study Report No. 1089515, November

2018

|6. Clinical trial phase

| Ib |

|7. Period of the clinical trial

| from 23 June 2016 till 31 May 2018 (clinical cut-off) |

8. Countries where the clinical trial was
conducted

New Zealand (2 investigator centers)

9, Number of study participants

planned: Part 1: approximately 48 healthy volunteers.
Part 2: approximately 40 patients with early
breast cancer (EBC).
actual: Part 1: 48 healthy male volunteers (HMVs)
(6 each in Cohorts 1-8).
Part 2: 40 female patients with EBC
(20 patients each in Cohorts B and C).

10. Goal and secondary objectives of the
clinical trial

Primary Objectives
Part 1 (Dose Finding)
- To select the SC loading and maintenance dose of]
Perjeta that resulted in comparable exposure to IV Perjeta
when Perjeta SC was given as a single-agent injection
(for eventual use in co-administration with Herceptin
SQO).

- To select the SC loading and maintenance dose of]
Perjeta that resulted in comparable exposure to IV Perjeta
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when Perjeta SC was given mixed with Herceptin SC as a
single injection (co-mixed).

- To assess whether additional recombinant human
hyaluronidase (rHuPH20) was needed when Perjeta SC
and Herceptin SC were co-mixed SC.

Part 2 (Dose Confirmation)

- To confirm the maintenance dose of Perjeta SC when
given as a single agent injection as part of co-
administration with Herceptin SC

or

- To confirm the maintenance dose of Perjeta SC when
given mixed with Herceptin SC in a single injection (co-
mixed) or co-formulated with Herceptin SC in a ready-to-
use single injection (FDC).

Secondary Objectives

To assess the safety and tolerability of Perjeta SC given
alone or in combination with Herceptin (co-mixed or PH
FDC SC) in HMVs and female patients with EBC who
had completed standard breast cancer therapy, on the
basis of the following endpoints:

- Incidence, nature, and severity of adverse events (AEs)
graded according to the National Cancer Institute
Common Terminology Criteria for Adverse Events (NCI
CTCAE) v4.03;

- Changes in vital signs, LVEF, and electrocardiogram
(ECG) parameters;

- Changes in clinical laboratory results;

- Incidence of anti-drug antibody (ADA) response.

11. Design of the clinical trial

This was an open-label, two-part, multi-center study of]
Perjeta SC.

Part 1 of the study was dose finding in HMVs in which
the loading and maintenance dose of Perjeta SC were
determined. Two types of Perjeta SC injections were
assessed: Perjeta given as a single agent injection, and
Perjeta SC co-mixed with Herceptin SC in a single
injection.

Part 2 of the study was dose confirmation in female
patients with EBC. The dose of Perjeta SC in Part 2
Cohort B was co-mixed with Herceptin SC (i.e., both
agents administered in one injection); the dose of Perjeta
SC in Part 2 Cohort C was co-formulated with Herceptin
SC (i.e., both agents formulated together and
administered as one (PH FDC SC injection).

Part 2 included Perjeta SC dose confirmation as well as
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planned to investigate Perjeta SC co-administered with
Herceptin SC as separate agents; this Cohort was not
required.)

Key Inclusion Criteria for Part 1:

1. Signed Informed Consent Form.

2. Healthy male subjects, ages 18 to 45 years inclusive.

3. Able to comply with the study protocol, in the
investigator’s judgment.

3. LVEF =55% measured by echocardiography (ECHO)
or multi-gated acquisition (MUGA) scan.

4. A body mass index (BMI) between 18 and 32 kg/m?
inclusive.

5. Agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive measures
and agreement to refrain from donating sperm.

6. No contraindications from detailed medical and surgical
history and physical examinations.

7. Intact normal skin without potentially obscuring tattoos,
pigmentation, or lesions in the area for intended injection in
the thighs.

Part 2 Inclusion Criteria:

1. Signed Informed Consent Form.

2. Females age > 18 years.

3. Able to comply with the study protocol, in the
investigator’s judgment.

4. Eastern Cooperative Oncology Group (ECOG)
performance status of 0.

5. Current non-metastatic adenocarcinoma of the breast
that meets the following criteria:

- Treated with adequate surgical procedure.

- Completed standard anticancer (neo)adjuvant treatment
(chemotherapy/biological) > 7 months prior to study drug
administration.

- Treated with radiotherapy if applicable.

6. Baseline LVEF > 55% measured by ECHO or MUGA
scan.

7. Negative pregnancy test in women of childbearing
potential who are premenopausal or less than 12 months of
amenorrhea post-menopause, and have not undergone
surgical sterilization.

8. For women of childbearing potential: agreement to
remain abstinent (refrain from heterosexual intercourse) or
use non-hormonal contraceptive methods that result in a
failure rate of < 1% per year during the treatment period and

12. Main inclusion criteria
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for at least 7 months after the administration of Perjeta and
Herceptin.

HMVs in Part 1 received a single dose of either:

- Perjeta IV. HMVs in Cohort 1 receiving Perjeta IV were
to be given a dose of 420 mg. The dose of Perjeta was to be
administered by intravenous infusion over 60 (x 10)
minutes. The infusion was to be slowed or interrupted if the
patient experienced symptoms of infusion-related
reactions.

- Perjeta SC. HMVs in Cohorts 2—4 receiving Perjeta SC
were to be given doses between 400 mg and 1200 mg by
subcutaneous injection.

- Herceptin SC. HMVs in Cohort 5 receiving Herceptin
SC were to be given a dose of 600 mg by subcutaneous
injection. '

- Perjeta SC + Herceptin SC co-mixed. HMVs in
Cohorts 68 were to receive 400 mg (Cohort 6) or 1200 mg
(Cohorts 7 and 8) Perjeta SC mixed together with 600 mg
Herceptin SC given as a single co-mixed injection.

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

EBC patients in Part 2 received a single dose of Perjeta +
Herceptin as follows:

- Perjeta SC + Herceptin SC co-mixed: EBC patients in
Cohort B were to receive the co-mixed injection containing
600 mg Perjeta SC (dose determined from Part 1) and 600
mg Herceptin SC.

- FDC SC: EBC patients in Cohort C were to receive the
fixed dose combination injection containing 600 mg Perjeta
SC (dose determined from Part 1) and 600 mg Herceptin
co-formulated in one injection.

14. Comparator, dose, method of

iy . licabl
administration, strength Het applieants

Permitted therapy

For the healthy volunteers, no concomitant medication
was permitted.

For patients with EBC, the following treatments were
permitted during the study:

- Acceptable methods of contraception.

15. Concomitant therapy - Hl and H2 antagonists (e.g., diphenhydramine,
cimetidine). '

- Cardiovascular medications: angiotensin-converting
enzyme (ACE) inhibitors, angiotensin receptor blockers, p-
blockers, calcium-channel blockers and diuretics (for
treatment of arterial hypertension with a goal to reduce
blood pressure to <140/90 mmHg), B-blockers, calcium-
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channel blockers, and digoxin (for heart rate control), and
thrombocyte aggregation inhibitors.

- Analgesics/anti-inflammatories (eig.,
paracetamol/acetaminophen, meperidine, opioids).

- Short-term use of corticosteroids to treat or prevent
allergic or infusion reactions.

- Anti-emetics (approved prophylactic serotonin
antagonists, benzodiazepines, dopamine antagonists, etc.).

- Medication to treat diarrhea (e.g., loperamide).

- Estrogen-receptor antagonists (e.g., tamoxifen),
aromatase inhibitors (e.g., anastrazole, exemestane), and
gonadotrophin hormone releasing hormone agonists (e.g.,
buserelin, triptorelin) after surgery, as per local practice and
guidelines.

- Ovarian suppression (luteinizing hormone-releasing
hormone [LHRH] analog).

- Bisphosphonates (to be used in accordance with the
approved labeled indication and/or nationally recognized
treatment guidelines).

At the discretion of the investigator, healthy volunteers
and patients may have also been administered a pre-
medication (e.g., acetaminophen [paracetamol] and/or
promethazine) prior to the administration of Perjeta
SC/Herceptin SC/PH FDC SC to reduce the risk of
infusion-related or injection-related reactions.

Twenty-four HMVs (50%) received at least one
concomitant medication. The most commonly given
concomitant medications were analgesics, predominantly
paracetamol, which was received by 12 HMVs (25%). All
medications given in Part 1 of the study were prescribed to
treat AEs.

All patients in Part 2 received at least one concomitant
medication (137 treatments in Cohort B and 132 treatments
in Cohort C). The most commonly given concomitant
medications were analgesics (32 patients taking 57
treatments). Other treatments taken by >25% of patients in
either cohort were antiestrogens, antihistamines, non-
steroidal antiinflammatories, selective serotonin reuptake
inhibitors, and steroids; these are as expected in this
population of EBC patients who have completed standard
(neo)adjuvant treatment.

There were no efficacy assessments in this study.

Pharmacokinetics: Pharmacokinetic data from Part 1 was
analyzed using noncompartmental analysis (NCA) to
estimate the following parameters: serum trough

16. Efficacy evaluation criteria
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concentrations (Ciougn), area under the concentration—time
curve from start of study treatment O to infinity (AUCo-nf),
maximum serum concentration (Cmax), time of maximum
serum concentration (Tmax).

Additionally, a popPK model was built to describe
pertuzumab pharmacokinetics and popPK model-based
clinical trial simulations were used to select a Perjeta SC
dose for Part 2.

Pharmacokinetic data from Part 2 (Cohorts B and C) were
also analyzed using NCA and the popPK model and popPK
model-based clinical trial simulations were refreshed with
this additional data. Part 2 PK data confirmed the Perjeta
SC dose in an EBC population. The totality of data from the
Phase 1b study provided the recommended loading and
maintenance doses for Perjeta SC for the Phase III study.

Safety parameters for this study consisted of protocol-
specified safety laboratory assessments, vital signs, ECG,
left ventricular ejection fraction (LVEF). Adverse events
(AEs), including serious AEs (SAEs), specific AEs to
Monitor, AEs of Special Interest (AESI), and deaths were
monitored continuously irrespective of their relationship to
the study drug until Day 85 after the last dose of study drug.
17. Safety evaluation criteria Events on-going at Day 85 or related events occurring after
Day 85 were monitored until follow-up at 7 months post
study treatment.

Immunogenicity: Immunogenicity  analyses  for
pertuzumab, trastuzumab, and rHuPH20: numbers and
proportions of anti-drug antibody (ADA)-positive patients
and ADA-negative patients during both the treatment and
follow-up periods.

This was an exploratory study and no formal hypothesis
testing was performed. Results are summarized
descriptively for each treatment cohort.

The sample sizes for both Part 1 and Part 2 were
determined by using simulation methods. Given the
18. Statistical methods sampling time schedule and assumptions on the PK
parameters, the uncertainty on the estimates of the fixed
parameters were expected to be lower than 30% for a
number of 6 HMVs per cohort in Part 1 and lower than 20%
with an additional 20 subcutaneously treated patients in Part
2

Overall, the baseline demographics of HMVs were
balanced among cohorts in Part 1. The treatment groups
were generally similar with respect to age, race, and
ethnicity. All subjects were males, per the inclusion criteria.

19. Demographic characteristic of
study population (gender, age, race,
etc.)
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The median age of HMVs ranged from 20.5 — 28.0 years
across cohorts. The majority of HMVs (38 [79.2%]) were
White. The ethnicity of most HMVs (42 [87.5%]) across all
cohorts was “not Hispanic or Latino”.

All 40 EBC patients enrolled in Part 2 were females, per
the inclusion criteria. The median age was 56.5 years old
(range: 42-77) for Cohort B and 52.5 years old (range: 37—
69) for Cohort C. The majority of patients (32 [80%]) were
White. The ethnicity of all patients was “not Hispanic or
Latino”.

No efficacy data were collected in this study.

Pharmacokinetic results

Pertuzumab and Trastuzumab Pharmacokinetics

Part 1: As expected, pertuzumab concentrations after an
I'V administered dose of 420 mg followed a biphasic pattern
with a distinct distribution and elimination phase. When
administered subcutaneously, pertuzumab resulted in a time
to reach maximum concentration (Tmax) between 4-7 days
and approximately dose-proportional increases in exposure.
The dose-proportional data was used to select the FDC
loading dose. There was no apparent impact of trastuzumab
on the PK of pertuzumab when the two antibodies were
delivered SC co-mixed.

Part 2: Pertuzumab exposures (observed single-dose
PK/noncompartmental Cyough and AUC) were similar
between 600 mg SC (Part 2, Cohort B) and 420 mg IV (Part
1, Cohort 1). The pertuzumab exposure including Cmax and
AUCiyf in patients with EBC (Cohort B and Cohort C) is
comparable to that of HMVs (Part 1 Cohort 3) when given
SC pertuzumab administration. The pertuzumab PK profile
following a FDC single co-formulated dose used in Cohort
C was comparable with the co-mixed formulation used in
Cohort B.

There was no apparent impact of SC trastuzumab on the
PK of SC pertuzumab when comparing pertuzumab PK of
Cohorts B and C (pertuzumab with trastuzumab) and Part 1
Cohort 3 (pertuzumab alone).

There was no apparent impact of lowering the rHuPH20
concentration from 2000 U/mL to 1000 U/mL (Cohort B)
or 667 U/mL (Cohort 8) on the PK of pertuzumab or
trastuzumab.

rHuPH20 Pharmacokinetics

Plasma rHuPH20 concentrations were below the limit of
quantification (BLQ) for all sampling time points,

20. Efficacy results
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indicating no quantifiable systemic exposure to the enzyme
at the rHuPH20 doses used in this study.

The safety results in this study were generally consistent
with previous experience with the combination treatment of
Perjeta IV and Herceptin IV/SC. No new safety signals
were identified.

Part 1

- The majority (44/48 [91.7%]) of HMVs reported at least
one AE (148 AEs). Of these, 38 HMVs (79.2%)
experienced at least one study drug-related AE (87 events).

- The majority of AEs were Grade 1 or 2. Two Grade 3
AEs (PT: diarrhea, arthropod bite) occurred and both events
resolved.

- There was no notable difference in the type and
frequency of all-grade AEs across treatment cohorts in Part
1.

- There were no deaths, SAEs, withdrawals from treatment
due to AEs, or AESIs reported. There were no pregnancies
for patient’s partners.

- There were no events of LVD/CHEF reported.

- There were no clinically significant changes in
laboratory parameters, vital signs, or ECG parameters.

Part 2

- All patients in both cohorts (40/40 [100%]) experienced
at least one AE, with a total of 242 AEs reported (115 in
Cohort B and 127 in Cohort C). 90% of patients in Cohort
B and 100% of those in Cohort C had study drug-related
AEs (63 events and 89 events, respectively).

- The majority of AEs were Grade 1 or 2. There was one
event of Grade 3 diarrhea reported in Cohort B (which
resolved).

- One SAE (Grade 3; PT cellulitis of the right arm) was
reported in Cohort C, which resolved.

- There were no deaths, pregnancies or withdrawals from
treatment due to AEs, or AESIs reported.

- There were two events of LVD/CHF in Cohort B: one
Grade 2 (NYHA Class I) asymptomatic AE of ejection
fraction decreased, and one Grade | event of peripheral
swelling (reported term: swelling of hands). There were no
events of LVD/CHF reported in Cohort C.

- There were no clinically significant changes in
laboratory parameters, vital signs, or ECG parameters.

21. Safety results

Based on the PK and safety findings in BO30185 study
22. Conclusion (Parts 1 and 2) the recommended FDC SC formulation is as
follows:
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- Loading dose: Perjeta 1200 mg + Herceptin 600 mg, with
rHuPH20 2,000 U/mL.

- Maintenance dose: Perjeta 600 mg + Herceptin 600 mg,
with rHuPH20 2,000 U/mL.

These doses have been shown to result in equivalent
exposure to 840 mg loading dose and 420 mg maintenance
dose of Perjeta IV, respectively.

The safety results from BO30185 were generally
consistent with previous experience with the combination
treatment of Perjeta IV and Herceptin IV/SC. No new safety
signals were identified.

The PK, safety and tolerability results of Study BO30185
support further development of PH FDC SC.

Applicant (Marketing Authorization Holder)

i \"C\' L/“:\\/Lu \ ‘ @ . s
: ) )/( (
F. Hoffmann-La Roche Ltd F% L

i - he Ltd
rnational Regulatory Hoffmann-La Roc
mteBasel Switzegrland International Regulatory
Catélina Rojas Basel, Switzerland

Leyla Lister



000168

3BiT Npo KJIiHiYHe BUNPOOYBAHHS

1. Hazpa nikapcekoro 3acofy (3a HasgsBHOCTI -
HOMEp PeECTpaLiifHOro nocBiayeHHs)

®ECI'O® (PHESGO)

2. 3agBHHK

®.Xopdpmann-JIa Pom JItg
['pensaxepiurpacce 124, 4070 bazens, LlBeiinapis

3. BupobHuk

O©.Xodpdmann-JIs Pow JiTa
Bypwmicser, 4303 Kaiicepayrct, [lIseiiuapis

4. [1poBeneHi noCimKeHHs:

I rax C wi AKLIO Hi, OOTpYHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a iKUM
npoojunacs abo niaaHyeThes peecTparis

Jlikapcbkuii 3aci® 3 (ikcoBaHOK KOMOIHAIIEW 3riHO
nyskty | (nmignyukry 1.5) pospiny V Tlopanky Hakazy
MO3 Vkpainu Big 23 munus 2015 poky Ne 460.

5. IloBHa Ha3Ba KJiHIYHOTO BHNIPOOYBaHHS,
KOJIOBaHWI HOMEp KJIiHIYHOTrO BUMpoOyBaHHs

Hocnimxenns BO30185: Bigkpure OararoueHTpose
pocnipakenHs 1 ¢a3u 3 ABOMa yacTHHAMU 3 NOIIYKY J03H
AN DiguWKipHOro BBejeHHs mpenapary Ilep’era® vy
koMbinauii 3 mnpemapatom [epuentun® y 310poBHX
YOJIOBiKiB-I00POBOJIBIIB 1 JKIHOK i3 paHHIM pakom
MOJIOYHOT 3aJI03H.

3aKmoYHHI  3BIT Mpo  KIiHiYHe gociijkeHHs Ne

1089515, nucronan 2018 poky.

|§. Daza KIiHIYHOro BUNpoOyBaHHs

Ib

7. Ilepioz npoBejieHHs KJIiHIYHOTO
BUIPOOYBaHHS

3 23 uepsua 2016 poky no 31 TpaBus 2018 poky (nara
3aBEpLICHH: 300py KJIIHIYHHX JaHMX)

8. Kpainu, ne npoBoauiocs KiiHiuHe
BUIMPOOYBaHHS

Hoga 3enanis (2 nocniIHUIBKUX LIEHTPH)

9. KinbKicTb JOCIiDKYBaHUX

3anjaHoBaHa: Yactuna 1: npubnausso 48 310poBHX
J10OPOBOJTBILIB.

Yactuna 2: npubnuszno 40 nauieHTiB 3
paHHIM  PakoM  MOJIOYHOT
3aJ103H (panHiH pak
MOJIOYHO]T 3aJ103H).

(akruyna: YacruHa 1: 48 310poBux 4OJIOBiKiB-
J100poBoabLiB (M0 6 B KOXKHIi
Koropti 1-8).
Yacruna 2: 40 KiHOK 3 paHHIM = pakoM
MOJIOYHOI 331031
(mo 20 mnauieHTIB B KOXKHiH

koropti B Ta C).

@. MeTa Ta BTOpUHHI LiJli KJAIHIYHOTO

|| IepBunni wini
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BUIPOOYBaHHS Yactuna 1 (3 nomyky no3u

- O6paru HaBaHTa)XyBajJbHY Ta IiJTPUMYBAJbHY H03Y
JUIst MiAWKIPHOTO BBEJEHHS /s npenapary [lep’era, mo
3abesneunna 6  TMOPIBHSAJBHY — €KCHO3HWINID 3
BHYTPilUIHOBEHHHUM BBE/ICHHAM mpenapary [lep’cra, npu
MiKipHOMY BBeJeHHI mnpenapary Ilep’erta B pexumi
MOHOTepanii (/11 MoJaNbIIOro CyMmyTHBOTO TiAMIKIPHOro
BBEJIEHHS i3 npenapatoM [ eplienTun).

- OOpary HaBaHTaXXyBajbHY Ta MiATPUMYBAJILHY J03Y
171 MiAWKIPHOTO BBeeHHs Ansi npenapaty I[lep’era, mo
sabesneunna O  MOpIBHANBHY — €KCNO3MLiWO i3
BHYTPIIIHBOBEHHHM BBEJIeHHAM npenapaty [lep’era, npu
MmiIKipHOMy BBeJieHHi cymimni npenaparis Ilep’eta Ta
I'epuenTuH B oaHii i exuil (cymirm).

- OujinutH uyM HeoOXiZHa JOJaTKOBa peKOMOGiIHAHTHA
riamyponifaza moauai (rHuPH20) npu nigmkipaomy
BBEJIEHHI cymili npenaparie [lep’eta ta 'epuentun.

Yacruna 2 (ITinTBepmKkeHHS 103H)

- IligTBepauTn miATpUMYBambHY 03y Npenapary
[lep’era ana nigmkipHOTO BBENEHHS, TPH MiJIKIPHOMY
BBe/IeHHI npenapaty [lep’era, sk y pexumi MOHOTepartii,
TaKk i AK YaCTHHH CYMyTHBOIO 3acTOCYBaHHA i3
npenapartoM ['epuenTiH 1)1 NiAIKipHOTO BBEACHHA).

abo

- IlinTBepauMTH mMiATpUMYyBaNbHY 103y mNpenapaty
[lep’eta s MmiJWIKIpHOrO BBEAEHHS, NP MiAMIKipHOMY
BBeJIeHHI cymimi npenapartiB Ilep’era ta Tepuentun B
O/Hi# iH’eKuii a6o KOMOGIHOBAHOTO JiKAPCHLKOTO 3acoby i3
npenapatom ['epuentuH Ui MiAIIKIPHOrO BBEIEHHS Y
BHIIAAZll TOTOROT 10 3acTOCyBaHHs oaHiei in’ekuii (FDC).

Bropunni nini

Ouinntu Ge3nexy Ta nepeHocumicts npenapary [lep’era
A7 NiIKIPHOTO BBEAGHHS B pexUMi MOHOTepanii abo B
komOiHauii 3 mnpenapatom [epuentun (cymim abo
komOinauis QikcoBanux 103 npenaparis Ilep’era +
l'epuenTvH a0d MiJUWKIPHOTO BBEIEHHS) 3A0POBHM
YOJIOBiKaM-J00pOBONIBLIM | JKIHKAM 3 paHHIM pakom
MOJIOYHOI ~ 3a/l03HM, fAKi  3aBepLIMIH  CTaHAAPTHY
NPOTHIYXJIMHHY Tepamilo 3 TNPHUBOAY PaKy MOJOUHOT
3aj1034, Ha MiACTaBi HACTYNHHUX KiHIIEBHX TOYOK:

- 4acToTa, XapakTep i TsSKKicTh Hebaxanux ssumy (H)
3a 3arajbHUMHM TEPMIiHOJIOTIYHMMH KpPUTEPIAMH JUIA
OUiHKK HebaxaHux sABuI HauioHanbHOro iHCTHTYTY
paky (NCI CTCAE) Bepcii 4.03;

~N ‘ 7 -
// (,:/éf 1 “y 5,/' Ity
/éﬂ;’-P'ng('f{? (\‘/g

—
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- 3MIHM B OCHOBHHX TMOKAa3HHMKAX MKHTTEHifAJILHOCTI,
(pakuii BukMAy niBoro ImuUTyHouKa Ta mapameTpax
enextpokapaiorpamu (EKD);

- 3MiHH B KJIIHIYHUX TabOpaTOPHUX pe3yNbTaTax;

- 4acTOTa BUHUKHEHHS aHTHTIJI J0 JiKapchKOro 3aco0y
(ADA).

Lle 6yno Biakpute GararoueHTpoBe nociimkeHHs | dasu
3 JBOMa YaCTHHaMHM 3 BUBYeHHs npenapaty Ilep’era s
HiALKIPHOTO BBECHHS.

Yactuna 1 pocnmimkenHs Oyna 3 MOLWIYKY J03M Y
3J0POBHMX YOJIOBiKiB-I10OpOBOJIBLIB, y AKMX BH3HAYaJIH
HABAaHTa)XyBajlbHy Ta MiATPUMYBAlbHY 103y Mpemnapary
Ilep’era nna mnipmkipHoro BBeaeHHs. Bupuanuch 1Bsa
TUNM  MiDUKIpHUX  iH’ekuid  npenapary Ilep’era:
npenapat [lep’era BBOAMBCA y BUIIIALL OAHIET iH €Kil Ta
K cyMim npenapary [lep’eta s niiKipHOro BBEIEHHS
Ta npenapaty ['eplentTuH ans MiAIWIKIPHOrO BBEJEHHS Y
BUTJISIAI OAHIET 1H eKIIiT.

Yactuna 2 pocnijukenHs Oyna 3 MiATBEpIMKEHHS 03U Y
KIHOK 3 paHHIM pakoM MoJouHoi 3ano3u. Jlosa
npenapaty Ilep’era Jjuis MiJWIKIpHOrO BBEAEHHS B
yacTUHI 2 1y KoropTH B 3milmyBanace 3 mpernaparom
11. JIuzaiin KniHiuHOTO BUMPOOYBaHHS I'epuenTuH ang niamkipHoro BBeldeHHA (ToOTo oOMaBa
npenapaTyv BBOJAMIMCH B OJHIH 1H’€KIlii); 103a mpenapary
Ilep’eta And miAmKipHOTO BBejEHHs B 4YacTHHI 2 s
koroptu C 6yna kombiHOBaHa 3 nmpenaparoM [epuenTiH
AN MiJWKipHOro BejieHHs (ToGTo oOuaBa mnpenapaTH
Oynu noenHani B ¢ikcoBaHy KoMOiHAL[{IO Ta BBOJMIHCH
AK OAMH npenapar (miamkipHa iH'ekuis KomGiHawii
¢ixcoBanux no3 npemnaparis [lep’era Ta ['epuentun, PH
FDC SC).

YactuHa 2 BkIIOYAna MiATBepAXKEHHS HO3W Ipenapary
Ilep’era pns nmijwKipHOro BBeAeHHs Ta mopiBHAHHS PK
B Koroprax cymimi ta PH FDC SC no nposenenHs
nocnimxenns III ¢dasu (y uvactuni 2 xoropra A Oyna
3arjiaHoBaHa [ BUBUEHHA nmpenapary llep’era aas
MiJMKIPHOTrO BBE/IEHHS TPH CYMYTHBOMY 3aCTOCYBaHHI 3
npenapatoM ['epuenTvH Ui MiJAWKIPHOrO BBEJIEHHS AK
OKpEMUX MpenapaTiB; sl KOropTa He BUMAarasach).

OcHOBHI KpuTepii BK/IIOYEHHSs B YacTUHY 1:
1. Ilinnucana opma ingopMoBaHOT 3roau.
2. 3poposi uonopiku Bikom Bix 18 mo 45 pokis
12. OcHOBHI KpUTepii BKIOYEHHS BKJIFOUHO.

3. CnpoMOKHICTE ~ JIOTPUMYBATHCh  TIPOTOKOJY
AOC/IPKEHHSA, Ha IYMKY AOCJIiHHKA.

3. Opakuis BUKMAY JiBOro uuiyHouka >55% 3a

fZ/)c 7’:{? cey 6}3{’*%%:
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pe3yabTaTaMmu exokapaiorpadgii (ECHO) abo
MYJIBTUCUHXPOHI30BaHOT  pajioHyknigHoi  aHriorpadgil
(MUGA).

4. Iupgekc macu tima (IMT) B mexax 18-32 kr/m?
BKJIKOYHO.

5. 3roma Ha yTpuMaHHi (yTpuUMyBaTHCA  Bif
reTepoceKkcyaabHUX CTaTeBUX CTOCYHKIB) abo
3aCTOCOBYBaTH  METOJM  KOHTpauenuii Ta  3roza
YTPMMYBATHCA Bijl 3[1a4i CIIEpMH.

6. BiacyrHicTe nNpoTHNOKa3aHb 3a pe3yJibTaTaMM
aHanizy MeQMYHOro Ta XipypriuHoro aHamHe3iB i
¢izukanbHOro 06CTEKEHHS.

7. Heywmwko[keHa HopMaibHa IKipa 0e3 moTeHUiiHO
3aTyJsIIOUMX TaTy, MirMeHTauii, abo ypakeHb B 30Hi
iH’ €Ki B CTErHO.

Kpurepii BKIIOUEHHS B YAaCTUHY 2:

1. Iligmicana dopma iHhopMOBaHOT 3ro/u.

2. XKinku Bikom > 18 pokis.

3.  CnopoMoOXHiCTb  JOTPUMYBaTHCh  MPOTOKOJY
JIOCJTi JUKEHHS, Ha JYMKY JIOC/IiIHHKA.

4. Tloka3uuk 3aransHoro crany 0 3a mkanow CXigHoi
06’egnanoi oHkosoriunoi rpynu (ECOG).

5. TloroyHa  HemeTacTaTMYHa  aJeHOKapIUHOMA
MOJIOYHOT 3aJ103H, 1110 Bi/IMOBIIa€ HACTYIIHUM KPUTEPIsM:

- 7iKOBaHA 3a JOMOMOTOH BiIMOBiAHOT XipypriuHoi
npoLeaypH.

- 3aBeplIeHe CTaHJapTHe MPOTUITYXJIMHHE
(Heo)an'toBaHTHe JiKyBaHHA (XimioTepamis/Giojoriune
NiKyBaHHs) >7  MicAUiB  mepel  3aCTOCYBaHHAM
JOCIT IPKYBAHOTO JTIKAPCHKOIro 3aco0y.

- IPOMeHeBa Tepaltisi, AKIIO 3aCTOCOBHO.

6. Buxinuuii piens ¢pakiiii BUKHAY JiBOrO HUTyHOYKa
> 55 % 3a pesynbratamu ECHO ato MUGA.

7. HeraTMuBHMH TecT Ha BariTHICTb Yy IKIHOK i3
penpoayKTHBHUM MOTEHLIaloM Yy npeMeHomnays3i ao
MeHlIe 12 MicsAuiB ameHopel y MocTMeHomnaysi, Ta AKHUM
He TMPOBOAUIIACk XipypriyHa crepuiizalis.

8. Jlns *iHOK IITOPOJHOTO BiKY: 3roja Ha yTpPUMAaHHS
(yrpumyBaTHCs  Bil  I€TEPOCEKCYalbHHX  CTaTEBHX
CTOCYHKiB) ab0 3aCTOCYBaHHS HEropMOHAJILHHX METOiB
KOHTpaLenLii 3 NokasHUKoM HeedekTHBHOCTI < 1% B pik
MiJ 4ac nepioay JiKyBaHHs Ta MPOTATOM IOHakMeHIe 7
MicaliB micns  BBeAeHHs npenapatiB  [lep’era Ta
['epuenTtuH.

|13.Hocniﬂmy3aﬂuﬁ nikapchKuii 3acid, crocio | 310pOBi __ 4OJIOBIKH-JOOPOBOJIBIL B YacTHHI II
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3aCTOCYBaHHA, cuia il OTPMMYBaldW OJHOPA30BY 03y OAHOTO i3 3a3HAYEHOTO
HUKYe JIKYBaHHS:

- npenapat Ilep’era piasi BHYTPIIIHBOBEHHOTO
BBeJeHHA. 310pOBi Y0OJ0BIKH-I00POBOJIBLI B KOTOpTi 1
oTpuMyBanu npenapar Ilep’era ans BHYTpPilIHbOBEHHOIO
BBeJeHHs B 1031 420 mr. [loza npenapary Ilep’era
BBOJIMJIACH NIITIXOM BHYTPIiIIHBOBeHHOT iHdYy3ii npoTsirom
60 (£10) xBuwiuH. Ilpy BHMHMKHEHHI Yy Talli€HTa
CUMITOMIB iHQY3iiHUX peakuiit iH]y3it0 CNOBIIBHIOBAIN
abo nepepuBaIm.

- npenapar Ilep’era ais migmKipHOro BBeJAeHHS.
3n0poBi  YoNOBiKM-I00pOBONBLI B Koroprax 2-4
orpuMmyBaind mnpenapar Ilep’era ans  nmiawkipHoro
BBeJeHHA B 1031 Big 400 Mr mo 1200 Mr umuisxom
HiAKIPHOT iH’ eKLiT.

- npenapat I'epuenTuH A1 NiJWKIPHOro BBeJAeHHS.
310pOBi YOJIOBIKU-I0OPOBOJIBIL B KOTOPTi 5 OTPUMYBAIH
npenapat ['epuenTtuH Juis MiAKIPHOro BBEJSHHS B J103i
600 Mr muIsIXoM MimKipHOT iH’ €KLl

- cymim npenapartie Ilep’era aas mnimmkipHoro
BBeJleHHs + I'epuenTHH A NiAIIKIPHOro BBeJIeHHS.
300poBi  YONOBIKU-IOOpOBONBLI B Koroprax 6-8
orpumysanu 400 mr (koropta 6) abo 1200 mr (koroptu 7
i 8) npenapatry Ilep’era ans mNigIIKIpHOTO BBEACHHS,
3MilllaHoro 3 mpemnaparom ['epuenTuH Jyisi NiAmKipHOTO
BBeeHHS 600 MT y BUIIISZI OZHOPa30Boi iH €Kil cymilmi.

[lanieHTH 3 paHHIM PakoM MOJIOYHOI 3aJI03M B YAaCTHHI
2 oTpumand OjHOpa3oBy o3y mpemnapartiB [lep’era Ta
releel'lTHH AK 3a3HaYE€HO HHKYE:

- cymim mnpenapatie Ilep’era + TDepuentun s
NIAMKIPHOro BBeJeHHS: TNAlliEHTH 3 paHHIM paKoM
MOJIOYHOT 3a703d B Koropti B orpumyBanu iH’ €Ki
cymimii, mo wmictuna 600 mr npenapary Ilep’era ans
MiKIPHOTO BBEJEHHA (032, BU3HA4YeHa B 4acTuHi 1) i
600 wmr npenmapary [I'epuenTuH A8 MiALIKIPHOTO
BBEJICHHS.

- KkomOiHanis ¢ikcoBaHMX 03 Ad8 MiAWIKiIPHOTrO
BBe/ICHHSI: MALlIEHTH 3 PaHHIM PakoM MOJIOYHOT 3371031 B
koropti C otpumyBanu iH’exiio komOiHawii dikcoBaHux
03, mo Mictuna 600 mr mnpenapary Ilep’era s
MiIKipHOTO BBEJCHHA (032, BU3HAa4YeHA B yacTHHi 1) i
600 mr npenapary [epuentiH y ckiami ¢ikcoBaHOT
KoMOiHauii B ofHii i1’ eKuii.

14. Tlpenapat nopiBHsHHA, 1034, CHOCi0

He 3actocoBHoO.
3aCTOCYBaHHS, cuna Jii

[pttaces Gp=
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Jo3BoJieHa Tepanis

3mopoBHM  100pOBOJBLIAIM  CYNYTHS — Tepamis  He
J03BOJIANIACK.

[TanieHTam 3 paHHIM pakoM MOJIOYHOI 3aJI03W MijJ 4ac
NiKyBaHHA Oy/10 J0O3BOJIEHE HACTYITHE JIiKYBaHHS:

- NPUHAHATHI METOAN KOHTpALEMLil.

- anraro”ictu H1 i H2 (uanpuknan, audenrigpamin,

LUUMETH/IMH).
- Ilpemaparu jus  JliKyBaHHA  CEpILEBO-CYIHHHHX
3aXBOPIOBAHB: iHribiropu

aHTiOTeH3HHIIepeTBOPIOBANbHOrO  (pepmenty  (AIID),
OnokaTopu peuenTopiB aHrioTeHswHy, [-6mokaropw,
OnokaTopu KanbLi€eBMX KaHamiB i JiypeTukd (as
NiKyBaHHS apTepianbHOl rinepTeHsii 3 METOK 3HHKEHHS
aprepiaipHOro THUCKYy J0 < 140/90 mm pr.ct.), f-
Onokaropu, GJ0OKATOPH KalbLi€BUX KaHaiB i JAHIOKCHUH
(U1 KOHTPOMIO YAcTOTH CEepLUEBHX CKOpPOYEHB) Ta
iHribiTopH arperariii TpOMOOLIMTIB.

- 3HebonoBanbHI /mpoTH3ananbHi 3acobu (Hanpukiaj
napateramosi/aleTaMmiHoeH, MenepuanH, omioinum).

- KopotkocTpokoBe 3acTocyBaHHA KOPTHKOCTEPOINiB
ans nikyBaHHA abo mpodimakTuky anepridyHux  abo
iH(y31lHUX peakiiii.

- [IpoTubmoBoTHI 3aco0M (CXBasleHi AJ1sl 3aCTOCYBaHHS 3
METOI0  MpOoQiNaKTUKH  AHTaroHiCTH  CEPOTOHiHY,
OeH3oiazeniHM, aHTArOHICTH JOTaMiHY, TOIIO).

- Ilpenmapatu ans nikyBaHHs giapei (Hanpukiaj,
jonepamin).

- AHTaroHICTH peLEenTopiB €CTporeHy (HampHKIaL
Tamokcu(eH), iHribitopu  apomatazu  (HanpukiIan
aHacTpasoJi, eKCeMECTaH) | aroHICTH PUIII3MHI-IOPMOHY
roHajoTponiny (Hanpuknaa OycepeniH, TPHUITOPENiH)
nicns XipypriuHoro JiKyBaHHs, BiANOBIAHO 10 JOKaJIbHOT
I[IPAaKTHKH Ta KepiBHHLlTB.

- IlpurnivuenHs GyHKUiT s€YHUKIB (aHATOT TOPMOHY, 110
CTUMYJIKOE  BUBUIBHEHHS  JIIOTEIHI3yIOUOTO  TOPMOHY
[LHRH]).

- bicdochonatn  (Aki  BHKOPHCTOBYIOThCA Y
BIJMOBIJHOCTI /IO TOKAa3aHHS, CXBAJIE€HOr0 B iHCTPYKIi
JUIE  MEIMYHOrO  3acTOCYBaHHs, Ta/abo JiKyBaHHs,
BM3HAHOTO HalliOHAJBHUMU KEPiBHULITBAMH ).

3a pilleHHAM J0CHiAHMKA 310poBi 100pOBOMBLI Ta
Nali€eHTH TaKoX MOIJIM OTPUMYBaTH IpPeMeIUKaLiIo
(nanpuknan  aueramiHodeH [napaueramon]  Ta/abo
npoMeTasiH) nepej BBeAEHHAM mpernapary [lep’era s
NiAKipHOro  BBeJAeHHs/mpenapaty [epuentud  ans

15. CynyTHs Teparnis
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nigmkipHoro BeeienHs/PH FDC  gna  migmkipHoro
BBEJICHHA 3 METOI0 3HIKEHHA PHU3MKY iHQY3iHHUX
peaxuiii Ta peakuii, NOB’A3aHUX 3 iH’ EKLIEO.

24 3p0poBi yosoBiku-a00poBonkLi (50 %) oTpumanu
IOHAlMeHIIe  OfIHE  CYNYTHE  MeJIMKaMEHTO3HE
nikyBaHHs.  Haii6inein  wacto  3acTOCOBYBaHHMH
CYNYTHIMH JliKapChKMMHU 3acobamu 6yiu 3He60I0BaBHI,
B OCHOBHOMY Napaleramod, SKuii oTpumanu 12 310poBux
40JIOBiKiB-100poBONLLIB (25 %). Yci nikapewski 3aco0u,
sKi 3aCTOCOBYBaJMCh y 4acTHHi 1 mocnimkeHHs, Oyiu
npusHaveHi Jis ikyBanus HS.

VYci namieHTH B 4aCTHHI 2 OTPUMAH [IOHAHMEHLIE O/IHEe
cynyTHe nikyBaHHsa (137 mpuiiomiB y koropti B i 132
npuitomu B koropti C).  Haiibinem  wacto
3aCTOCOBYBAaHUMM CYMYTHIMH JHKapChbKUMH 3aco0aMu
Oymu 3HeGomoBanbHi (32 nauientra orpumann 57
npuitomiB). [HIIKMMHU MpenapaTaMu, sSKi oTpuManu > 25 %
nauieHTiB y Oyap-sKii i3 koropt, Oyl aHTHECTPOreHH,
aHTUrICTaMiHHI MpenapaTu, HECTEPOIAHI MpPOTHU3aNajbHi
3ac00M, CeNeKTHBHI iHriGiTOPH 3BOPOTHOrO 3aXOIUICHHA
CEPOTOHIHY Ta CTEpOIAW; 3acTOCYBaHHS SKHUX €
OYiKyBaHMM Yy Wil MOMyJsLil MalieHTIiB i3 paHHIM paKom
MOJIOYHOT ~ 3aJl03W, SKi  3aBepIIMIM  CTaHIapTHE
(Heo)aa’tOBaHTHE JIiKyBaHHS. ;

Ouinka eQekTMBHOCTI He TNPOBOJMIACE Y  LIBOMY

JIOCJIi JKEHHI.
@apmakokiHeTHKa: GapMaKOKiHETHYHI JaHi, OTPHMaHi B
YacTHHI 1, aHasi3yBaluch 3a JIOTIOMOT OO

HeKoMmapTMeHTHoro aHamizy (NCA) [ai1s  OLiHKH
HACTYIIHUX MapameTpiB: MiHiMalbHa KOHIIGHTpallisfi B
cupoBaTlli KpoBi  (Ciough), TUIOLA TiJ  KPHBOKO
KOHLEHTpalis-4yac 3 moyaTtky JikyeanHa 0 1o
6e3kineuHocTi (AUCo.inf), MaKCHMalIbHa KOHLIEHTpAL[s B
cupoBatili  KpoBi  (Cmax), Hac [0  JOCATHEHHS
16. Kpurepii olliHku e(eKTHBHOCTI MaKCUMaJIbHOT KOHLeHTpalii B cupoBatili KpoBi (Timax).
Okpim  Toro, ©Oyma  cTBOopeHa  momyJjsuiiiHa
(apMakoKiHETHYHA MOJEb AJIs ONKHCY (hapMaKOKiHETHKH
nepry3ymaby Ta Oyl BHKODHCTaHi CHMYJALil B
KIiHIYHOMY JIOCHi/UKEHHI Ha OCHOBI  MOMyJsLifAHOL
(apmakokiHeTUuHOT MoJeni Ais BUOOpy [03H mnpenapary
ITep’era s nigwKipHOTO BBEJCHHS /IS YACTHHH 2.
@apmakokiHeTHuHi AaHi 3 4actuHu 2 (koroptu B i C)
TAKOX  aHami3yBajiuch 3a  jgomomororo NCA i
nonyJasiiiHoi (apMakoKiHETUUHOT MOJAENi CHMYJALIl B
IJIHIYHOMY  JIOCHI/DKEHHI Ha OCHOBiI  MOMMyJsiLiiHOT
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(bapmakokiHeTHYHOI MOJAENI Ta OHOBJEHI  LMMH
AOJATKOBMMH  JaHMMH.  DapMaKoOKiHETH4YHI  JaHi,
OTpHMAaHi B YaCTWHi 2, MiATBEPUKYIOTE O3y Ipenapary
Ilep’eta ansg  MiAWKIPHOTO BBEJNEHHS B MOMYJIAL{T
NalieHTiB 3  paHHIM  pakoM  MOJIOYHOI  3aJI03M.
CyxymnHicTh JaHUX, OTPUMaHUX B JOCHiIKeHHI 1b (asn,
HaJalTh iHpopmauiro npo PEKOMEHIOBaHYy
HaBaHTAXyBaJbHY Ta MiATPUMYBaJbHY /IO3M IIpenapary
Ilep’era nns miAWKIPHOTO BBeNEHHS i JOCiDKEHHS
111 da3zu.

17. Kpurepii ouiHku Ge3neku

[TapameTrpu Oesneku B JaHOMY JOCIiIKEHHI CTAHOBMIIH
OL[IHKa  3a3HAUYEHHUX  TIPOTOKOJNIOM  JiabopaTopHHX
NMOKa3HUKIB 3 Oe3mneku, OCHOBHI MOKa3HHUKH
xutrepisnbrocti, EKI, ¢pakuis Bukuay siBoro
uutyHouka (LVEF). Hebaxani sBuina (HA), y Tomy uucni
cepiiosni HA (CHA), cneundiuni HA s moniTopunry,
HA, wo npeacrasnstote coborw ocobauBuii iHTEpec, i
CMEepTi BiJCHiAIKOBYBAIHCh MOCTIHHO HE3AJEKHO BiI iX
3B’ A3KY 13 JOCIHiIKYBaHMM TperapaToM A0 AHA 85 micis
OTPHMAaHHA OCTaHHBOI JI03U JIOCIIKYBAHOTO Tpenapary.
SlBumma, ski TpuBanM Ha JeHb 85 abo moB’s3aHi 3
NIKyBaHHAM S$BMINA, SKi BHHHUKIM Ticias JHA 85,
MOHITOPYBaJUCh MPOTArOM IEPioJy CMOCTEPEKEHHS 0
7 MicALiB MicNs OTPUMAHHS TOCITiKYBAHOTO JIiKYBaHHS.

IMyHOreHHicTb: AHani3 iMYHOreHHOCTI mepTy3ymatby,
TpacTy3ymaby ta rHuPH20: kinbKicTs i yacTka namieHTiB
3 aHTUTIIaMM J0 Jikapcbkoro 3acoby (ADA) Ta
nauieHTie 6e3 aHTUTIN 10 JiKapchbKoro 3aco0y mij uac
nepiofy JiKyBaHHS Ta Mepiojly CroCTepeKEHHs.

18. CratucTruHi MeTO oM

Lle Oyno molykoBe AOCHIKEHHA i He MPOBOAMIOCEH
popmansHOoi  mepeBipku rinoresu. PesynbraTu
PE3IOMOBAHO OMUCOBO 151 KOYKHOT KOTOPTH JIiKyBaHHSI.
Posmip BuGipku anst yactun 1 i yacTHHH 2 BM3HAYaBCS
3a JIONOMOrol0 MeTOAIB cumynauil. BpaxoBytoun rpadik
yacy Bizbopy mpo6 1 [pUOyIleHHSs  IOJ0
(apmakokiHETHUHMX mMapamMeTpiB, OYiKyBalOCh, IO
HEBHU3HAYEHICTh OLIHOK (iKcOBaHMX mapameTpiB Oyme
Hwk4oro HiK 30 % nna uyuena 6 340pOBHMX 4YOJOBIKIB-
A00pOBOJIBLIB HAa KOrOpTY B 4acTHHi | i HIWKYOW HiX
20% npu joparkoBux 20 nauieHTax, fAKi OTPHMYBalu
MiUKipHe TiKyBaHHS B 4acTuHi 2.

19. lemorpadivHi MOKa3HUKU JOCIIiPKYBAHOT
nonynsuii (craTh, BiK, paca, TOII0)

3arajoM  BHXiAHI  jgeMorpadivyHi  XapaKTepPHCTHUKH
3[0pPOBUX 4YOJIOBIKiB-100poBONbLiB Oynu 30anaHcoBaHi
cepell koroprt y uvactuHi 1. I'pynm nikyBaHus Oynu
3arajioM MOJIOHMMH 3a BIKOM, pacol Ta ETHIUHOIO
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MPUHANEKHICTIO. YCi ydacHUKH JocHiKeHHs Gynu
YOJIOBIKAMHM  BiJNOBIIHO [0 KPHUTEPiiB BKIIOYEHHS,
Cepenmniii  BiK  30pOBMX  YOJIOBiKiB-00POBOJIBIB
CTaHOBMB y nianasoHi 20,5-28 pokiB y Bcix koroprax.
binbmicte  3a0poBUX  4onoBiKiB-106poBosBLiB (38
[79,2%]) Oymu  eBponmeoimHoi  pacu.  ErHiuHa
NPUHANEKHICT,  OiNBIIOCTI  3J0POBHX  YOJIOBIKiB-
no6posonsuis (42 [87,5 %]) B ycix koroprax Oyna «He
icraHchKkoro abo TaTHHOAMEPUKAHCHLKOTO MOXO0KEHHS.

Yci 40 nauieHTiB i3 paHHIM pakoM MOJIOYHOI 3aj03H,
BKJIIOYEHI B 4YacTMHY 2, OyaM >KiHKH, BiJNOBiZHO 10
KpuTepiiB BKkmoueHHsA. CepenHiii Bik cranoBuB 56,5 pokis
(nianaszon: 42-77) B xoropti B i 52,5 pokiB (mianazow:
37-69) B xoropti C. Binemwicts nauientie (32 [80 %])
Oynu eBponeoinHoi pacu. ETHiYHa mpuHANEKHICTH ycix
MaLieHTiB Oyna «He icnaHckKkoro abo
JIATHHOAMEPHKAHCHKOTO MOXO0KEHHA.

20. Pesynbratu epeKTUBHOCTI

Y uboMy JOCHiJKeHHI JaHi 3 e(eKTHBHOCTI He
30Mpanuce.

DapmakoKiHeTHYHI pe3yJbTaTH

®apmMakoKiHETHKa 1epTy3yMaby Ta TpacTy3ymaby

Yactuma 1 sk ouikyBamoch,  KOHLEHTpALlis
neptysymaly miciisi BHYTPIlIHBOBEHHOTO BBEAEHHS J03M
420 mr mana asodaszHuii XapakTep i3 YiTKO BHPa)KEHOIO
daszoro posmoxiny Ta eniminawii. ITicns migmkipHoro
BBEJEHHA  nepTysymaly uyac [0  JOCATHEHHS
MakcuManbHO! KOHUEHTpauil (Tmax) cTaHOBUB 4—7 1HiB,
3pOCTaHHA €KCMO3MLIT 0y10 Maiie NPONOpLIHHUM 103i.
Jani mon0 nponopuifHOCTI 1031 BHKOPHCTOBYBANHCH
A1 Bubopy HaBaHTaxyBaibHOi mosu  FDC. He
CIoCTepirasoch OYEBHIHOIO BIJIMBY TpacTy3ymaby Ha
(apMaxokiHeTHKy nepTy3ymaly, KOJM fBa aHTHTiNa
BBOJIMJIMCH MiJIIKIPHO Y BUTJIAAL CyMmili.

YacTuna 2 Excrniosuuis nepTy3ymady
(cmocTepexyBaHa (apmakokiHeTHKa 0JIHOpa30BoT
no3u/uexomnaptMeHTHa Crougn i AUC) Gyna momiGHoo
A7 MiAmKipHoro BeeaeHHs 600 mr (uactuHa 2, Koropra
B) i BHyTpimHbOBeHHOro BBeAeHHs 420 mr (dacTHHa 1,
koropra 1). Ekcnosuuis neprysyma0y, BKio4yarod Crmax i
AUCinf, y mauieHTiB 3 paHHIM pakoM MOJIOYHOI 3aJ103H
(xoropt B i C) € MOpiBHANBHOIO 3 TAKOK y 310POBHMX
4OJIOBiKiB-100pOBONIBLIB (yacTuHa 1, koropra 3) micis
i I KipHOTO BBEJICHHS nepty3ymaoy.
®apmakoKiHETUYHMH  npodine  neprysymaly micns
0JIHOpPa30BOro BBejAeHHs kombiHoBaHoi go3u FDC, wmio
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3actocoByBasack y koropri C, OyB NOpiBHAABHUM 3i
3MilIAHOK (OPMOIO BHITYCKY, IO 3aCTOCOBYBAlach Yy

Koropti B.

He cnocrepiranock oueBMIHOrO BIUIMBY TpacTy3ymaly
AU MiIKIPHOTO BBEleHHs Ha (apMaKOKiHETHKY
nepry3symady mnpM  MiAIIKIDHOMY  BBEJCHHI  TpH
NopiBHAHHI (papMaKoKiHETHKM IepTy3ymaly B KOroprax
B i C (nepry3symab i3 Tpacty3symabom) i wactuni 1
KOroptH 3 (Juiue neprysymab).

He cnocTepirazoch OuYeBMAHOrO BIUIMBY 3HMIKEHHS
koHuenTpauii tHuPH20 3 2000 Oa/ma mo 1000 Ox/mn
(koropra B) ab6o 667 Op/mn (koropra 8) Ha
(apmakokiHeTHKY nepTy3ymaby abo TpacTyszymatby.

®apmakokinerrnka rHuPH20

Konuentpanis HuPH20 y nnasmi kposi Oyna meHie
MEXi KUJIBKICHOTO BM3HAYEHHsA I/ YCIX YaCOBMX TOYOK
BinOopy mpol, MO CBiYMTH MPO BiACYTHICTH KiBKICHO
BMMipIOBAHOI CHCTEMHOI eKCIO3uLlii epMeHTOM y J03ax
rHuPH20, siki 3acTocoByBaliCh y LILOMY I0C/I DKEHHI.

b

PesynpraT Ge3nexkud B LBOMY JOCHIKEHHI 3arajiom
CHiBMajalnd 3 TMoOMNepeHiM J0CBiAOM KoMOiHOBaHOroO
nikyBaHHsA npenapatoM [lep’era s BHYTPilIHBOBEHHOIO
BBEJCHHSA Ta npenapaToM ['epuentun st
BHYTPILIHLOBEHHOTO/MiJIIKipHOro  BBeleHHA.  Hogi
curnany 3 6esnexu He Oyiu ieHTudiKoBaHi.

YacTuna 1

- bBinpwicte (44/48 [91,7 %]) 3M0pOBUX YOJIOBIKiB-
106poBOIIBLIB NOBIIOMIIANH IOHAMeHIe npo oaHe HS
(148 HSI). 3 Hux y 38 310poBUX YOJOBIKiB-I00POBOJIBIIIB
(79,2 %) BuHMKIIO mIOHAKMeHIIe oaHe H, nos’sasane i3
3aCTOCYBaHHAM JOCIiKyBaHOro npenapary (87 sBuim).

- binbmicte HA Oynn 1 abo 2 crynens. Bunuknu jsa
21. Pesynbratu 6e3neku HA 3 crynens (TepMiH nepeBa)KHOro BHKOPHCTAHHA:
Jiapes, YKyC  WIEHHUCTOHOTHX), o0uMgBa  sBHIIA
PO3PILIHIUCE.

- He cnocrepiranock noMiTHOT pi3HMLI y THII Ta 4acTOTI
HA ycix cryneniB y koroprax jikyBaHHs B 4acTHHi 1.

- He 6yno BumazkiB cmepreit, CHS, nepemuacuoi
BiqMiHM  nikyBaHHS uyepes HS abo HS, sxi
NpeacTaBisAoTs ocobnusuii iHTepec. He Gyno Bunaakis
BariTHOCTEH NMapTHepOK MallieHTiB.

- He mnosigomnsnock npo sieuina AMC(YHKLIT JIiBOro
IJIYHOYKA/3aCTiHY CepleBY HENOCTATHICTE.

- He cnocrepiranoch KiIiHIYHO 3HAUYIIMX 3MiH B
nabOpaTOpHUX  IOKAa3HMKAX, OCHOBHHX IIOKa3HHKax
JKHUTTENIANBHOCTI Ta mapameTpax EKT.
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Yacruna 2

- B yeix nauientip B 060x koroprax (40/40 [100 %])
BHHHKIIO 1OHaiiMeHme oane HS, npu usomy 3arannue
yucno nosigomienux HA cranosuno 242 (115 8 koropri
B i 127 B koropri C). ¥V 90 % mnauientiz y koropti B i
100 % nauientiB y koroptri C cmocrepiraaucs HS,
MOB’SI3aHi 3 JOCIIKyBaHMM npenapaToM (63 sBuuia Ta
89 sABMII BiAMOBIAHO).

- binbwicte HA Gynu 1 abo 2 crymens. Byno
MOBiJIOMJIEHe OjIHE sABMIE Aiapei 3 cTyneHs B koropti B
(110 po3pilMIOCE).

- Byno nosinomneno npo oane CHA (3 cryneus; Tepmin
NEpeBaKHOI0 BUKOPHUCTAHHSA: 3alafieHHA MiAWKipHOT
KJIITKOBHHH TIPaBOT pyku) B Koropti C, 110 po3piliuiocs.

- He ©Oyno Bumankie cmepreii, BariTHocteii a6o
nepeyacHoi BiaMiHM nikyBaHHs yepe3 HS a6o HSI, ski
NpeCTaBIIATE 0COONMBHI iHTEpeC.

- byno nosizomneno aBa siBuma aucdyHKLii niBoro
LITYHOYKA/3aCTiHOI CepleBOl HeOCTATHOCTI B KOTrOPTi
B: onne 2 crynens Tsokkocti (knac 1 3a Helo-Mopxeskoro
Kapaionoriunoio acouiauiero, NYHA) — GescumnTomHe
H sHkenns dpaxuii BUKHAY J1iBOro LITyHOYKA Ta OJHE
apuie 1 cTynmens TskkocTi — mepudpepuunuii Habpsk
(nosimomnenuii TepMin: Habpsk pyk). Y koropri C He
MOBIIOMIIANIOCE  NPO  fABMIIA  AMCOYHKIG  JiBOrO
ILIyHOYKa/3aCTiHHOT ceplieBOl HeJOCTATHOCTI.

- He cnoctepiranock wimiHiYHO 3HAa4ymMX 3MiH B
nabopaTopHMX —TMOKAa3HHUKAX, OCHOBHHUX TMOKAa3HMKAxX
KHTTEAISTBHOCTI Ta napameTpax EKT .

Ha ocHoBi aaHuxX 3 dapmakokiHeTMkn Ta Oe3neku B
mocnimxenni BO30185 (yactunu 1 i 2) pekomenjopana
no3a FDC i niAluKipHOro BBEJIEHHA CTAHOBUTD:

- HapanraxxyBanbHa jmosa: Ilep’era 1200 mr +
I'epuentun 600 mr, rtHuPH20 2000 On/ma.

- Iligtpumysanbha jpoza: Ilep’era 600 wmr +
I'epuenTun 600 mr, rtHuPH20 2000 On/ma.

Byno nokasano, 1o wui 1031 3a6e3Me4yrTh eKCMO3HILI0,
22. BUCHOBOK (3aKJIHOUEHHS) eKBIBAJIEHTHY npenapary Ilep’eta it
BHYTPillIHLOBEHHOTO BBE/JCHHS B HABAHTAXyBaJbHill 103
840 mr i miaTpuMyBasbHii 103i 420 Mr BimmoBigHO.

PesynbraTu  Oe3neku, OTpuMaHi B  J0CHiDKeHHI
BO30185, zaranom crniBnajanu 3 momnepeaHiM J0CBiIOM
KOMOiHOBaHOro JiKyBaHHS mnpenapatom llep’era ans
BHYTPILIHEOBEHHOTO BBE/IEHHS i mpernapatomM I epienTux
A7 BHYTPIilIHBOBEHHOTO/MiJIIKIpHOrO BBeAeHHA. Hogi
CUTHa/M 3 Ge3neku He Oy ineHTudikoBaHi.
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Pesyneratn JOCTI UKeHHS BO30185 ;.

(bapmakokinerukn,  GesnekM  Ta  MEPEHOCHMOCTI
MIATPUMYIOTE  MoAanemy po3pobky PH FDC  ans
MiALKIPHOTO BBEAEHHS.

3asBHUK (BIACHHUK PEECTPALIMHOrO MOCBiIYEHHs)

@ . Xodpmann-Jla Pom Jitg

[Tignuc [Tignuc

Karanina Poxac Jleiina Jlictep

bazens, [1IBefinapis bazens, llBeitnapis

Binnin 3 MiKHapOAHHUX PEryJsTOPHUX NUTaHb Binzin 3 MbKHApOJHUX PerynsTOPHHX IUTaHb
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