Annex 30

to the Procedure for Conducting Expert Evaluation of Registration
Materials Pertinent to Medicinal Products Submitted for the State
Registration (Re-registration) and for Expert Evaluation of
Materials about Introduction of Changes to Registration Materials
during the Validity Period of Registration Certificate

(item 4 of section [V)

Clinical Trials Report Ne 10

1. Name of medicinal product (if available -|Winrevair
number of registration certificate):
2. MA applicant Merck Sharp & Dohme IDEA GmbH, Switzerland

3. Manufacturer - Merck Sharp and Dohme B.V., Netherlands;

- Patheon ltalia S.p.A, Italy;

- Eurofins Lancaster Laboratories, LLC, USA;

- MSD International GmbH T/A MSD Ireland (Carlow), Ireland;
- Nuvisan GmbH, Germany;

-Vetter Pharma-Fatiguing GmbH & Co. KG, Germany
(Langenargen);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Schuetzenstrasse 87);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Mooswiesen 2);

- Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Helmut-Vetter-Strasse 10)

4. Trials m Yes oNo  Ifno, please justify
1) type of medical product, for which Medicinal product with complete dossier (stand-alone dossier).
registration was done or planned New active substance.
5. Full name of clinical trial, An Open-Label Randomized, Phase 2a, Dose-Ranging Study of]
clinical trial code Sotatercept (ACE-011) for Chemotherapy-Induced Anemia In

Subjects with Advanced or Metastatic Solid Tumors Treated with
Platinum-Based Chemotherapeutic Regimens.
Clinical trial code: ACE-011-NSCL-001

6. Clinical trial phase 2a

7. Clinical trial period from 25-Mar-2011 to 21-Sep-2012
8. Countries of clinical trial sites United States

9. Number of subjects scheduled: 30 subjects;

actual: 25 subjects (14 subjects received sotatercept (ACE-011)
15 mg and 11 subjects received sotatercept (ACE-011) 30 mg)
10. Objective and secondary goals of Exploratory Objectives:

clinical trial - To explore doses of sotatercept (ACE-011) that resulted in a
hematopoietic response for the treatment of chemotherapy-
induced anemia (CIA) in subjects with advanced or metastatic
solid tumors treated with platinum-based chemotherapeutic
regimens, excluding those solid tumors treated with curative
intent;
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- To evaluate the safety and tolerability of sotatercept (ACE-011);
- To determine the pharmacokinetics (PK) of sotatercept
(ACE-011) in subjects receiving platinum-based chemotherapy;

- To evaluate the hematopoietic response and its duration
associated with sotatercept (ACE-011) treatment;

- To evaluate the effect of sotatercept (ACE-011) treatment on the
quality of life (QoL);

- To estimate the effect of sotatercept (ACE-011) treatment on
bone metabolism;

- To evaluate the expression of Activin A and other
proteins/biomarkers (including myostatin and follistatin) related
to sotatercept (ACE-011) mechanism of action in blood;

- To assess renal function biomarkers.

11. Design of clinical trial

This was an open-label, randomized, Phase 2a, dose-ranging
study of sotatercept (ACE-011) therapy for CIA in subjects with
advanced or metastatic solid tumors treated with platinum-based
chemotherapeutic regimens, conducted in the United States (US).

12. Main inclusion criteria

Men and women > 18 years of age, with histologically confirmed
advanced or metastatic solid tumor, excluding those solid tumors
treated with curative intent; measurable or nonmeasurable discase
evaluable by Response Evaluation Criteria In Solid Tumors
(RECIST) (Version 1.1); Eastern Cooperative Oncology Group
(ECOG) performance status of 0 - 2; life expectancy of > 3 months
and signed informed consent. Laboratory values: Hgb > 6.5 to
< 11,0 g/dL, due to CIA; absolute neutrophil count > 500/mm?*;
platelet count > 75,000/mm® (> 72 hours since prior platelet
transfusion); adequate renal function (creatinine clearance
>40 mL/min or > 50 mL/min if cisplatin was concomitantly
administered and urine protein / creatinine ratio < 1,0; or < 2,0 if
bevacizumab [Avastin®] was concomitantly administered);
hepatic function: bilirubin < 1,5 x upper limit of normal (ULN);
Aspartate transaminase (AST) and alanine transaminase (ALT)
< 3,0 x ULN and < 5,0 ULN for subjects with liver metastases;
corrected calcium within normal limits or < Grade 1. Subjects had
to have already received at least one cycle and up to 4 cycles
(every 3-week schedule) of platinum-based chemotherapy and be
randomized prior to receiving Cycle 5, or already have received
at least one cycle and up to 3 months (depending upon regimen)
of platinum-based chemotherapy or currently be receiving
maintenance therapy following treatment with platinum-based
chemotherapy. Pretreatment: > 28 days elapsed since previous
erythropoietic stimulating agent (ESA) treatment and > 14 days
elapsed (prior to Day 1) since the last red blood cell (RBC)
transfusion and receipt of < 2 units of blood in the past 30 days
(prior to Day 1). Females of childbearing potential had to use
highly effective methods of birth control and to have a negative
pregnancy test.
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13. Investigational medicinal product,
method of administration, strength

Sotatercept (ACE-011) in 10 mM citrate buffer, pH 5,8, 8 %
sucrose, and 0,02 % polysorbate 80, supplied as a lyophilized
powder in labeled, rubber stoppered, 3-mL glass vials. Prior to
administration, the lyophilized drug product was reconstituted
with 1 mL sterile water for injection in the closed product vial
using sterile needles and syringes following institutional
standards for reconstitution of sterile products.

The reconstituted drug product consisted of a 50 mg/mL solution
of sotatercept (ACE-011).

Dose and mode of administration: Subjects were randomized to
one of the following sotatercept (ACE-011) dose levels:

- Sotatercept (ACE-011) 15 mg subcutaneously (SC);

- Sotatercept (ACE-011) 30 mg SC;

Each dose level was to be administered every 42 days for up to
four doses. The first dose of sotatercept (ACE-011) could be
administered at any time after the first cycle and prior to the fifth
cycle (every 3-week regimen) OR prior to starting the fourth
month  (depending upon regimen) of platinum-based
chemotherapy OR during maintenance therapy following
treatment with platinum-based chemotherapy. Subsequent doses
of sotatercept (ACE-011) could be administered at any time point
during a chemotherapy cycle or maintenance therapy.

Dose modification rules (dose escalation, dose reduction and/or
dose delay) were established according to Hgb levels and blood
pressure for sotatercept (ACE-011) for the subject’s second dose
of study treatment and beyond.

The Treatment Period was approximately 6 months and included
up to four doses of sotatercept (ACE-011) given on Day 1, every
42 days, followed by a Post-Treatment Follow-Up / End of]
Treatment / End of Study Visit. The Post-Treatment Follow-Up
Visit occurred approximately 42 days (6 weeks) after the subjects’
last dose of sotatercept (ACE-011). The Post-Treatment Follow-
Up Visit also served as the End of Treatment / End of Study Visit.

14. Comparator medicinal product, dosage,
method of administration, strength

No reference therapy was used in this study.

15. Concomitant therapy

Anti-cancer Chemotherapy

All subjects were treated with anti-cancer chemotherapy at study
entry according to the study protocol.

The most common chemotherapy regimens were carboplatin-
based regimens administered in 17 (68 %) subjects, including
carboplatin plus pemetrexed for 7 (28 %) subjects (combined with
bevacizumab for 2 subjects), carboplatin plus gemcitabine for 6
(24 %) subjects (combined with bevacizumab for one subject),
carboplatin plus paclitaxel for 2 (8 %) subjects (combined with
bevacizumab for one subject) and carboplatin plus etoposide for
2 (8 %) subjects. Seven (28 %) subjects received cisplatin-based
regimens, including cisplatin plus etoposide for 4 (16 %) subjects,
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cisplatin plus gemcitabine for 2 (8 %) subjects and cisplatin plus
docetaxel (plus bevacizumab) for 1 (4%) subject. One (4 %)
subject received oxaliplatin combined with gemcitabine. Overall,
5(20 %) subjects received the monoclonal antibody bevacizumab.
Erythropoiesis-stimulating ~ Agents, Transfusions and Iron
Supplements

Overall, 8 (32 %) subjects received iron supplements during the
study, including 4 subjects in the 15 mg ACE-011 group and 4
subjects in the 30 mg ACE-011 group. No subject received
erythropoiesis-stimulating agent (ESA) therapy.

Eleven (44 %) subjects received at least one red blood cell (RBC)
transfusion during the study, including 4 subjects in the 15 mg
ACE-011 group and 7 subjects in the 30 mg ACE-011 group.

16. Efficacy evaluation criteria

Efficacy parameters: Hematopoietic response was defined as an
increase in Hgb of > 1,0 g/dL above the study baseline value for
4 consecutive weeks, in the absence of RBC transfusions and/or
ESAs. Tumor response was assessed every 9 weeks according to
RECIST (Version 1.1).

PK parameters: Serial blood samples were to be collected to
evaluate the full PK profile of sotatercept from approximately 20
subjects at selected centers (approximately 10 subjects for each
dose group). Sparse blood samples were to be collected to assist
in the evaluation of immunogenicity as well as PK from subjects
who did not participate in full PK assessments. Non-
compartmental PK parameters for sotatercept (ACE-011), such as
Cmax (observed maximum concentration in plasma), tmax
(observed time to first Cmax), AUC (area under the plasma
concentration time curve) and ti2, (terminal phase half-life) were
to be estimated.

Quality of life (QoL) parameters: QoL was assessed using
Functional Assessment of Chronic Illness Therapy (FACIT)
Fatigue Scale (Version 4.0) for all subjects and the Lung Cancer
Symptom Scale (LCSS) questionnaire for subjects with non-small
cell lung cancer (NSCLC).

Other exploratory assessments: Other exploratory assessments
included serum and urine bone biomarkers, bone imaging using
dual-energy X-ray absorptiometry (DXA) scan, expression of]
Activin A and other proteins/biomarkers related to sotatercept
(ACE-011) mechanism of action (including myostatin and
follistatin) in blood, and renal function biomarkers.

- The serum and urine bone biomarkers included serum bone
specific alkaline phosphatase (BSAP), osteocalcin (OC),
procollagen type 1 N-terminal propeptide (PINP), C-terminal
type 1 collagen telopeptide (CTX) and tartrate-resistant acid
phosphatase isoform-5b (TRACP-5b), and the urine bone
biomarker N-telopeptide (uUNTX);




- Renal function biomarkers included urine albumin / creatinine
ratio, urine protein / creatinine ratio and other biomarkers of
glomerular and/or tubular injury such as urine kidney injury
molecule-1 (KIM-1), urine trefoil factor 3 (TTF3), urine cystatin
C and + or — urine 2-microglobulin.

17. Safety evaluation criteria

Safety assessments included recording of adverse events (AEs),
laboratory parameters, 12-lead electrocardiograms (ECGs),
physical examinations and vital signs (heart rate, systolic and
diastolic blood pressure, temperature). Adverse events were
recorded and graded according to the NCI-CTCAE (Version 4.0,
May 2009).

18. Statistical methods

The ACE-011-NSCL-001 study was initially designed in two
parts, ie, a Part 1 consisting of a randomized, dose-ranging Phase
2a study of sotatercept (ACE-011) therapy followed, after the
determination of the optimal dose, by a Part 2 consisting of a
double-blind, randomized, placebo-controlled Phase 2b/3 study in
up to 750 subjects with metastatic NSCLC. The study was
discontinued early on 21 Sep 2012 (last subject off study) due to
slow enrollment into the study. The main results now focus on
safety data of the Part 1 of the amended study (Phase 2a) in the 25
treated subjects enrolled until the date of early study termination.
Due to the limited number of subjects caused by the early study
closure, analyses are exploratory.

19. Demographic characteristics of the
study population (sex, age, race, etc.)

For Treated Subjects (N=25), the median age was 67,0 years
(range from 22 to 81 years), 56 % female with 15 (60 %) subjects
(7 subjects in the 15 mg ACE-011 group and 8 subjects in the 30
mg ACE-011 group) being 65 years of age or older. Fourteen (56
%) subjects (8 subjects in the 15 mg ACE-011 group and 6
subjects in the 30 mg ACE-011 group) were female and 11 (44 %)
subjects

(6 subjects in the 15 mg ACE-011 group and 5 subjects in the 30
mg ACE-011 group) were male. Twenty-three (92 %) subjects
were White (13 subjects in the 15 mg ACE-011 group and 10
subjects in the 30 mg ACE-011 group), 1 (4 %) subject (15 mg
ACE-011) was Black, and 1 (4 %) subject (30 mg ACE-011) was
Asian.

20. Efficacy results

Efficacy Results:
In subjects who did not receive RBC transfusion in the first 4

weeks (N = 18), the change from baseline was of at least 1 g/dL
for 10 (40 %) subjects at Week 2 and 4 (16 %) subjects at Week 4.
Pharmacokinetic Results

The PK of sotatercept when administered SC was evaluated in the
presence of platinum-based chemotherapeutic agents in 23
subjects with CIA and solid tumors. In these subjects, the
sotatercept exposure (AUC2sq) during the first dosing interval
increased approximately in a dose-proportional manner from 15
mg to 30 mg, consistent with the linear PK of sotatercept. Mean
ti2, values ranged approximately from 19 to 31 days, comparable
to those reported for healthy postmenopausal women (23 days)
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and subjects with CIA and metastatic breast cancer (19 to 26
days). The presence of anti-sotatercept antibodies did not appear
to alter the PK profile of sotatercept in the limited number of|
subjects tested positive to anti-sotatercept binding antibodies.

21. Safety results

In summary, in the Treated Subjects (N = 25):

- Six subjects (24 %) received the four planned doses of]
sotatercept (ACE-011) and dose delay was observed in five cases;
- Twenty-four (96 %) subjects experienced at least one TEAE
during the study. The most commonly reported TEAEs were
anemia (44 % of subjects), fatigue (44 %), thrombocytopenia
(36 %), hyperglycemia (32 %), edema peripheral (32 %), dyspnea
(32 %), neutropenia (28 %), nausea (28 %), hypokalemia (24 %),
diarrthea (20 %), asthenia (20 %), vomiting (20 %), and
hypomagnesemia (20 %). The type and frequency of TEAEs
observed in individual subjects and treatment groups were likely
to have been influenced by the concomitant chemotherapy
regimens received,;

- Twenty (80 %) subjects experienced at least one Grade > 3
TEAE during the study. The most common Grade > 3 TEAEs
were thrombocytopenia (36 %), anemia (24 %), neutropenia
(24 %), hypokalemia (12 %), fatigue (12 %), and NSCLC (12 %).
Grade > 3 hematological TEAEs occurred more frequently at the
highest dose level of 30 mg: blood disorders (mainly
thrombocytopenia) occurred in 81,8 % of subjects compared to
28,6 % of subjects treated at the dose level of 15 mg;

- Five (20 %) subjects experienced at least one treatment-related
TEAE during the study. These treatment-related TEAEs were
Grade 1 pruritus generalized, Grade 2 ALT increased, and
Grade 3 hypertension for 15 mg ACE-011 subjects; Grade 3
hypomagnesemia and Grade 4 cerebrovascular accident for 30 mg
ACE-011 subjects;

- Twelve (48 %) subjects experienced at least one serious TEAE
during the study. The most commonly reported serious TEAEs
were thrombocytopenia (16 %), NSCLC (12 %), anemia (8 %),
and febrile neutropenia (8 %). Serious TEAEs were observed
more frequently in the 30 mg ACE-011 compared to 15 mg
ACE-011 treatment group (72,7 % of subjects versus 28,6 %),
mainly due to blood disorders. One serious TEAE was considered
to be related to the study treatment (Grade 4 cerebrovascular
accident);

- Three (12 %) subjects reported a TEAE that led to permanent
discontinuation of study treatment. These TEAEs were Grade 3
acute renal failure in the 15 mg ACE-011 group and Grade 3
muscular weakness and Grade | malignant mediastinal neoplasm
in the 30 mg ACE-011 group. None were considered as related to
study treatment;
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- Four deaths occurred during on-treatment period and the cause
of death was reported as disease progression;

- Few subjects experienced Grade > 3 laboratory values for liver,
pancreatic or renal function parameters. Grade 3 or 4 electrolyte
abnormalities remained infrequent during the study. During on-
treatment period, 7 (28 %) subjects had Grade 3 or 4 Hgb
decreased, 12 (48 %) subjects had Grade 3 or 4 lymphocyte
decreased, 8 (32 %) subjects had Grade 3 or 4 neutropenia and 10
(40 %) subjects had Grade 3 or 4 thrombocytopenia;

- Six subjects were tested positive to anti-sotatercept binding
antibodies, with two of them having the pre-existing positive
signal before the start of sotatercept treatment. No
hypersensitivity reaction or allergy occurred in these ADA-
positive subjects and the safety profile is similar to that observed
in the overall Treated Subjects.

22. Conclusion

Subject Disposition:

Overall, 57 subjects were screened for this study by 22 study
centers in the US. Of these 57 subjects, 26 subjects were
randomized by 16 active study centers and 31 (54,4 %) subjects
failed Screening because they did not satisfy eligibility criteria.
Of the 26 randomized subjects, 25 received at least one dose of]
study treatment (14 subjects in the 15 mg ACE-011 group and 11
subjects in the 30 mg ACE-011 group).

Six (24 %) subjects received the planned 4 doses of sotartercept
(ACE-011), with 4 (16 %) subjects completing the study treatment
cycles. Twenty-one (84 %) subjects were prematurely
discontinued before the end of the treatment portion of the study
due to: disease progression (n = 8), withdrawal of consent (n = 5),
death (n =2), AE occurrence (n = 1), and other (n = 5).

Seven (28 %) subjects entered the post dosing follow-up phase of
the study. Four subjects completed the follow-up phase while 2
subjects died during follow-up and 1 subject left follow-up for
other reasons.

Subjects Characteristics:

The Treated Subjects (N = 25) (median age: 67 years, 56 %
female) had a Grade 0 (24 %) or 1 (76 %) ECOG performance
status and suffered mainly from NSCLC (72 %). The baseline
median hemoglobin value was 9,0 g/dL (range, 6,5 to 10,5 g/dL).
All subjects received concurrent anticancer chemotherapy at
study entry with a majority of subjects (68 %) treated with
carboplatin-based regimens. Baseline median hemoglobin value
was 9,0 g/dL (range, 6,5 to 10,5 g/dL) in the Treated Subjects. No
subject received ESAs during the study and 44% of subjects
received at least one red blood cell (RBC) transfusion.

Sotatercept (ACE-011) administered at 15 mg and 30 mg
subcutaneously every 42 days for treatment of CIA was well
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tolerated in 25 subjects with advanced or metastatic solid tumors
treated with platinumbased chemotherapeutic regimens. Safety
and PK profiles were comparable to those observed in previous
clinical studies.

Applicant
(owner

of registration
certificate)

~

( 1gﬁa re) (
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(Full name)




Honarox 30

1o Topsinky mpoBeeHHs €KCIIEPTU3H
peecTpariiHuX MaTepialliB Ha JiKapChbKi
3aco0u, 10 OJAIOTHCS HA JIEPIKABHY
peecTpartito (mepepeecTpailiro), a TaKOX
€KCIIEPTU3U MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpaliiiHuX MaTepiasiB
IIPOTATOM i1 peecTpaliiHoOro
[IOCBIIYEHHS

(myHkT 4 po3aury IV)

3BIT

Npo KJiHiYHe BUNpoOdyBanusa Ne 10

1. Ha3Ba nikapcbKoro 3aco0y
(3a HasIBHOCTI - HOMED
PEECTPAIIIITHOTO MMOCB1TUYCHHS )

Binpeseiip

2. 3asiBHUK

Mepk lapm 1 Joym [IEA T'M6X, IlIBeiimapist

3. BupoOHuk

- ITateon Itamia C.n.A., Itamis;

- Eypodinc Jlankactep Jlaboparopis, JIJIC, CILIA;

- MCJ] Iarepuentan I'm6X/MCJI Ipnannis (Kapnoy), Ipnanmis;

- HyBican I'M6X, Himeuunna,

- Mepk apn i Jloym b.B., Hinepnannu;

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI, Himeuunna
(JTanrenapren);

- Berrep ®apma-®@epriryar I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, lyTnenmrpacce 87);

- Berrep ®apma-Qepriryar I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, MoocBaiiceH 2);

- Berrep ®apma-@epriryur I'm0X 1 Ko. KI, Himeuunna
(PaBencOypr, XensmyTt-Bertep-1lTpacce 10)

4. IpoBeneH1 JOCTIIKEHHS:

mTaKk HI  AKIIO Hi, OOTPYHTYBaTH

1) Tum nikapcekoro 3aco0y, 3a
SIKMM TMIpoBouacs abo
TJIAHYETHCS PEECTpAIlist

Jlikapchkuii 3aci6 3 MOBHUM J10Che (aBTOHOMHE J10che). HoBa niroua
pe4yoBUHA.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUNIPOOYBaHHS, KOJOBaHUN
HOMeEp KJIIHIYHOTO
BUIIPOOYBaHHS

Binkpure panmomizoBaHe MOCHIKeHHS (a3u 2a 3 BU3HAYCHHSIM
niana3zony o3 corarepuenty (ACE-011) nns mikyBaHHS aHemii,
CIPUYMHEHOI XiMioTepami€ro, y CyO0’€KTiB 3 MOMUPEHUMH a0o
METACTATUYHUMH  COJIJHUMH  MyXJIMHAMH, SKi  OTPUMYIOTh
XIMIOTepaneBTUYHI CXeMU Ha OCHOBI TUIATHHU.

Komoanuii Homep kiiHigHOro BunpoOysanHs: ACE-011-NSCL-001

6. ®aza KIIHIYHOTO
BHUIIPOOYBAHHS

2a

7. Ilepion npoBeAeHHS
KJIIHIYHOT'O BUIIPOOYBaHHS

325 6epesns 2011 poxy no 21 BepecHs 2012 poky

8. Kpainu, ne npoBoaumiocs
KJIiHIYHE BUNPOOYBAaHHS

Cnonyueni llItatn Amepuku

9. KinlbKiCTh TOCITIHKYBaHUX

3ariaHoBaHa: 30 cy0’€KTiB;




¢daktuuna: 25 ocib (14 oci6 orpumysanu coratepuent (ACE-011) 15
mr T1a 11 oci6 orpumysasm cotatepuent (ACE-011) 30 mr)

10. Mera Ta BTOpHHHI LT
KJIIHIYHOT'O BUIPOOYBaHHS

JIOCIIi THUTIBKI 11T

- Hocnimutu no3u cotarepuenty (ACE-011), ski nmpusBoauinu 1o
KPOBOTBOPHOI BIAMOBIAI AN JIKYBaHHSA aHEMii, CIPUYHMHEHOI
ximiotepamieto  (CIA), y cyO’ekTiB 3 MOMUPEHUMH  abo
METAaCTATUYHUMHU  CONIAHAUMH  MyXJWHAMHU, SIKI OTPUMYBAIH
XIMIOTEpaneBTUYHI CXEMH Ha OCHOBI IUTATHHH, 3a BUHSATKOM THX
COJIIHUX MYyXJIMH, SKi OTPUMYBAIM JIKyBaHHA 3 JIKyBaJIbHOIO
METOI0;

- Ouinntu 6e3mneky Ta nepeHocuMicts corarepuenty (ACE-011);

- Buznauntu dapmakokinetuky (PK) corarepuenty (ACE-011) y
cy0’€KTiB, SIKI OTPUMYIOTH XiMIOTEpaIilo Ha OCHOBI TJIATHHU;

- OUiHATH TEMOIIOETUYHY BIJIMOBIIb Ta ii TPUBAIICTH, TIOB’SI3aHY 3
nikyBaHHsaM cotateprentom (ACE-011);

- Ouiant BruuB JikyBaHHS cotateprentoMm (ACE-011) Ha skicTh
xKutTs (S10K);

- Omiautn BrumB JyikyBaHHa cortareprentom (ACE-011) na
MeTa00J1i3M KICTKOBOI TKAaHUHU,

- OuiHutH excrmpecito B KpoBi AKTHBIHY A Ta IHIIHX
OinkiB/OioMapkepiB  (BKIIIOYAIOUM MIOCTaTMH 1  (OJIICTATHH),
OB’ s13aHUX 3 MexaHi3MoM il corarepuenty (ACE-011);

- Ouinnuty 6ioMapkepu QyHKIIT HUPOK.

11. [quzaiin KIIHIYHOTO
BUIIPOOYBaHHS

Ile Oymno Bimkpwute, paHmoMmizoBaHe, (aza 2a, TOCTIKEHHs Tepamii
corarepuentoM (ACE-011) y cyG’ekTiB 3 mOMmMpeHUMH abo
METACTaTUYHUMH  COJIAHUMH  HIyXJIHHAMH, SKi OTPHUMYBAJH
XIMIOTepaneBTUYHI CXEMHU Ha OCHOBI IUIATHUHH, IO MPOBOIMIOCS B

CIIA.

12. OcHoBHI KpHTEpii
BKJTFOUCHHS

YomoBikn Ta OKiHKM BikOM Bix 18 poOkiB, 3 TICTOJIOTIYHO
HiATBEP/XKEHOI0 MOLIUPEHOI0 a00 METacTaTUYHOK  COJIJAHOIO
MYXJIMHOIO, 33 BHHATKOM COJIJHUX NYyXJIMH, IO JIKYIOThCA 3
JKyBaJbHOIO METOI0; BUMIpHE a00 HEBUMIpPHE 3aXBOPIOBAHHS, IO
OLIIHIOEThCS 32 KpHuTepisiMu OIiHKY BiIIOBI i Ha JTIKYBaHHS COJIITHUX
nyxiaud (RECIST) (Bepcis 1.1); cratyc 3a mkanoro CxigHoi
koonepatuBHoi rpynu oHkojoriB (ECOG) Bix 0 no 2; ouikyBaHa
TPUBANICTh KUTTSA > 3 MICAIIB Ta MiANUcanu iHGOPMOBaHY 3TOIy.
Jlaboparopri nokasuuku: Hgb > 6,5 mo < 11,0 r/m1, 3yMoBiIcHMIA
CIA; abcomoTHa KimbKicTh HelTpodimis > 500/MM>; KimbKicTh
tpomboruTie > 75 000/MM©) (> 72 romuH 3 MOMEHTY HONEpeIHLOI
TpaHcdysii TpoMOOLUTIB); afekBaTHA GYHKIS HUPOK (KIIPEHC
KpeaTuHiHy > 40 mMi1/xB a00 > 50 MII/XB, SKIIIO OJTHOYACHO IHCIUIATHH
1 cmiBBigHOUIEHHs Oinok/kpeatuHin ceui < 1,0; abo < 2,0, sxmio
OJTHOYACHO 3acTOCOBYBaiM OeBamu3ymad [ABacTuH®]); GyHKITisA
neuinku: Oumipy6in < 1,5 x Bepxas wMexa Hopmu (BMH);
acrapraramiHorpancgepaza (ACT) Tta ananiHamiHoTpaHchepasa
(AJIT) < 3,0 x BMH Tta < 5,0 BMH nns cy6’ekTiB 3 MeTactazaMu B
MIEYiHIll; CKOPUTOBaHMN KaJbIliii B Mexax HOpMH a0o < | crymeHs.
Cy0’exTn IOBHMHHI OyJIM BXK€ OTPUMAaTH IIOHAWMEHINIE OAWH ITHKJI 1
10 4 nuKiIiB (KOXKHI 3 THXKHI) XIMiOTeparii npernaparaMmu IJIaTHHU Ta
OyTH paHIOMI30BaHi JI0 OTPUMAHHS 5-TO IUKITY, a00 BXKE OTpUMAIH
[IOHAWMEHIIIe OJUH LUK 1 J0 3 MicAliB (3aJI€KHO BiJl CXEMH)
xiMioTeparnii mpernapaTaMy TUIATHHH, a00 B JaHHW 4Yac OTPUMYIOTh
OIATPUMYIOUY TEpamiio MiCis JIKYBaHHS IpernapaTaMy IUIaTHHU.
[Tonepenne nikyBaHHS: > 28 MHIB MICIs MONEPEIHHOTO JIIKYBAHHS




eputponioeTnuyHMu ctumynstopamu (ECT) ta > 14 guiB (1o 1-ro
JTHS) TICJS OCTaHHBOI TpaHC(y3ii epUTPOIMTIB Ta OTPUMAHHS < 2
onuHUIL KpoBi 3a ocranHi 30 muiB (mo 1-ro musa). KiHku 3
PENPOYKTUBHUM TIOTEHITIAJIOM TOBHHHI OyJIM BHKOPHUCTOBYBATH
BUCOKOE(EKTUBHI METOAM KOHTPALETIII{ Ta MAaTH HETaTUBHUIA TECT Ha
BariTHICTb.

13. JocmiKyBaHuit
JiKapchKui 3acib, crocio
3aCTOCYBaHHSI, cuia Jii

Cotarepuent (ACE-011) y 10 MM murpaTtHOMY Oydepi, pH 5,8, 8 %
caxaposu Ta 0,02 % momnicopOaty 80, 10 MOCTA4a€ThCA Y BUTIISAIL
Ti0(1Ti30BaHOTO MOPOIIKY Y MapKOBaHUX CKISHUX (IIaKOHAX 3
rymMoBuMH mpoOkamu 1o 3 mi. [lepen BBemeHHs M siodinizoBaHUN
TiKapchKui 3aci® BiIHOBIIOIOTH | MIT CTEpPHILHOT BOU JUIS 1H €Ki
y 3aKpuToMy (JIaKoHI Ipernapary 3a JOIMOMOTOI0 CTEPUIILHUX TOJIOK
Ta MITPHUIIIB BiIMOBIAHO 10 IHCTUTYIIHHUX CTAHIAPTIB BiIHOBJICHHS
CTEPHJIbHHUX TIpEenaparis.

BinHoBneHuii mikapchbkuii 3aci0 CKIaJaBcs 3 PO3YMHY COTATEPLENTY
(ACE-011) 50 mr/mo.

/lo3a ma cnocib 3acmocysanna: Cy0’exTn Oynn paHIOMi30BaHi Ha
OJIMH 3 HACTYIHHUX PiBHIB 1031 cotatepuenty (ACE-011):

- Corarepuent (ACE-011) 15 mr nigmkipao (11/m);

- Cotarepuent (ACE-011) 30 mr ni/m;

Koxny mo3y cnig 0yno BBOAUTH KOXkHI 42 1HI, HE OUTBIIE YOTHPHOX
no3. [lepury no3y corarepuenty (ACE-011) MoxHa BBOIUTH B Oy 1b-
SKHMH 9ac MiCJIs MePIIoro MUKITY 1 10 MOYaTKy I’ ATOro HUKITY (KOXKHI
3 TxH1) ABO 10 moyaTky 4eTBEpTOrO MICSI (3aJIeKHO BiJl CXEMHU)
ximioTepanii mpenaparamu ruatuan ABO mig 4ac miarpumyrouoi
Tepamii micis JIIKyBaHHS XIMIOTepali€lo TpernaparaMd TUIATHHH.
Hacrtynni no3u corarepuenty (ACE-011) moxxHa BBOIUTH B Oyb-
SKAA MOMEHT MPOTATOM IMKIY XimioTeparii abo MiaATpUMYHYoi
Teparii.

[TpaBuna momudikamii 1031 (30UTBIICHHS 103U, 3MEHIICHHS 031
Ta/abo 3aTpUMKa J1031) OyJIM BCTAHOBJICHI BiNOBITHO A0 piBHIB Hgb
Ta aprepianbHOoro THCKY Ut cotatepuenty (ACE-011) mis apyroi
JI034 AOCIIHKYBAHOTO JIIKYBAaHHS Ta MicIs Hef.

[Tepion miKyBaHHS CTAaHOBHB MPUOJHM3HO 6 MICAIIB 1 BKIIOYAB 0
qoTHphoX 103 coratepuenty (ACE-011), ski npuiimanu B nepiuit
JIeHb KOXH1 42 JHI, MiCJIT 40TO BiAOYBAaBCsS KOHTPOJIBbHHUM BI3UT TICTS
TMKyBaHHS/3aKIHYCHHS JOCHI/PKeHHs. BIi3WT Ticas JiKyBaHHS
BiOyBaBcsi mpuOnm3Ho uepe3 42 Al (6 TWKHIB) MICIA TPHHAOMY
octanHbo1 f03u coratepuenty (ACE-011). Bisur micns 3aBepuieHHs
JNIKYBaHHS TaKOX CIyT'yBaB BI3MUTOM JIIKyBaHHsI/3aBEepIICHHS
JIOCJIJDKEHHS.

14. IIpenapat nmopiBHSHHSA,
71033, CIOCi0 3aCTOCYBaHHS,
cuia mil

VY 11b0My IOCHIPKEHHI HE BUKOPHCTOBYBAJIA peepEeHTHY Tepallito.

15. CynyTHs Teparis

Ilpomupakosa ximiomepanis

Bci cy0’ekTi oTpEMyBanM TPOTUPAKOBY XIMIOTEpariro I Yac
BCTYITY B JJOCJIJKCHHS BIAMOBIIHO 10 MPOTOKOIY JOCIIIKEHHS.
Haiimommupenimmmu cxeMaMu ximioTeparii Oyiu CXeMH Ha OCHOBI
kapOomnaTuHy, npusHadeHi 17 (68 %) cy0’exkram, y TOMY YHCIi
kapOoruiaTuH mioc nemerpexcen — 7 (28 %) cy6’exram (y komOiHaii
3 GeBaruzymMadboM — 2 cy0’exTam), KapOOIIIaTHH ITIOC TEMIIMTA0IH —
6 (2 cyO’extam), KapOOIJIaTUH IUTFOC OeBaru3ymMabom s 2
Cy0’€eKTiB), KapOOIUIATHH TUTIOC TeMIuTa0iH 11 6 (24 %) cy0’ekTiB
(y moetHaHHI 3 6eBaIr3yMaboMm JijIst OJTHOTO cy0’€KTa), KapOOIIaTHH




wioc makmitakcen ansg 2 (8 %) cyO’ekriB (y TMOENHaHHI 3
OeBanu3ymMaboM I OZHOTO Cy0’€KTa) 1 KapOOIUIATHH TLTIOC
erono3ua s 2 (8 %) cy6’exriB. Cim (28 %) cy0’€kTiB OTpUMYBaIH
CXeMH Ha OCHOBI IMCIUIATUHY, BKJIIOYAIOYM IUCIUIATUH ILIIOC
etono3uf ais 4 (16 %) cy0’ekTiB, MUCIIIATHH ILTIOC TEMIIUTAOIH st
2 (8 %) cy0O’exkTiB 1 UUCIUIATUH IUTIOC JOlleTakcen (TUItoc
6eBanmzymad) 1 1 (4 %) cy6’exra. Oqus (4 %) cy0’€KT OTpUMYBaB
OKCAJNIJIATUH Yy TMOoe€qHaHHI 3 remiutadinom. 3aramom 5 (20 %)
Cy0’€KTiB OTPHUMYBAJIM MOHOKJIOHAJIbHE aHTHUTLIIO OeBann3ymao.
3acobu, wo cmumynoroms epumponoes, nepeiusaHHs Kpoei ma
npenapamu 3aisa

3aranom, 8 (32 %) y4acHUKIB OTpUMYBaJIM IperapaTy 3ajisa IiJ] yac
JOCIIJKeHHS, BKItoyatoun 4 yuyacHukiB y rpymi 15 mr ACE-011 Ta 4
yuyacHukiB y rpymi 30 mr ACE-011. XKoaeHn cy0’ekT He OTpUMYyBaB
TEpaIiio epUTPONOe3-CTUMYITIOI0UNMH Tipenaparamu (ESA).
Opunanusate (44 %) cyO’ekTiB OTpUMaid MpPUHANMHI OJHE
NEPeIMBAaHHS EPUTPOLUTIB IMiJ dYac JJOCHIPKEHHS, BKIIOYAIOUU
4 cy0’extiB y rpymi 15 mr ACE-011 Ta 7 cy6’ekriB y rpymi 30 Mr
ACE-011.

16. Kpurepii ominku
e(heKTUBHOCTI

[Tapamerpu edexTuBHOCTI: ['eMaTonmoeTHyHa BiAIIOBIAL BU3HAYAIACI
K migBumIeHHs piBas Hgb na > 1,0 r/an Buie BUXigHOTO 3HAYCHHS
JOCIIIDKEHHS TPOTSIroM 4 TIKHIB TIOCMUIb, 3a BIJACYTHOCTI
Tpancgysiit eputpormrapHoi Mmacu Ta/a6o ESA. IlyxnuHHY BiNOBiIh
oriHIOBaJIM KOXKHI 9 TrokHIB 3a mikanoo RECIST (Bepcis 1.1).
IMapameTpu OK: Cepiiini 3pa3ku KpoBi Manu OyTu 310paHi 11 OL[iHKH
noBHoro npodimo K corarepuenty y nmpubdauzHo 20 cyd’€kTiB y
BifiOpaHux neHTpax (mpubimsno no 10 cy0’ekTiB U1 KOXKHOT TPYIH
no03). [TooauHOKI 3pa3ku KpoBi Manu OyTd BimiOpaHi IJIs OLIHKH
IMYHOTEHHOCTI, a Takox A ouiHku DK y cy0’exriB, siki He Opaiu
ydacTth y noBHii omiami ®K. [ligmsranu omiHIll HEKOMITAPTMEHTHI
napametpu DK gns corarepuenty (ACE-011), Ttaki K Cmax
(cmoctepexxyBaHa MaKCHUMalbHa KOHIIGHTpaAIlisl B IUIa3mi), tmax
(cmmoctepexyBanuit yac 1o nepmoi Cmax), AUC (mtoma i KpUBOIO
«KOHILIEHTpAlllsl B TUIa3Mi — 4ac») 1 ti2z) (mepioa HamiBBUBEACHHS 3
TEepMiHAIBHOT (a3m).

ITapamerpu sxocti xuttsa (SDK): SIkicTe XUTTA OLHIOBAIN 3a
JOMIOMOTOI0  IIKanu BTOMH «@DyHKIIOHAJIbHA OLIHKA Tepamii
xponiuaux 3axBoproBaHb» (FACIT) (Bepcis 4.0) nmns Beix
JOCHTIJKYBaHMX Ta onuryBaibHUKa «lllkama cuMnToMiB paky
nereHiB» (LCSS) mis mocmipkyBaHuX 3 HEAPIOHOKIITUHHUM PaKOM
nerenis (HIAKPJI).

Iammn mochimeuneki omiHKW: [HIN JOCHIOHUNBKI OMIHKKA BKJIFOYAJIHA
O6ioMapKepH KiCTKOBOI TKaHMHHM B CHPOBATIIl Ta cedi, Bizyali3alliio
KICTOK 3a JOIIOMOT 010 JIBOEHEPTETUYHO1 PEHTI€HIBCHKOT
abcopOuiometpii (DXA), ekchmpecito AKTHBIHY A Ta 1HIIMX
OinkiB/0ioMapKepiB, IMOB’S3aHUX 3 MEXaHI3MOM il COTaTeplenTty
(ACE-011) (Bxitouarouu MiOCTaTHH Ta (DOTICTATHH) Y KPOBI, a TAKOXK
OiomMapkepy HUPKOBOT (PYHKIIi.

- KicTkoBi 6ioMapkep cUpOBATKH KPOBi Ta cedl BKIIOYAIN KiCTKOBY
cnenudiuny myxHy (ocdarazy (BSAP), ocreokansimna (OC), N-
KiHLIeBul nponentusa npokoiareHy tumy 1 (PINP), C-kinueBuit
tenenentun konareny tuny 1 (CTX) ta taprpaT-pe3ucTeHTHa Kucia
¢docaraza i30popma-5b (TRACP-5b), a Takox ce4oBUIl KICTKOBHIA
6iomapkep N-temonentun (UNTX);




- biomapkepn ¢yHKUIii HUPOK BKJIIOYAJIM  CIIBBIIHOLICHHS
anpOyMiH/KpeaTHHIH cedl, CIIIBBITHOIIECHHS OUTOK/KPEaTHHIH Ta 1HIII
OloMapKepH MOIIKOKSHHsI KIIyOOYKiB Ta/a00 KaHAJbIlIB, TaKi SK
MOJIeKyJIa MomKoKkeHHs HUpok-1 (KIM-1), dakrop TpunucHuka 3 y
ceui (TTF3), uuctatun C ceui Ta + abo - f2-MikpornoOyJiiH ceui.

17. Kputepii orinku 0e3mnexu

Orminka Oe3neku BKIIOYalia peectpamito mooiuaux peakiiii (I1P),
na0opaTOpHUX TapaMeTpiB, 12-BigBElEHb EIEKTPOKapIiorpaMu
(EKT'), ¢dizuxanpHi 0OCTEKEHHS Ta JKUTTEBO BAXKIWBI TOKA3HHUKHU
(dacToTa CepleBHMX CKOpPOYEHb, CHCTONIYHMNA Ta JIacTONIYHUN
apTepialbHUN THCK, TeMriepaTypa). [1o614H1 peakiii peecTpyBanu Ta
knacudikysamu BignosigHo 10 NCI-CTCAE (Bepcis 4.0, TpaBeHb
2009 p.).

18. CrarucTuyHi MeToau

Hocmimkennss ACE-011-NSCL-001 crmovatky TutaHyBajiocss y JBOX
yactTuHax, ToOTO YactmHa 1 ckiamamacss 3 paHIOMI30BaHOTO
nocmikeHHss Qa3 2a  Tepamii  cotarepuentom (ACE-011) 3
Jiama3o0HOM 103, 3@ SIKUM, MICJS BH3HAYEHHS ONTHUMAJbHOI JO3H,
crigyBama YactuHa 2, 10 CKJIaganacs 3 MOABIHHOTO CIINOro,
PaHIOMI30BaHOTO, IJIAIE00-KOHTPOJIBOBAHOTO JIOCHTI/DKCHHS (a3u
2b/3 3a ywactio mo 750 cy0O’extiB 3 MmeractarmunuMm HJIPJL.
Hocnimxenns 6yino mnpunuaeHo 21 Bepecust 2012 poky (ocTaHHIN
YYaCHUK, KWW BUHIIOB 3 JTOCIIIKCHHS) Yepe3 MOBITbHUI HaOIp y
nociipkeHHss. OCHOBHI pe3yibTaTH 3apa3 Ha JaHUX 3 Oe3MeKu
Yactuau 1 3minenoro nocnimkeHHs (Paza 2a) y 25 cy0’ekTiB, sKi
OyJy BKJTFOUCHI B JAOCIIHKEHHS JI0 IaTH JOCTPOKOBOTO 3aBEPIICHHS
nocmikeHHs. Yepe3 oOMekeHy KUIbKICTh CyO’€KTiB, CIIPHYUHEHY
JIOCTPOKOBHM 3aBEPILICHHIM JOCJIIIKEHHS, a”ai3 Maec
JOCJTI THAIIBKUI XapaKTep.

19. JlemorpadivyHi moka3HUKU
JOCITIJIKYBAHOT MOITYJISAL
(crats, BiK, paca, TOLIO)

Cepenmiii Bik cy0’ektiB (N=25) ctanoBuB 67,0 pokiB (Aiama3oH BiJ
22 no 81 poky), 56 % xiHok, 15 (60 %) oci6 (7 ocid y rpymi 15 mr
ACE-011 ta 8 oci6 y rpymi 30 mr ACE-011) Gy Bikom 65 pokiB a0
crapme. YotupHanusats (56 %) ydacHuKiB (8 ydacHHKIB y rpymi 15
mr ACE-011 Ta 6 yuacHukiB y rpymi 30 mr ACE-011) 6ynu sxinkamu,
a1l (44 %) (6 oci0 y rpymi 15 mr ACE-011 Ta 5 oci6 y rpymi 30 mr
ACE-011) 6ynu vonosikamu. JIBaauare tpu (92 %) yyacHuku Oyiau
oimumu (13 yuyacaukiB y rpymi 15 mr ACE-011 ta 10 ygacHHKIB y
rpyni 30 mr ACE-011), 1 (4 %) yuacuuk (15 mr ACE-011) 6yB
gopHowKipum 12 1 (4 %) yuacHuk (30 mr ACE-011) OyB aziaTom.

20. Pe3ynbraTé e)eKTUBHOCTI

PesynbTatu eheKTUBHOCTI:

Y cy0’ekTiB, fAKi HE OTPUMYBAJIM TEPEIMBAHHS EPHUTPOIUTIB
npotsroM nepmmx 4 TwkHiB (N = 18), 3MiHa BiJ BUXIZHOTO piBHA
moHaiimentre 1 /mny 10 (40 %) cy6’exTiB Ha 2-my TikHI Tay 4 (16
%) cy0’€eKTiB Ha 4-My THXKHI.

dapMaKOKiHETHYHI PE3YIAbTATH

@K cortarepuenty mpu I/I1 3aCTOCYBaHHI OLIIHIOBAIH Y TPUCYTHOCTI
XIMiOTepaneBTUYHHUX MpENapaTiB Ha OCHOBI TUIATHHH Y 23 cy0’€KTiB
3 CIA Ta comigHuMHU TyXJTUHamMH. Y IUX CYO’€KTIB EKCIO3UIIis
corarepuenty (AUC:2s;) IpOTAroM NEPIIOro IHTEPBAIY J03yBaHHS
3pocTana mpUOIM3HO MpomnopuiiHo A031 Big 15 mr mo 30 mr, mio
BimnmoBigae miHiiHIN DK cortarepuenty. CepenHi 3HAYeHHS ti/2.
KonuBanucs mpudian3Ho Bix 19 no 31 gHs, 110 MOKHA MOPIBHATH 31
3HAYCHHSMHU IS 370POBUX KIHOK y IMocTMeHomaysi (23 mni) Ta
cy0’extiB 3 CIA Ta mMeracTaTHYHMM pakoM MosiouHoi 3ano3u (19-
26 nHiB). [IpUCYTHICTH QHTHTLN IO COTATEpUENTY HE BIUTMBAJIA HA
npodins DK corareprienty B 00MeKEHO1 KIJTbKOCTI CYy0’€KTIB, Y IKHX




Oynu BUSBJICHI aHTHUTiNA, IO 3B’S3YIOTh COTATEPLENT, 1 AKI MajH
TMO3UTUBHUM PE3YJIbTaT.

21. Pe3ynbratu 6e3mexu

Taxum unHOM, y nociikyBanux (N = 25):

- Ilicts oci6 (24 %) oTpuManu YOTHPU 3aIJIAHOBAHI 103U
corarepuenty (ACE-011), y m’stu Bumagkax crocrepirauacs
3aTpUMKa 3 IPUUOMOM J103H;

- IABaauste gotupu (96 %) yuyacHUKHM 3a3HaIM MOHAWMEHIIIE OJIHi€T
ITPJI mig wac mocmimkenHs. HatgacTimne moBiioMIIsIOCs PO aHEMITO
(44 % yuacuukiB), BromMy (44 %), TpomOommroneHito (36 %),
rinepriuikemito (32 %), nepudepuyni Hadpsiku (32 %), 3aaulIKy,
HEUTPONEHiI0, HYJI0TY, TinoriikeMito, 3agumika (32 %), HeUTporneHis
(28 %), nynota (28 %), rinokainiemis (24 %), niapes (20 %), acteHis
(20 %), 6mroBanHs (20 %) Ta rinomarHiemist (20 %). Ha tun i gacroty
[TPJI, mro criocTepiranucs B OKpEMHUX Cy0’ €KTIB 1 B TpyMax JIIKyBaHHS,
HMOBIpHO, BIUIMBAJIM CYIyTHI PEXHUMH XiMioTepamii, sSKi BOHH
OTPUMYBAJIH;

- YV gBagustu (80 %) cyO’ekTiB Mia 4yac MOCIHIIKCHHS BHUHHKIIO
IOHAlMEHIIIE OXHE MO0i4yHe sABUINEe > 3 OaniB 3a mkaioro IIPJI.
Haiinommpenimumu [1PJI > 3 ctynenst 6ynu tpomboruronesis (36
%), anemist (24 %), ueitponeHis (24 %), rinokamemis (12 %),
BromiroBaHicTh (12 %) Ta HAKPJI (12 %).

I'ematomoriuni IIPJI crymens > 3 wactiine BHHHKAIW TMpH
3acTOoCyBaHHI HaWBuIIOi 703u 30 Mr: mopymeHHS 3 OOKy KpoOBi
(mepeBaxxHO TpoMmOoIUTOIEH s) criocTepiranucs y 81,8 % cy0’exTiB
nopiBHSAHO 3 28,6 % cy0’€KTiB, Ki OTpUMYBaH 103y 15 mr;

-V watm (20 %) cyO’ekTiB T Yac MOCTIKEHHS BHUHUKIIO
noHaliMeHIe onHe 1moB’si3ane 3 nikyBaHHsM [IPJI. 1li moB’s3aHi 3
nmikyBanHsM [IPJI Bkimrouanu reHepamizoBaHumid cBepOiX 1-To
crynens, miaBumieHHs piBHA AJIT 2-ro crymens Ta apTepiayibHy
rinepTeH3ito 3-ro cTyneHs A1 cy0’ ekTiB, ski npuitmaiu 15 mr ACE-
011; rinomarHiemito 3-ro CTymeHs Ta LepeOpOBAacKyIsIpHY 4-To
cTyneHs s cyo’ exTiB, siki mpuriManu 30 mr ACE-011;

- YV nBananusatu (48 %) cyO’ekTiB miA yac MOCIHIIKCHHS BHHHUKIIA
noHamMenIe oaHa cepitosna [1PJI. HaituacTime moBiomMiasiocs mpo
taki cepitozni [IPJI: TpombGorutonenis (16 %), HAKPII (12 %),
anemist (8 %) Ta ¢ebpunbHa HeiTponenis (8 %). Cepiiosni [TPJI
cnoctepiramucs uactime y rpymi gikyBanHs 30 mr ACE-011
MOpiBHSHO 3 Tpymnolo JdikyBaHHs 15 mr ACE-011 (72,7 % cy0’exTiB
npotu 28,6 %), nepeBaXHO depe3 MOpYIIeHHS 3 00Ky KpoBi. OngHa
cepiiosna IIPJI Oynma moB’s3aHa 3 JIKYBaHHSAM Yy JOCTIHKCHHI
(mepebpoBackysipHa XBOpoOa 4-T0 CTyIeH);

- Tpu (12 %) cy6’extu moBimomunu mipo IIPJI, axi mpusBenu no
octarouyHoro mnpumnuHeHHs mikyBaHHsS. [umu [IPJI O6ynm roctpa
HUPKOBa HENOCTaTHICTh 3-ro cryneHs y rpymi 15 mr ACE-011 Tta
M’si30Ba ClIa0KicTh 3-rO CTyMEHs 1 3J0SKICHE HOBOYTBOPEHHS
cepenoctinns 1-ro crynens y rpyri 30 mr ACE-011. Y)Koxne 3 HuX He
BBAXKAJIOCS MOB’SI3aHUM 3 JIIKYBaHHSIM Y JIOCIIKEHHI;

- YoTupw J1eTasibHi BUMAIKU CTAJIMCS ITi]] Yac JIKyBaHHS, | IPHYUHOIO
cMepTi OyJI0 BKa3aHO MPOTPeCyBaHHS 3aXBOPIOBAHHS,

-V Hebarath0X CyO’€KTIB  CIIOCTEpIralnmcs  BiIXHICHHS
naboparopHux (yHKIIIT MeUiHKH, TANUTYHKOBOT 3251031 200 HUPOK >
3 crynens. EnextponiTHi BimxwieHHs 3 a00 4 CTyNHeHs 3aIUIIAUCS
HEYaCTUMHU TpoTAroM aociipkeHHs. [lig yac mikyBanus y 7 (28 %)
cy0’€KTIB criocTepiranocsi 3HWKEHHs piBHs remoryo0iny 3 abo 4




cryness, y 12 (48 %) cy0’exTiB — 3HIKEHHS piBHS JiMdouuTis 3 abo
4 crynens, y 8 (32 %) cy0’exTiB — HelTporneHis 3 abo 4 cTyneHs 1a y
10 (40 %) cy6’exTiB — TpoMOboIIMTOIIEH s 3 200 4 cTyneHs;

- icTh cy0’€KTIB OTpUMAIIA TIO3UTUBHUN PE3yJIbTaT Ha aHTHUTLIA, 1110
3B’S3YIOTh COTATEPLENT, MPUYOMY IBOE€ 3 HUX MaJd MO3UTUBHUI
CUTHQJI JI0 TIOYaTKy JiKyBaHHS coTtarepuentoM. Y 1mux ADA-
MO3UTHUBHUX CY0’€KTIB HE CIIOCTEPIranocs peakiliid rinepyyTiIuBOCTi
a6o aneprii, a mpod i1k 6e3neKku Mo 1I0HUM 10 TOTO, IO CIIOCTEPIraBcs
y 3aranbHid rpymni CcyO0’€KTiB, SKI OTPUMYBAJIM JIIKYBaHHS
COTaTEPLENITOM.

22. BUCHOBOK (3aKJIFOUEHHS)

lucnosuyis cy6’ekma:

3aranom, 57 oci6 Oyso BimiOpaHO IS y4acTi B IIbOMY JOCIIIKEHHI
22 nocmigaunbkumu neHTpamu B CHIA. 3 nux 57 ocib 26 oci6 Oymu
paHgomizoBaHi 16 aKTUBHMMM JOCIHITHUIBKUMHU IeHTpamu, a 31
(54,4 %) He npoMIUIN CKPUHIHT, OCKUIBKH HE BiAMOBI AN KPUTEPisIM
NpUUHATHOCTI. 3 26 paHAOMI30BaHUX CYO’€KTIB 25 oTpuManu
NpUHANMHI OIHY 103y dOCHiIKyBaHOTro rnpenapary (14 cy0’ekTiB y
rpymi 15 mr ACE-011 Ta 11 cy6’ekTiB y rpymi 30 mr ACE-011).
licte (24 %) y4yacHHUKIB OTpUMald 3aljlaHOBaHi 4 103U
corarepuenty (ACE-011), 4 (16 %) yd4acHUKM 3aBEpLIMJIA LUKI
mikyBanHs. J[Banusate omuH (84 %) ydacHHK OyB JIOCTPOKOBO
MPUIIMHEHUN 10 3aKiHYCHHS JIKyBaJbHOI YAaCTHHHU JOCIIKCHHS
gepes: MPorpecyBaHHs 3aXBOPIOBaHHS (n = §), BIIKIMKAaHHS 3roIu (n
=5), cmepth (n = 2), BuHuKHeHHs [1P (n = 1) Ta i npuywuan (n =
5).

Cim (28 %) yuacHHMKIB yBIHHUIM A0 (ha3u CIIOCTEPENKEHHS MicCIs
oTpuMaHHs 7034 . YoTHpu ocobu 3aBepiinin a3y CIOCTepeKEeHHS,
2 ocobu moMepiH Mg Yac CrocTepekeHHs, a 1 ocoba mpunuHMIA
CTIIOCTEPEXKEHHS 3 1HIIUX TPUYHH.

Xapaxmepucmuxu cy6’ekmig:

Cy6’extu (N = 25) (cepenniit Bik 67 pokiB, 56 % xiHok) manu 0
(24 %) abo 1 (76 %) cryminp 3a mkanoro ECOG 1 crpaxaanu
nepeBaXHO Ha HenpiOHoKIITHHHMN pak (72 %). Mezaiana BUXiHOTO
remorio0iny ctanoBuia 9,0 r/an (mianazon Big 6,5 mo 10,5 r/mm). Yei
Cy0’€KTH OTpUMYBAJM CYIYyTHIO MPOTHIYXJIMHHY XiMIiOTepariio Ha
MOMEHT BKJIFOYEHHS B JOCIIKEHHS, TPUIOMY OUIBIIICT CyO’ €KTIB
(68 %) oTpumyBanM cxeMH Ha OCHOBI KapOoratuny. ITouaTkoBe
CepeIHE 3HAaYeHHs reMorI001Hy ctanoBmIo 9,0 r/mn (1iana3oH Bix 6,5
no 10,5 r/mn) y cyO’exTiB, sSiKi OTpUMyBanu JiKyBaHHA. JKoleH
cy0’exT He oTpumyBaB ESA min yac nocnimkenns 1 44 % cy0’exTiB
OTpHUMAaJIH IPUHANMHI O/IHY TpaHC(Y3110 epUTPOLIUTIB.

Cortatepuent (ACE-011), o BBoguBcs 1o 15 mr ta 30 Mr miankipHo
KO>XkHI 42 nH1 ais nikyBaHHs CIA, no6pe nepeHocuscs 25 cy0’ektamMu
3 TOIIMPEHUMHU a00 METACTAaTUYHUMHU CONIAHUMHU MyXJIWHAMH, SIKI
OTPUMYBAlIM XIMIOTEpameBTHUYHI PEXHUMH Ha OCHOBI IUIATHHU.
[Mpodimi OGesnexku Ta DK Oynu TNOPIBHIHHMMU 3 THMH, IO
CIIOCTEPIrajaucs B MONEPEIHIX KIIHIYHUX JOCTIDKCHHSIX.

3asBHUK (BJIACHHUK
pEECTPAIIHHOTO TTOCBITYCHHS)

(mmiamuc)

Ompi A. Erag (Audrey A. Egan)
(ILL 1. B)
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