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AZ 1BD BIOLOGIAI KEZELESENEK EVOLUCIOJA

2012
1\
Adalimumab

2023
1/
Ustekinumab ‘ Guselkumab I
- Vedolizumab
Tofacitinib Upadacitinib Biosimilar
r Filgotinib

First adalimumab
biosimilar (EU)

2014 2017 2018 2019
N

Fa Y

2022
®

Risankizumab

Biosimilars  Biosimilars
"aTNFs Vedolizumab S1P
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A JELENLEG ELERHETO BIOLOGIAI ES KIS MOLEKULA TERAPIAS

CELPONTOK IBD-BEN

TNF-a blokkolas
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Infliximab
Adalimumab
Certolizumab

Golimumab

adpB7 integrin gatlas
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KIS MOLEKULAK ES BIOLOGIAI SZEREK KOZTI KULONBSEG

Kis molekulak

<1000

Kis molekula

Kis méreti szerves vegyilet

Intracellularis

Receptor vagy enzim gatlas

Ordlis

Rovid

Nem antigén

Tomeg (Da)

Biolégiai molekula

Biologiai szerek

>>1000

Kémiai szerkezet

Target elhelyezkedése |

Fehérje

Extracelluléris

Mechanizmus

Alkalmazdas médja

Semlegesités

Parenteralis

Félélet ido

Antigenitas

Hossz0

Potencidlisan antigén

Monoklondlis
antitest



MI ALAPJAN VALASZTHATUNK?
w

CD, UC CD, UC CD (UQ)

Biologikum, TNF-alfa Biologikum, anti-integrin Biologikum, anti IL-12/IL-23  Kis molekula, nem-szelektiv
blokkolo JAK gatlé

Akut sulyos UC Biztonsdgossdg Biztonsdgossdg Gyors hatdskezdet

Sulyos EIM idésebbekben Alacsony immunogenitds Per os adagolds
Gyorsasdg Anamnesztikus daganat EIM Nincs antigén hatds
Terhesség Alacsony immunogenitds Alacsonyabb koltség mint a
Alacsonyabb koltségek biolégiai szerek

Infekcidk Lassubb hatdskezdet IBD-ben kevesebb Napi kétszeri adagolds
Rdakriziké (melanoma) Dysplasia és CRC tapasztalat Herpes zooster
Lymphoma megelézésben szerep? Nem szelektiv Thromboembolids
Immunmoduldns th Korldtozott hatékonysdg szovédmények?

szikségessége EIM esetén Terhesség? Szoptatds?



SZUKSEG VAN TOVABBI TERAPIAS OPCIOKRA

A kezelésekbdl
fakaddan fokozott

Magas m{téti és

A fenndllé tinetek
rontjdk a betegek

A betegek 65-

80%-a nem keril posztoperativ

remisszidba életminéségét fertézés rizikd szovédmény ardny
* Primer (30%) és * Tdppénzen toltott * Bakteridlis, virdlis * 9-65% kozotti a
szekunder napok szadma és gomba korai
hatdstalansdg stressz faktor fert6zések miatt szovédmények
(10-20%/év) tovabbi ardnya
* Szteroid kezelések Kozel 50% az 5
dependencia éven beluli
hospitalizdcio
igénye

Sandborn WJ, Gastroenterol Hepatol 2016; Sand BE, NEJM, 2019; Selinger C, Aliment Pharmacol Ther, 2017 ; Habibi F, ] Res Med Sci 2017 ; Peyrin-Biroulet APT, 2016




KOMBINACIOS KEZELESEK

A kombindacios kezelések széba jové formai mellyel novelhetjik a Biologiai szerek és kis molekulak hatékonysaganak és
hatékonysagot biztonsdgossagdanak vizsgalata-szisztematikus 6sszefoglalé

| Independont MOAs | High activity Overiap Medium Activity Complementary MOAx iclusion: RCTs or observational studies with 22 cases
No direct anti-IBD activity | MOAs High Crosstalk Overiap Direct anti4BD Activity 13 studies
| when combined | Combined Medium Crosstalk | Combined 271 dual therapies Rx in 266 pts
3688 studies identified H769 duplicates removed H 2919 screened l'_' 218 Rx for active luminal I1BD
Number  Number Clinlcal Endoscopic SAE estirmated
Combination therapy of of Tx remission remission incidence
+ Studies trials N ES% (9% Q) N; ES % (95% C1) £S % (95% C1) = Conclusions
-~ Heterogeneous data
1 Totacitinib + Vedolizumab 5 57 49, 47.8(190.774)  31;24.6(6.4-47 5] 1.0(0.0-7.6) = Limited foltow up
| Vedolzurnab « anti-TNF 8 56 53;551(196885) 35 18.0(1.65-41.8) X 1" = Similar results for
t 1 mnsitivity analysis in 218
| Natalizumab + anti-TNF L S2 NA NA 0.0(0.0-13) patients Rx for active IBD
| Vedohzumab « Ustekinumab ? ) 30,47.0(14580.7) 20,25.6(4.2:533] 123 = No adverse safety signals
Possible  Ant-TNFs when added to @ Ant-TNF combined with  Ant-TNF or anti-IL Anti-inflammatory combined | Totactint + Ustekinumab : 2 __Isesacan IntIAGyen  Sonow
exampies  thiopurine having enhanced  JAKI or ant-IL12/23 or antl-  12/23 or anti-IL. 23 with metabolomic or | Ustekinumab + antl- TNF 5 19 17:80.0 (483.99.7)  10:35,9(4.2.74.6) 0.0(0.011.1)
ooz Sl rorsatsiurtvati  lon ot | Totac ™ 557001 0334 00(00175
clearance and potentially lewkocyte trafficking therapeutics | ettt o amtl x e S M v A e ek sl
“Md“ wwu 11 ctnervationa studies, 1 RCT; LHN CO, 75 UC, 3 1004), follow up 1-17 months, 3% trestiment discontinuation
TNF. S w’ “Predominantty related 10 duesie Durden/pheratype or enterccalic infection

Alayo Q, DDW 2021
Stalgis C, Gastroenterology, 2021



“\ 1L-23 blokkolds
S1P moduldtor '

Signalin
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Integrin blokkolds

Gyulladdsos szignalizdcié gdétldsa




A SZELEKTIV JAK GATLOK JOBB MELLEKHATAS PROFILLAL BIRNAK?

ociated recepto gand Tofacitinib Peficitinib TD-1473 Filgotinib Upadacitinib PF-06700841 PF-06651600

JAK1, JAK2, TYK2 IL6, IL11, IL13, LIF, OSM + + + + + + -

IL2, IL4, IL7, IL9, IL15,

o AK1, JAK

s S

s e

=3

g v JAK2, TYK2 IL12, 1L23 + + + - - + -
>

-

IL3, ILS, GM-CSF, EPO,
2 TPO, G-CSE, GH, leptin ¥ * ¥ : 2 % o

JAK1, JAK2, TYK2 IL10, IL19, IL20, IL22 + + + e + + -

JAK1, JAK2 IFNy + + + + + + &

Type Il cytokine
receptor

JAK1, TYK2 IFNc and IFN + + + + + + 3




| FILGOTINIB — SELECTION VIZSGALAT (FAZIS 11B/I11) UC-BAN

Primer végpont: klinikai remisszié a 10. héten

Induction Study A: Biologic naive Induction Study B: Biologic experienced
50 - 50 -
A10.8
40 - | p =0.0157* 40 4
A7.2
= =20 6 | 0.0103*
& 304 _ & 30 p=0.
g | p = 0.3379 26. 1 2
= = A5.2
£ 70 - 19.1 £ 20 - :
15.3 p = 0.0645
11.5
10 10 4 9.5
5 21/137 64/245 5 27/285 30/262

W Placebo ™ Filgotinib 100 mg M Filgotinib 200 mg



UPADACITINIB — U-ACHIEVE (FAZIS 111) UC-BAN

Clinical Remission at Week 8

Clinical Response at Week 8
(Primary Endpoint)

100+ 100 =
Adjusted treatment difference (95% ClI):

80 = 80= 46.3% (38.4, 54.2); P<0.001

S =S
- 60= ; , -~ 60=

i Adjusted treatment difference (95% ClI): n
& 21.6% (15.8, 27.4); P<0.001 g
5 40+ £ 40+
o o

20 - 20- 27.3

4.8
0 : 0
B3 PBO (n=154°) =M UPA 45 mg QD (n=319) E2 PBO (n=154%) mm UPA 45 mg QD (n=319)

Danese, ECCO, 2021



A SZELEKTIV JAK GATLOK BIZTONSAGOSSAGA

induction

Maintenance

AE, n (%)

Any AE 60 (65.9)

SAE 7(2.7)

Discontinuation due to AE 4 (4.4)

Death 0

AEs of interest
Infections 27 (29.7)
Serious infections 2(2.2)
Herpes zoster 1(1.1)
Opportunistic infections 0
Pulmonary embolism 0
Venous thrombosis excluding PE 0

Filgotinib 100 mg

108 (60.3)
8 (4.5)
10 (5.6)

0

46 (25.7)

(7))
0
0
0
0

Filgotinib 200 mg

59 (59.6)
0
2 (2.0)
0

25 (25.3)
0

o ©0 © ©

Filgotinib
200 mg
(n=202)

135 (66.8)
9 (4.5)
7 (3.5)
2 (1.0

71(35.1)
2 (1.0)
11(0.5)

0
0
0

57 (61.3)
4(4.3)
33.2)

0

21 (22.6)
1(1.1)
0
0
0
2(2.2)

T patwnty i the Fagut mit 200 mg rag fied Suvy e muivionsnce porial wne e sildma ond the wirer fum lofl centsvulel fodure botd Comudorod wveiated 1o figetrmg

AL atierie vt P pulmensr; embuine LAl wnsa sdverie event

9

AEs of special interest , n (%)

UPA 45 mg QD
(n=319)

Serious infection

Hepatic disorder

Anaemia

Neutropenia

Lymphopenia

Creatine phosphokinase elevation

Opportunistic infection (excluding T8 and herpes zoster)
Herpes oster

2(13)
6(3.9)
14 (9.0)
110.6)
1(0.6)
3(0L9)

0

0

5{1.6)
9(2.8)
9(2.8)
16 (5.0)
10(3.1)
15(4.7)
1{0.3)
1{0.3)

AL, advarse event, TH tubserculows



ICAM-2

Efalizumab

-t >
i

\

ICAM-1

: Vedolizumab
Alicaforsen Etrolizumab PF-00547659

MAJCAM-1

VCAM1

Natalizumab
CCX282-B

Proportion of deep remitters by quartile of vedolizumab exposure
measures in UC and CD (combined) at week 14 and week 52
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Panes J, Salas A, JCC, 2018; S633-5640
Rosario, JCC, 2017, 11: 921-929
Vande Casteele N, UEG Journal 2020



ABRILUMAB UC REMISSZIO INDUKCIOBAN

. Remission Response Mucosal healing

G4B7 elleni mAb & (Primary Endpoint) =
o e . ’ 0 80 .

CD-ben nem teljesilt a primer végpont O Placebo
[ Abrilumab 7 mg Q4W
Bl Abrilumab 21 mg Q4W
B Abrilumab 70 mg Q4W
B Abrilumab 210 mg

UC-ban szignifikdnsan magasabb remisszids

J 4 60+
ardny vs placebo

60 60

S00 4990

404 404

Non-adjusted remission rate (%)

259

Non-adjusted response rate (%)
Non-adjusted mucosal healing rate (%)

204 - 204

0
N= 116 21 40 98 79 N= 116 21 40 98 79 N= 116 21 40 98 9

Sandborn W, Gastroenterology, 2019; 156: 946-957



ETROLIZUMAB

° r ° P = 0.0173g p = 0.1729‘
Humanizalt anti-B7 e il Lt & =
] 0]
% 20 ® Placebo 19.4 ‘g:; 20 ) 18,2
£ = Etrolizumab =
A 15 & 15
5 S
c c
g 10 g 10 4
g 5 g 5
a a
0+ 0 4
HIBISCUS II: Remission at Week 10
Rubin DT, Lancet Gastro Hepat, 2021
Blokkolja az a4B7-et a tdpcsatornai erek faldn
3:. = Etrolizumab — Placebo
g = Etrofizumab — Etrolizumab
g
)
8
€ A remisszié ardnya a 62. héten a 10. hétre
§ ragalék kozott

Blokkolja az aEP7-et a tdpcsatorna epithelsejteken Vermeire S, Lancet Gastro Hepat, 2021



ONTAMALIMAB — TURANDOT VIZSGALAT UC-BAN

Anti-MADcAM mAD, szelekitven csékkenti a lymphocyta homingot a tdpcsatorndban

icAM-2 ICAM-1 MAdCAM-1 VCAM-1

Vedolizumab
Abrilumab

Alicaforsen Etrolizumab Ontamalimab

Vermeire, Lancet, 2017; 390: 135-144

357 adult, moderate-to-severe UC patients, 43% of subjects were anti-TNF naive

Randomized treatment groups were: placebo, 7.5 mg, 22.5 mg, 75 mg or 225 mg
PF-00547659 g4 (SC injection)

PE: Clinical Remission at week 12

J

1

1

1

I 1

1

Clin Remission Mucosal healing Clin Response
mPBO m75mg m225mg m75mg =225 mg



AMJ 300, FAZIS I11 UC-BAN

Elsé anti integrin kis molekula humdn tesztelésben

A target ugyanaz, mint a natalizumab esetében

Endpoint PBO, n (%) AIM300, n (%) i Percent difference
(n=101) (n=102) ‘ (95% C1)

Clinical response 21(20.8) 46 (45.1) 243 (11.4,36.1) 0.0003
(Primary endpoint)

Clinical remission 14 (13.9) 23 (22.5) 8.7 (-2.0,19.2) 0.1089
Symptomatic remission 22 (21.8) 42 (41.2) 19.4 (6.6,31.3) 0.0029
Endoscopic 27 (26.7) 56 (54.9) 28.2 (14.7,40.2) <0.0001
improvement

Endoscopic remission 3(3.0) 14 (13.7) 10.8 (3.1,19.0) 0.0057

ICAM-2 ICAM-1 MAdCAM-1 VCAM-1

Vedolizumab
: ) Abrilumab ) -
Alicaforsen _ i Ontamalimab Natalizumab
E[é?“lz;‘fmo AJM300 Watanabe, JCC; 2021
1 00
PN-943

MORF-057



STP MODULATOR

A B
Ozanimod + b s o
[ H 4 . s1P1 A = :‘Wﬂ'al migration/
Oralis STP1 és STP5 agonista | fncion

+ Endothelial barrier S1P increase

" Sclerosis multiplexben alkalmaztdk

* Fazis lll vizsgdlatok CD-ben és UC-ban zajlanak s 5“::%53::: \
(TOUCHSTONE)
* PML rizikd nem nétt ; Endothls bare

S1P3 * Neural cell migration/
function

* AE: fels6 léguti fertézés, nasopharyngitis,
arthralgia, HT

* Lymphoid tissue expression
, o 4
Etrasimod
*ST1P1, 4 és 5 agonista o) Cndonioeriaincion
$1PS * NK cell migration

* Fazis Il CD-ben, fazis lll UC-ban zaijlik (OASIS)

* PML rizikd nem nétt

Sandborn WJ, NEJM, 2016; 374: 1754-1762; Sandborn WJ, UEGW 2018



| AZ IL-12/IL-23 UTVONAL IBD-BEN

1FN-gamma,
IL17AJF, 22

IL-17AJF,
21, 22
-6

L-17A IL-17F, IL-22 IFN-y
7,17 stabilzation T, development

IL-10, TGFf}

Newath Cytokine Crowh Farfog 2021

Feagan BG, NEJM, 2016; SANDS BE, UEGW 2018; Feagan BG, Lancet, 2017 ; Sandborn, DDW, 2018



BRAZIKUMAB (FAZIS II, CD, 8. HET)

100 -~
oy
c
Q
S 80
w —
2
n
T 60
Q0
-
4]
Q.
% 40 -
c
0
=
Q.
o
a
0

Difference: 22.5%
95% CI| 5.6% to 39.5%; P = .01

49.2

26.7

16/60

Sands, Gastroenterology, 2017

Difference: 12.2%
95% Cl -2.3% t0 26.7%; P = .10

271

15.0

9/60

Clinical response

[] Placebo
B VEDI2070

Difference: 12.2%
95% Cl117.8% to 47.1%: P < .001

42.4

10.0
6/60

Clinical remission

Clinical response and = 50%
reduction in fecal calprotectin
or CRP concentration from
baseline



MIRIKIZUMAB (FAZIS 11, UC, 12. HET

Clinical Remission

_1“‘ A=E B

F 90+ p=0.142

I | |

§ 80 A=175%

E 70 - p=0.004
| |

L 4

« A=111%

g s0- p=0066

g 20 - ' ' 2.6

[ : 15.9

w » "ns

5 20 a8 —

1 JETT —

. L4 L LS

PBO 50mg 200myg 600myg
n=63 n=63 =62 n=61

Sandborn, Gastroenterology. 2020

Patierts in Clinical Response (%)

Clinical Response

A=28 5% p=0001

100 [ ]
98 A=390% p<0.001
| 1
80+ A=20M%
70 p=0014 5!.7
[ | 8.2
60~ na 1
504
°»: 206 —
30 —_
20+
10+ et
0 - . . v
PBO 50mg 200mg 600myg
n=63 =63 n=§2 n=6

Patients with Endoscopic Healing (%)

Endoscopic Improvement

108 A=65%
90 p=0.215
|
80- A=24. P
70 p<0.001
I |
60 A=17 %
i p=0.012
50 R s
40+ 238
30
131
204 63 T
10- o s |
ol I 1 . . -
Pg)’ 50mg 200mg 600mg
n n=63 n=62 n=61




RIZANKIZUMAB (INDUKCIOS, FAZIS 111, CD)

e ol . s . ADVANCE
Klinikai remmisszié a 12. héten N
100%
P<0.001
80% A=202%
ADVANCE MOTIVATE ' P<0.001
. Non-Bio-IR & Bio-IR Bio-IR - 60% T AT283%
% | 100% - : .
_ P<0001 __P<0.001 _P0001 P01 kS
‘ A=16.1% ‘ A=18.8% A=20.5% A=19.9% *
80% 80% -
P<0,001 P<0.001 P<0.001 P=0.001
[4=20.2%] [4=21.9%] f A=22.6%] '<\=15.2%"
2 60% - | 2 80% 1
c 0, c
g B2% 416 43:5% 41,0% g 42.5% 403% 39,3%
o g 34,6%
32 40% - $ 40% A
MOTIVATE
20% 1 20% A Bio-IR
100% -
0% 0% i P<0.001
A=23.1%
CDAI Clinical Remission' SF/APS Clinical Remission? CDAI Clinical Remission' SF/APS Clinical Remission? 80% -
P<0.001
A=176% |
2 60% -
M Placebo W RZB600mg W RZB 1200 mg g
5 34,2%
% 40% 28,8% ’
20% A
D'Haens, DDW, 2021 Endoszképos vdlasz a 12. héten o i BEI5H
. ,



Proportion of Subjects (%)

RIZANKIZUMAB (FENNTARTO, FAZIS 111, CD)

100
90
80
70
60
50
40
30
20
10

® Withdrawal / PBO W RISA 180mg M RISA 360mg

%ok ok §
* %k

38,1
29,9

12,8

Endoscopic Remission

Endoscopic Remission:

SES-CD < 4 and at least a 2-point reduction versus baseline and no subscore greater than 1 in any individual variable, as scored by a central reviewsr



RIZANKIZUMAB BIZTONSAGOSSAG

-

» In FORTIFY, the most common AEs observed in the risankizumab treatment groups were exacerbation of Crohn’s
disease, nasopharyngitis and arthralgia

Randomized Subjects

RISA 180 mg SC | RISA 360 mg SC

(N =184) (N =179) (N =179)
TEAE (SA1) 1 (%) n (%) | n (%)
Serious AE (SAE) 23 (12.5) 22 (12.3) 24 (13.4)
Serious infections 7 (3.8) 5(2.8) 8 (4.5)
AE leading to discontinuation of study drug 6(3.3) 3(1.7) 6 (3.4)
Adjudicated MACE* 1(0.5) 0 1(0.6)
Adjudicated anaphylactic reaction 0 0 0
Death 0 0 0




GUSELKUMAB (INDUKCIGS, FAZIS 11, CD)

Overall Population BIO-Failure
100
‘: .a‘lu f, P<0,001 P<0,001 P<0,001 P<0,001 P=0,001 P=0,004 1P=0,003 |P=0,052 P=0,003 P=0,041
80
56,0
60 54,0 ’ 50,0 53,3

Proportion of patients (%)

40
20 15,7
0 28750l 25/50 ! 22/49

P=0.006 P=0,001 P=0,001 P<0,001 P=0,013

CON-Failure

64,0 652 g1

|
1
|
|
|
'
|
|
2,0 1
|
38,5 1
I
|
I 185
125 1
I
3/20 12/25 @10/27 @SSV W 10/26 ! s/zl 16/25 @ 1s/23 @as/Tal 12/23

M Placebo GUS200mgIv M GUs600mgIv Il GUS 1200 mg IV GUS kombiniert [l UST ~6mg/kg IV =90 mg SC

Clinical remission defined as CDAI score <150

100
Endoszképos valasz a 12. héten 2 %
i
F 60
b
§ 4
<
g 20
&
0

D’Haens, DDW, 2021

BIO-Failure

. 100
. 80
80

33,3 ‘
320259303192 . 40
13 0 . . 20
.. B

Klinikai remisszié a 12. héten

CON-Failure

480478“5435

38,5

10,7

128

B Placebo Gus200mgiv B Guseoomgiv I GUS 1200 mg IV GUS Combined W

usT

Endoscopic response: At least 50% improvement from baseline in SES-CD score or SES-CD score €2



AZ IBD EGY PROGRESSZIV BETEGSEG

Susceptibdity
Triggers

A 4

(Bracal disease mandestation

Pariente, Inflamm Bowel Dis, 2011

Health resource s

Years

Bowel damage

9

Predictors of long-term outcomes

Age' +/-
Disease extent®* ver e
CRP / ESR* .

Steroids at dlagnosis’ .

Smoking® 1)

Mucosal ulceration’* . .

b Crmmearmns W o7 oL et JOLE 08 bpns 0 AN
B L o o Gasmeerecnbugy (92 L0 Lt L

B Ouwrnasn bl o 06 N bl / Nt 1071008 3003
D e

b eneins Mot o 20 AT 0N

- Ganne A P G gl | N L T

T Cutaotal ¥ o8 o Sastremetmngy 3510041 10%e a0y
B Py Susadet & of ol ) Oty Collin J01E S 4TT-00
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\

Susceptibility
Triggers

Diagnosis

A 4

l Preclinical disease

(linical disease manifestation

Years



A TERAPIA RIZIKO SZERINTI MEGVALASZTASA - PROGNOSZTIKUS ES
PREDIKTIV BIOMARKEREK ALAPJAN

Physiclan-based traditional medicine I

Phenotypic
IBD groups

Medical tools:
chinical profiling

@

foo-n-

=/ ggg

and classification \
Qreup 8

Noor, Lancet Gastro Hepat, 2020

!
??‘é\ %
4
Group C

Omics-based network medicine ]

Molecular tools:
blotample-dertved
multi.omics profiling
S lel N Molecular
"‘“"‘""" I1BD groups
h Procision
2 Exposome & \n- medicine
(i H — —_—
| Genome v "f >
| e~
4 > Epigencme J y
‘8 -; 28
- F 4 >0 (* l(u “’ — .
f Tranac: Iy v o ’J‘&(ﬁ')
| " £
\ p—
Matatolome 1 ’ \ ". -
Micrstnome
=l - {%%@ —4

Patients with mild o =

Crohn's disease

Patients with severe ] . . J
Crohn's disease w w w

* Prognostic
biomarkers
B
Accelerated step-up approach Top-down approach
Predictive
biomarkers
. . .
Ant-TNF Anti-integrin Anti-1L-12 and
therapy therapy 23 therapy
Response Response l Response
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A GYOGYSZERES KEZELES OPTIMALIZACIOJA — A TERAPIAS VALASZ
ELOREJELZESE

Alacsony Oncostatin M elérejelzi az infliximab A vastagbélben expresszalt magas oE szintek elérejelzik az etrolizumab kezelésre
kezelésre adott klinikai valaszt adott valaszt
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0SSZEFOGLALAS

A biolégiai terdpia forradalmasitotta a kezelési stratégidkat, a terdpids
célpontok szigorodtak

Az esetek nagy hdnyaddban azonban hosszi-tdvon tovdbbra sem
eredményesek

Ui, hatékonyabb és biztonsdgosabb gyégyszerekre van szikség ahhoz, hogy
megvdltozhasson a betegség lefolydsa a terdpia refrakter betegekben

A terdpids célpontokat a kilonb6zé betegség tipusokhoz kell alkalmassa
tenni, a monitorozdsi tervnek is személyre szabottnak kell lenni

A megalapozott prognosztikai besorolds meghatdrozza majd a kezelési
stratégidkat



