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Main principles of management of
Oncology patients
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Medulla

- Medulla 1s Medical Institution which provides

Hospital and Ambulatory services
- Certificated Medical Clinic

(Has been awarded ISO 9001-2008)

- Participant in creating of future of
Georgian Medicine — Residency

Program in Oncology CERTIFICATE
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epartments

Department Number of Doctors

Oncology

Internal Medicine(Rheumatology/Cardiology/General 10
Practice/gastroenterology)

Endocrinology 4
Neurology 3
Surgery 11
Gynecology 10
Urology 4
Anesthesiology/Intensive Care Unit 10
Radiology

Stem Cell Bank 3

Laboratory(Clinical Laboratory/Cytology/Morphology) 10
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Medical Staff

116
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e From 1989 ESMO is conducting examinations in
Medical Oncology. The aim of this examination is to
evaluate special skills and knowledge of Medical
Oncologists - necessary to treat cancer patients

* Four our young Medical Oncologists passed ESMO
exam in Amsterdam in 2013
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Guidelines

e Georgian version was developed by our
team of young Medical Oncologists
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women with primary breast cancer. N Engl |
Med 2004; 350: 1081-1092 [errarum, N Engl |
Med 2004; 351; 2641].
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\W.r Consillium-Medulla
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We have participated in 47 international, multicenter Phase |, I,
Ill, Device and Bioequivalence clinical trials and enrolled up to 1000
patients in accordance with ICH-GCP guidelines.

® Other

™ Oncology




Phase |l study of bavituximab plus docetaxel in locally advanced or metastatic
breast cancer (interim results)

Chemaotharapy and Immunatherapy Ci i, Georgia; J5

D. Tabagari, G

Mational Cancer
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Introduction

Baviturmab i a novel chimeric Ip, menoclonal antbory that is being imestigated
B3 8 new solid umor therapy, Specifically. bavitusimah seiectively targets the
wamdiane phospholpid prasphatidyserine (F5) complerad with th plasma protair
f2-glyzaprotain | hat Is exposed on the axtemal surace of vascuar endoihelial cals
in bumars.

Praclinical middels show macrohage maliessian and a saitch from M2 ipro-5) fa M
{pra-irflammatory} immure responss as measured by cytakine profile praduces host
effecior cel-mediabed destruction of Wwmee vasolalure and enbancement of anli
fumice imminity. Pracinieal dal suggest synergistic ant-umar activily sing PS-
targating ansiboces i combination with chemoshersgy of radiation in seversl fumar
typas (e.g., plioma, breast, pancreatic, prostale, ete )

Results

Patient Demographics

Safety

A todal of 46 Caucasian female patienls were enrclled in
thiz shucly and racsived an ewarage of 28 1 dagaes {range

Table 1 Adversa Events Documing in =30% af
AE-Rugoring Palisrls

Objectives

¥ Dietarmirs tha averall respangs rates (CR+PR} 1o a combination of bavitiomabs plis
docetaned in patiends with [ocaly advanced or melastalic breas) cancer

®  Dateming tima 1o progression, duration of mspansa, avarall survial and sataty
{type, frequency, severily and relationship of adverse sverts to sludy drugs)

To date, AEx jany grade or causality) have baen reported in 6% (44 out of 46) of subjecls,

st avents were mikd ba modzrale. Alopecia (73.9%), diarrhoea (63.0%), epistaxs

277} af the sty drug. Achamrs Evenl 5””?‘:; Pemert | {B0.5%), lacrimination increasa (54.3%), fatigie (43 5%), and onychalysss (41 3%) weee the
Paben| Characturistic Patants N=di A A @: in neat cammon adversd gvants
Age Mnidan i years 454 32 4T3 F) Mopecla ! .“l"|‘.'. » Giadle 34 ASS wara experiancad by 15 oal of 46 (32 6%) of subjects, The most comman
[Pangs Diarrhs 0 T Grade 14 AEs were leaukopenia (B.7%) and reutreper (8, 7% )
Baseing a e £ 0%
ECOG i Epistasia ] EL0% | ® Sguen oal of 46 subscts (15.2%) rapomed SAEs. of which § aspenenca havituximag-
3 Lacrimmnabon Inreassd a5 24.9% refaled SAEs. Three of these § subjects develapad pulmanary ambuolism (cne had
HERZ Sl . Faikua 20 415% precedny event of deap vam thrombasis), all of which were resohved wilh secuelae. In
4 Crychalysis 19 A1 addfon, ana subjact experiancad faligua (rascived wih sequetas) and another axpariencan
o Fota Dot Y W% Grade 3 {non-cardiac) chest pain,
i Beireainla 17 17.0% |* Dealbs due o AES oocurred in 2 of 26 subjects (4.0%). One death was due t Fer failure
ko [P IS —— Sant | and ihe oiher wes dus o axacerhation of chronic absinactve pumonery deeass (COPD)
Total 4R [100%) Hasal Diyrags 14 % nieither of which were bavilusimab-ralabsd
Efficacy

Methods

Study Design

Phasa I, cpan-abal, singl-am shidy ulilzing & Simon 2-stage design
Fifteen palients were initially enralled and excesded the pre-specified
raspanse rale and (b trial was expanded to a Solal of 48 pabenls.
Tha sttty was conductad in 2 phasas, & Traatmsant Phase and a Follow-up Phase
# Durireg the treatmant phase, qualifad patients mcerved shidy treatman
accordng ta the table beiow.
» Affer complatianidiscaninuetion of chamaiharapy, patients who had nat
prograssad artarad tha Follow-up Phase and conlinged bavhigimat
Wy il prograssion o ety
Clinical and laboratory assessmenls were perfomed every 2 weeks, and lumar
respiEa partnrmad avery 2 cycles during fha rastmant prase, then svary 2
moeihes undd dissase progressian.
Survival data are collected avery 3 months unsd 80% of palients have discantnued
Irsabmend,

Diosing Scheduls
Test Product Dase Time
Basitusemah 3k Wieakly Uit diss ge prograssan
! 2 Days 1, 8, anc 15 of avary 28-Day eydda (Forup
Dacetaxe| 35 mgim 10 6 eyclas)
Criteria for Evaluation

® SAFETY. Physical sxams. vaal signe, complata bood cosa (CECs)
coagulation assays (PTT, PTINR), hypercaagquiabiity marker {d-dimer),
sanim chemisines, Miman ant-chimenc antibady (HACA), sdvarse

wwenls -and concamitand medications.

EFFICACY: Ovarall raspanse and dinease progression was evaliated by

& (15T citeria and assessad according lo the schedule abave

In the irtani-o-irast analysis, the best overal respansa rale s §1% (2B46). Figuse 1 (lstatas iha
graatest reducticn in the Sum of the Lonpes! Diamelers (SL0Y of the tanget (esians far sach subjecl.

At all subpscls in &

sludy had some reduction in the SLD of their et lesions, Figure 252

Kapdan Meier plal of Time to progression. The median Sme io progressicn is estimaled ta bs 7.4
minlha. For thase achisving cojective responsa, the dursion of respanss was B0 months, Median

averall survival has nof been reached

Figure 1
Watrrtal Piol ol fe Gerates] Parcect Redudtion
In ELD from Basdling

Figura 2
Faplass Miker Plot of Tima i
Fragrensinn

Dot s repomaerd 995 Corfbres gy
Tabin 2 Sumerary of Crinds bor Ewsuaton o Efimcy
Best Overall Tumor Responss Meadian Durafion of Madian Progression Free
Rt {CR + PR} Reapoea in Months Survival In Mesthe
135% CL) {255 G %O
B0.5% [45.4%, T4.5%) B0 (56, 74) TA(E050)

Fiura 2 prasents & torest plof of respornsa rales lor sewaral
subgroups. The plat dsplays the resporss rale along wilh an
inlerval represanting + 1 standard errar. Because af the small
sampke size far the sludy, the rasponse rates in all subgraups are
cansistent wilh ©ne respenss v for the Bludy popudatian as 8
whale. Note that the subgraup imvoiing systolic bload pressure
calegorizan subjects Acroaiing o whather (AFe Was ANy MNERAsS
ar decraass in systolie boad prassure intha Tirst 30 days Tellawing
Inieatian af traatmant

Figure 3
Frewal piot of Respansn Rates for Sub-Gmups

Conclusions

® Bavilmiman, 5 unigis PS-leegating
manodonal antibacy which induces
immirs enhancemant and mmaina call-
mediated destruction of lmor
vascidatura, pracucad B pramesing §1%
best oweral respenss rate in tis sogle
arm sludy of 46 patnts wilh locally
Acvancad or mesastatic hragst cancar

Medin fime [0 progression was an
#ncaLFRging ¥ 4 monits

Wa diffsrances wars sesn in response
rate by age, slage &t study eniry,
higtology of basedng Lumar fokal
Thiezalety profils of bavilueimab whan
combined with docetixel was
AcRQladla

Rates of apistans, anychoolyse and
infuson reaclions were higher than
aapacted, Bt no-imting

L

Altraugh 3 patants (6,7 spariancad
puimcnary mbolsm o Bhidy which
wara atiributied o sty drig, thi averall
incidenice of venous thrombaoemboism
auants 5 In irs wilth expectad
spontaneous VTE rales m advancsd
breast cancer patiends.

w

Randomized trials of chamatherapy and
baviuximab in pabents with advanced
breast cancer are waranied.
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Department Bioequivalence wmw
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Oncology 4
Rheumatology 11 i , , i
Surgery 2 ) ] _ 2
Urology 3 ) , _ 1
Neurology ) ) ] , -
Endocrinology 2 i ] , _

Pulmonology ] _
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Medulla — Chemotherapy and Immunotherapy clinic was
inspected by FDA audit in 2010. No critical and major findings
were found.
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Our goal
o Use of the American model of medical residency

o Development of the best training program for our residents
and students

o To generate future leadersin Georgian Medical Oncology
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Main Mission Y B

e ASCO and ESMO developed global curriculum

to adapt the teaching program for Medical
Oncologists

e Based on existed recommendations Patient’s

Management and Treatment Guidelines were
developed in Georgia version
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e Seminars / Presentations ePatient case discussion
e Discussion of theory Clinical Trials evaluation
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Multidisciplinary evaluation™" "

Main principles of teaching process
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