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Neutropenia indusa de chimioterapie

= Neutropenia este o complicatie a = Nivelul cel mai scazut al NAN (numaratoare
chimioterapiei absoluta de neutrofile) = Nadir

= Pacientii prezinta cel mai mare risc de = Nadir-ul pe parcursul ciclului de chimioterapie este
neutropenie in timpul primului ciclu de un bun predictor al complicatiilor neutropenice

chimioterapie
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Crawford, et al. N Engl J Med., 1991.



. y . . . pelgraz:
Neutropenia indusa de chimioterapie si consecintele

acestela — de ce utilizam factori de crestere granulocitara?

Chimioterapie mielosupresiva

Neutropenie febrila (NF) Temporizarile si reducerile
l dozelor regimului chimioterapic
Infectii complicate cu risc l
vital si spitalizare Intensitate relativa a dozei
prelungita scazuta

L} Supravietuire scazuta 4—|

1. Kuderer, et al. Cancer, 2006. 2. Chirivella, et al. J Clin Oncol., 2006. 3. Bosly , et al. Ann Hematol., 2008.
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Rolul factorilor de crestere granulocitara (G-CSF)

100,000 = ? - .
Restabilire rapida ANC
10.000 - Filgrastim
' : Reducerea
2 : duratei NS
= 1,000 = Placebo
= 500
5 Neutropenie severa (SN)
100 o i Reduce _,) ANC < 500 (x 10%/L)
: nadirul
10 5 ; | T T T 1
0 4 8 12 16 20 24

Chimioterapie | 7. ANC = absolut neutrophil count (numdréatoare absoluta de neutrofile)
Zile 1-3 P Initiere placebo NS = neutropenie severa

Ziua (ciclul 1)
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Filgrastim/

Crawford, et al. N Engl J Med., 1991.
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Recomandarile EORTC cu privire la utilizarea factorilor
de crestere G-CSF in profilaxia neutropeniei febrile (NF)

Recomandarea EORTC* pentru utilizarea G-CSF in profilaxie

Utilizare G-CSF in profilaxie

A A

Evaluare risc total
de neutropenie

S—

Risc Tnalt febrila 220%
de
neutropenie A
febrila
220% Risc intermediar de
neutropenie febrila
(10-20%)

FACTORI
DE RISC

Scor de performanta si/sau status
nutritional precar

Boala in stadiu avansat
Sex feminin

Hemoglobina <12 g/dL

Fara profilaxie cu antibiotice, fara
utilizare de G-CSF

Afectiune hepatica, renala sau

cardiovasculara

= EORTC - European Organisation for Research and Treatment of Cancer. Profilaxie — schema adaptata
= Riscul de neutropenie febrila (NF) asociat cu regimul chimioterapic planificat (CHT)

*European Journal of Cancer, 2011; 47:8-32.
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Profilaxia neutropeniel febrile — corelat cu riscul

* Profilaxia primara a NF:
— regimuri CHT cu RISC CRESCUT >20%

— regimuri CHT cu RISC MODERAT = 10-20% + RISC ASOCIAT (prin factori
corelati cu pacientul: varsta, anemie, boala in stadiu avansat, NF in antecedente)

» Profilaxia secundara a NF — consecutiva unui eveniment neutropenic:
— regimuri CHT cu RISC SCAZUT <10%
— regimuri CHT cu RISC MODERAT = 10-20% FARA RISC ASOCIAT

* Obiectiv: Mentinerea intensitatii relative a dozei de CHT!

NF = neutropenie febrila
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Neutropenie febrilé §i neutropenie severé 0 dozi pentru restabilirea NAN
Intarzierile/reducerile CHT afecteaza negativ supravietuirea globala (OS)

10 =
lﬁ‘"“‘w
L e = Analiza retrospectiva — paciente cu cancer de
z \\\ san precoce care au primit terapie fara taxani,
3. bazata pe antraciclina adjuvanta (n = 793).
Dielayed cycles o A . . o
i 0a ]| — 2200 = OS a fost afectata in mod semnificativde numarul
€ o de:
w —_ + 1 3 el ] ] ] .
’ coneres — cicluriintarziate (P <.0001) si de
o clelywd
T | — reducerea RDI (P = .0029)
-] 2 & E ] g
Owverall Survival (years) CHT = chimioterapie

RDI = relative dose intensity; intensitatea relativa a dozei

Neutropenia poate duce la intarzierea sau intreruperea chimioterapiei, reducand
Intensitatea relativa a dozei si afectand negativ rezultatele tratamentului

Chirivella, et al. Breast Cancer Res Treat., 2009.



Pegfilgrastim sau filgrastim in managementul
profilaxiel neutropeniel febrile?

pelgraz
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G-CSF: filgrastim (durata scurta de actiune) si pelgp@ag

pedfilgrastim (durata lunga de actiune)

Eliminarea Pegfilgrastim este auto-reglata, diferit fata de filgrastim

» Pegfilgrastim este un conjugat covalent
al G-CSF uman recombinant cu
molecula de polietilenglicol (PEG)

Helical _ |
bundle

= Pedfilgrastim si filgrastim au moduri de
actiune identice, determinand o
crestere a numarului de neutrofile din
sangele periferic

Duration
of stimulated
WBC production

= Pegfilgrastim ramane in organism mai
mult timp, astfel incat se poate
administra mai rar decat in cazul
celorlalte tipuri de G-CSF

Helical

bundle — One dose per

cycle of chemotherapy




O doza: cinetica mediata de neutrofile a Pegfilgrastim
permite administrarea o data per ciclu de chimioterapie

pelgraz:

pegfilgrastim
O dozd pentru restabilirea NAN

@@ Pegfilgrastim

@©
>g _ NAN B
O
S _ 1,000
| —
i E 100 \ -
o2 ""‘\o\
== 107
©
e
83 1_
Q |-
(@]
S = 0.1 _
o3 7
€2 o001
3
g | | | |
O 0 9 12 15 18 21

Green MD, et al. Ann Oncol., 2003.

Zile (ciclul 1 de CT)

100

10

0.1

0.01

(7/,0T X) NVN eueipay



Incidence of FN, %

Pelgraz

Pegdfilgrastim si filgrastim: pegdfilgrastim asigura protectie
semnificativa, reducand temerile privind NF

in studiile clinice, pegfilgrastim a redus semnificativ incidenta NF

comparativ cu filgrastim (RR 0,64, IC 95%; P = 0,033) = Pegfilgrastim este cu 61%
mai eficient Tn reducerea
o5 — B Pegfilgrastim riscului de NF versus |
(] Filgrastim filgrastim administrat 6 zile
20 1 = = Pegfilgrastim este cu 42%
18 19 mai eficient in reducerea
15 1 riscului de NF versus
filgrastim administrat 11 zile
10 4 12 o : <
* Profilaxia primara cu
%) 8 Pegfilgrastim de la primul
ciclu reduce cu 88%
- probabilitatea de aparitie a
Green?= Holmes?® Holmes3 Vose* I Grigg®® I unui episod de NF
| ] 1 ]
Breast Cancer Lymphoma

Pooled RR (95% CI) for FN' (pedfilgrastim vs filgrastim): 0.64 (0.43-0.97); P = 0.033%

Aapro, et al. Support Care Cancer. 2017.
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Alegerea factorului de crestere — doza zilnica de

filgrastim sau doza unica (pe ciclu) de pegfilgrastim?

Incidenta NF in RCT

Author '| RR (95% CI} % Weight

Bozzoli ef al., 2015 — 0.78(0.27-2.25) 9.72 .. A

Filon et af., 2015; Nechaeva ef al., 2015 :. ----- /el - 1.00 (0.06=15.50) 1.23 . 36 de vStUd” InCluse In meta-

Green of al., 2003 _ 0.65(0.31-1.35) 20.20 analiza: 12 RCTs si 24 non-RCTs

Grigg ef al., 2003
Park ef al., 2013
Salafet et al., 2013
Satheesh et al., 2009
Shi et al., 2013
Sierra ef al., 2008
Zhang et al., 2015

Overall {original analysis)®
Test of heterogeneity: 1 = 0.0%; P=0.810
Testof RR=1:2=121; P=0.228

4.00(0.561-31.13) 1.33
0.52(0.05-5.35) 2.59
286(0.12-66.11) 0868
0.58(0.17-1.89) B39
P 3.00(0.12-73.36) 0.66
092(0.77-1.11) 48.44
0.60(0.15-2.36) 6.65
0.86 (0.68—1.10) 100.00

Cverall (sensitivity analysis)® 0.87 (0.68-1.11) 100.00

Test of heterogeneity: 1 = 0.0%; P=0.743

Testof RR=1:Z2=1.12; F=0.261 I
0.0136 1 734
< Relative risk >
Favors long-acting G-CSF Favors short-acting G-CSF

Cornes, et al. Adv Ther., 2018.
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Alegerea factorului de crestere — doza zilnica de

filgrastim sau doza unica (pe ciclu) de pegfilgrastim?

Incidenta NF in non-RCT

Author , RR (95% CI) % Weight®
| .. R
Almenar Cubells ef al., 2013 —_— 050(0.26-096) 9.30 n 36 de Stud” |ncluse N meta-
Almenar ef al., 2009 0.44 (0.21-0.91) 8.52 LR~ .
| el FR— analiza: 12 RCTs si 24 non-RCTs
Brito et al., 2012; 2016 P—— | 055(0.28-1.06) 9.19 5
Chan et al., 2011 1 — 1 1.20(0.61-2.36) 8.99
[ - o e oww wl
Hershman ef al., 2009 _-.:'__ 060(027-133) 798

an el al.,

Von Minckwitz et al., 2008 0.41(0.26-064) 11.07

Overall (random effect) <> 0.67 (0.47-0.95) 100.00
Test of heterogeneity: I = 80.0%; P = 0.000
Testof RR=1:Z = 2.27; P=0.023

| T
0.0478 1 209

= Relative risk >
Favors long-acting G-CSF Favors short-acting G-CSF

Cornes, et al. Adv Ther., 2018.



Concluzil ale meta-analizel studiilor non-randomizate
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RWE arata o “diferenta semnificativa clinic” intre pegG-

Incidenta neutropeniei febrile?

% Weight”  Author

Almenar Cubells et al., 2013

CSF si C-CSF

Reduceri ale dozeil

Author RR (95% CI)
Almenar Cubells ef al., 2013 0.50(0.26-0.95) 9.30
Almenar ef al., 2009 0.44(021-091) B52
Brito et al., 2012; 2016 T 055(0.28-1.06) 9.19
Chan et al, 2011 1 1.20(0.61-2.36) 899
Hershman ef al., 2009 : == 0.60(0.27-1.33) 798
Kourlaba ef al,, 2015 I 128(0.70-2.34) 968
Mates et al,, 2012 0.30(0.13-066) 7.87
Morrison et al., 2007 e 0.89(0.56-1.35) 11.46
Schippinger et al., 2006 I 0.37(0.05-2.81) 240
Tan et al., 2011 1.16(1.06-1.28) 13.55
Von Minckwitz et al., 2008 0.41(0.26-064) 11.07
Overall (random effect) 0.67 (0.47-0.95) 100.00
Test of heterogeneity: I* = 80.0%; P = 0.000

Testof RR = 1: Z = 2.27: P = 0.023

T
0.0478

T
209

1
s REIANIVE [15K m—

Favors long-acting G-CSF

Favors short-acting G-CSF

Cornes, et al. Adv Ther., 2018.

RR (95% C1)
0.80 (0.60-1.08) 34.27

Almenar et al., 2009 0.71(0.37-1.36) 885
Brito et al., 2012; 2016 ) 1.06 (0.07=16.74) 0.46
Chan ef al., 2011 1.07 (0.46-2.47) 4.60
Kourlaba et al., 2015 0.58 (0.43-0.79) 46.76
Leung ef al., 2015 0.51(0.20-1.28) 505
Overall (fixed effect) 0.69 (0.57-0.83) 100.00
Test of heterogeneity: 12 = 0.0%; P = 0.584

Testof RR =1: Z=13.88; P=0.000 |

0.0597 1 167

% Weight

intérzieri ale dozei?

Author

Almenar Cubells et al., 2013
Almenar et al., 2009

Brito ef al., 2012, 2016 1
Chan et al., 2011 1
Kourlaba et al_, 2015

Leung et al., 2015

Overall (random eflect)
Test of heterogeneity: I* = 77 .6%; P < 0.001
Testof RR=1: Z=2.32; P=0.020

RR (95% CI) % Weight®
0.74(059-0.92) 24.41
0.96(0.69-1.33) 2169
| 0.07(0.02-022) 650
1.08(0.59-1.98) 14.35
0.66(0.55-0.78) 2561

— 0.60(0.21-1.67) 7.44

0.68(0.49-0.94) 100.00

T
0.0227 1

441

&————— Relative risk ————v—>)

&————————— Relalive risk —o-—2>

Favors long-acting G-CSF

imbundtadtite cu

Favors short-acting G-CSF

Favors long-acting G-CSF

Favors short-acting G-CSF

imbundtadtite cu




" - . . _ pelgraz
Explicatia probabila — rezultate mai slabe cu filgrastim e

vs pegfilgrastim

= Subdozarea filgrastimului comparativ cu indicatia ghidurilor este des intalnita si este
asociata cu rezultate mai slabe

Majoritatea prescriptorilor au
utilizat doze off-label (in afara

70

indicatiei)
523
50 47.7
%
° (¥ ege n tg.': fil
Doar jumatate au utilizat dozarea in o
functie de greutate a G-CSF g %
20
Doar o treime au precris >7 zile de 10 ] 9.1
filgrastim per pacient/per cura Y
b No =7 days 4-6 days 1-3 days Unsure

Do you follow weight How many days do you prescribe?
based dosing?

1. Cornes, et al. BioDrugs, 2020. 2. Weycker, et al. Ann Pharmacother., 2006.



. . . - . oelgraz:
Filgrastim este frecvent subdozat si administrat incorect ]9

in practica curenta

Nr mediu de zile de adm Filgrastim Ziua initierii G-CSF in raport cu
pe ciclu (n=1347) finalul curei (n=512)2
6 100% Q2%

90% M Filgrastim

4.88 4 .95
80%
Pegfilgrastim
- 4 3.67 G o
Z 60% °8%
. x 2.95 50%
5 : 40%
Numar redus > T 30% Intarzieri in
de zile de
administrare l s
0%
(8]
San

Nr mediu de zile
Proportia ciclurilor de CHT

20% . .
administrare

CPCNM CPCM Ovarian <3 Zile 4 -7 Zile > 7 Zile
Zile de adm

CPFNM: Cancer Pulmonar fara Celule Mici; CPCM: Cancer Pulmonar cu Celule Mici

Studiul observational realizat in 11 tari europene, Studiul italian observational, multicentric,
5 centre canadiene si 10 centre australiene, a prospectiv, a investigat utilizarea
evaluat administrarea filgrastim in practica clinica filgrastimului Tn practica clinica in cazul
de rutina pacientilor cu tumori solide

1. Krzemieniecki, et al. Support Care Cancer, 2014. 2. Barni, et al. Med Oncol., 2014. 3. Hadiji, et al. Int J Clin Pharmacol Ther., 2012.



Pedfilgrastim si filgrastim: cum alegem in practica

curenta?
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Aapro, et al. Support Care Cancer, 2017.

» Scrisoare de recomandare a expertilor::

—“In practica clinica, durata
tratamentului cu filgrastim este in
general mai scurta de 11 zile si
frecvent sub 7 zile”

—“O durata mai scurta a
tratamentului cu filgrastim este
asociata cu un rezultat mai slab fata
de administrarea a 11 zile cu
filgrastim sau fata de administrarea
pegfilgrastim”

Pegfilgrastim '

aesin A ERERARAERE

O dozd pentru restabilirea NAN



Pedfilgrastim si filgrastim: recomandare 2017 din partea

expertilor
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Pegfilgrastim si filgrastim administrat 11
zile au eficacitate si siguranta similare, iar
pegfilgrastim este preferat fata de
filgrastim administrat <11 zile (pedfilgrastim
poate fi preferat si administrarii de filgrastim 2
11 zile, pe considerente de aderenta si
convenienta)

Pegfilgrastim nu este adecvat in regimurile
chimioterapice saptamanale

In  regimurile  chimioterapice split-dose,
pegfilgrastim este recomandat 24 h dupa
ultima doza de chimioterapie

Pe parcursul chimioterapiei paliative, aderenta
pacientului la tratament si convenienta pot fi
in favoarea administrarii de pegfilgrastim

1. Aapro, et al. Support Care Cancer, 2017. 2. Green, et al. Ann Oncol., 2003 .
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Numar absolut de neutrofile (NAN): 1 x
pegfilgrastim vs 11 x filgrastim

—— pegfilgrastim fixed, 5mg (n=77)
—— filgrastim Spg/kg/day (N=75)
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C o . .. melgraz
De ce sa tratam pacientii cu risc de neutropenie febrila (NF)dozépm%;?.?:::;‘;n

de prima intentie si la fiecare ciclu cu PELGRAZ Injector?

Paciente care au

dezvoltat NF = Studiu open label, randomizat, de faza 3, non-inferioritate

= Paciente cu cancer de san, cu risc de NF au fost randomizate
intr-un brat care a primit Pegfilgrastim la toate ciclurile de
chimioterapie (n = 84) si un brat care a primit Pedfilgrastim
numai la ciclurile 1 si 2 (n = 83)

» O doza fixa de 6 mg de Pedfilgrastim a fost administrata la 24-30
de ore dupa administrarea chimioterapiei

= Obiectiv primar: procentul de paciente care au dezvoltat NF

» Rezultate: din 84 de paciente randomizate pe bratul cu
Pegfilgrastim pe parcursul tuturor ciclurilor de chimioterapie, 8
(10%) paciente au prezentat un episod de NF, iar dintre cele 83

10% de paciente care au primit Pegfilgrastim doar in primele doua

cicluri, 30 (36%) paciente au avut un episod de NF

Pegfilgrastim cicLu 15 Pegfilgrastim La FIECARE CICLU
N=283 N=284
RR = risc relativ

Concluzii: La pacientele cu cancer mamar precoce, cu risc ridicat de NF, utilizarea continua a profilaxiei primare
cu G-CSF in timpul tuturor ciclurilor de chimioterapie are relevanta clinica.

Aarts, et al. J Clin Oncol., 2013.



Pelgraz ajuta la reducerea numarului de spitalizari

asoclate NF
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= Studiu de faza 3, multicentric, dublu-orb, controlat cu placebo, la paciente cu cancer de san [Pedfilgrastim, n =

463 sau placebo, n = 465], care au efectuat chmioterapie cu Docetaxel 100 mg/m2, Q3W pana la 4 cicluri

= Obiectivul primar:

— procentul de paciente care au dezvoltat NF — Pegfilgrastim 1% fata de placebo 17%, P <0,001

Vogel, et al. J Clin Oncol., 2005

Table 2. Incidence of Febrile Meutropenia Reported on Study for

All Cycles
Placebo Pegfilgrastim
Febrile Neutropenia (n = 465} in = 483)
Patients with febrile neutropenia
Yes
MNo. 78 8
% 17 1
Mo
MNo. 386 456
% 83 89
Difference between groups”
Difference between percentages —15.5
95% confidence limits -18.0, -118
Odds ratio 15.02
95% ClI 6.561 to 34.60

"Differences were calculated by subtracting the percentage of febrile
neutropenia in the placebo group from the percentage in the pegfilgras-
tim group.




Pelgraz

Pelgraz ajuta |la reducerea numarului de spitalizari
asoclate NF

O doza pentru restabilirea NAN

= Obiectivele secundare au fost:

* incidenta spitalizarilor asociate cu NF pentru pacientele tratate cu Pedfilgrastim, comparativ cu pacientele
tratate cu placebo — 1% fata de 14%, si

= folosirea terapiei anti-infectioase, IV, asociata NF — 2% fata de 10%, precum si administrarea dozei de CHT
la timp

o Mo
Mo. 401 457 MNo. 417 456
% 86 99 % a0 98
Ditference between groups® Difference between groups”
Difference between percentages -125 Difference between percentages —8.81
95% confidence limits —-15.8, —9.17 95% confidence limits -11.8, —6.83
(Odds ratio 11.98 Odds ratio 147
95% CI 5.17 t0 27.78 96% Cl 3.35 to 16.67

*Differences were calculated by subtracting the percentage of febrile
neutropenia in the placebo group from the percentage in the pegfilgras-
tim group.

Vogel, et al. J Clin Oncol., 2005

“Differences were calculated by subtracting the percentage of febrile
neutropenia in the placebo group from the percentage in the pegfilgras-
tim group.




pelgraz

GOOD SCIENCE pegfilgrastim

“ ' BETTER MEDICINE O doza pentru restabilirea NAN
BEST PRACTICE OPEN CANCER

HORIZONS

Neufrope nia

F'rophylac:tlc antibiotics may be used to reduce the risk of infections if patients become neutropenic.

Expand antibiotic prophylaxis to mitigate potential delays in emergency visits for patients who develop fever

(ESMO).

Use of steroids to be reduced, if possible (ESMO).

Use long-acting treatments, e.g. pegfilgrastim.

Patients with solid tumours not treated for cure should ideally receive regimens unlikely to induce FN and only

receive regimens with a greater risk of neutropenia if there is substantial supporting evidence (ESMO).

e Expand use of prophylactic G-CSF_to_include patients_receiving chemotherapy with_an_intermediate risk_of FN
(>10%).

e Extend the use of G-CSF to all patients, not just those with risk factor complications, if patients not previously on G-
CSF develop FN (NCCN).

e Outpatient administration of G-CSF|is recommended for lower-risk patients (ESMO).

e Self-administration is recommended to reduce the frequency of outpatient visits, or alternatively, use long-acting
agents in patients with solid tumours.

e Assess potential for neutropenic status in febrile patients using telemedicine or telephone calls to determine
whether an assessment in the clinical or ED is required (ASCO).

e |n patients with known neutropenic fever, follow standard guidelines for care of neutropenic patients, regardless of
COVID-19 status.

e Rapid COVID-19 testing is required to determine the suitable level of PPE and location for continued care. In the
absence of rapid testing, the patient should be managed under the presumption of COVID-19 infection.

e Consider expanding the indication for G-CSF after chemotherapy to reduce the risk of FN (ESMO)

e The benefits of treatment with G-CSF outweigh the theoretical risk that G-CSF may cause further harm in patients

with active COVID-19.

Aapro, et al. ESMO Open, 2021.
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Concluzii

= Evenimentele neutropenice sunt o complicatie grava a chimioterapiel,
rezultand o morbiditate si mortalitate semnificativa

S-a demonstrat ca administrarea G-CSF imbunatateste rezultatele tratamentului
cu CHT permitand mentinerea Intensitatii Relative a Dozei

Filgrastim este frecvent subdozat in practica curenta

Pedfilgrastim este optiunea cea mai buna pentru profilaxia primara a NF prin
eficacitate dovedita si imbunatatirea compliantei si a aderentei la tratament a
pacientilor
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Toelg accord

Aderenta

O singura doza pe ciclu de tratament
pentru mentinerea regimului
de chimioterapie planificat®®

¢ Pelgraz™ 6 mg pp;g_‘;

» SRt ! rozbwér do wstrzykivan pegf

' TUANR. - - solutie injectabila
X £ = : raztopina za injiciranje ¥
' Injector usor de utilizat, cu un design
care ofera manevrabilitate si permite
a administrarea in ritmul potrivit fiecarui pacient?4
F SEILEE, P ey
b ’- - Confort
’ ; / O doza pentru recuperarea NAN,
"/ autoadministrabila acasa?
Ve V4
1. wwanmugnomnclator/medicaments, accesat la data de 23 seplemibeie 2020, 2,

Produsylui, Pelgraz®
filgrastfn ahd pegfil
pat
Effifacy and safety
moderate-toisevere
101 08VDPIEL66I4 2

evaluate G-CSF usapd
oncology practice. MY
Acest medicament sd

Acest material este d
v

adverse suspectate.

ts weith beeast d

est thedicamen tface cbiactul unei monitorizan suplimentare, Acest lucru va permite identificarea rapida de
ol inforratii referitdare la siguranta Profesionisti din domeniul sanatati sunt rugati sa raposteze once uuqu’

NA?J nrabsolutden

injector preumplut; 3. Kowrlaba G, Dimopoulos MA, Pectasides D, et d.. o-mparrson o
rastim to prevent neutropenia and maintain dose intensity of adjuvant chamathera,
pricer. Supportive Car= Cancer. 2015; 23(7): 2045-2051; 4. Ferris L Ott £ Jiang 1€t al {2019}
bl guselkumab, administered with a novel patient<ontrolled injector (One-Press], for
soniasis: results from the phase 3 ORICN study. Journal of Dermatological Treatment. DO
N 9.1587145; 5. Bamni S, Lorusse V, Giordano M, et al, A prospective chsarvational study to 8
in patients with solid tumors receiving myslosuppressive chemotherapy in ltalian cinies
b Oncol. 201431010797,

wlibereaza pe baza de prescriptie medicala PR, Data prirnel autorizari: 21 septembrie 20! 8.

stinat profesionistilor din domeniul sanatatis

Futrofile




