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Katdtaén aoBevwyv pe CaP og ouddec kivouvou

D' Amico

PSA <10
ng/mL and
GS <7 and
cT1-2a

PSA 10-20
ng/mL or
GS<7,or
cT2b

PSA>20 ng/ml,
or GS>7,or
cT2c-3a

cTlc, 6S<6,
PSA <10 ng/mL,
< 3 prostate
biopsy cores
positive,

<560% cancer in
each core,

PSA density
<0.15 ng/mL/g

PSA <10
ng/mL, GS
<7,cTl-2a

PSA 10-20
ng/mL, or GS
7,0r cT2b-2c

PSA >20 ng/ml,
or GS>7,or
cT3a

T3b-T4,
Primary
Gleason
pattern b
or >4
cores
with
Gleason

score 8-
10

PSA <10
ng/mL, GS
<7,cTlc

PSA 10-20
ng/mL, or GS
7/, or
cT2b-2¢

PSA<20 ng/ml
GS 8-10
or=>cT3a




TTepimTwon 1

AcBevic 68 eTwv pe apvnTiki AETT kai PSA
5,2 ng/ml. YePAnOn oc Proyia mou avédeie
adevokdpKivwpa mpooTdTou oc 2 amo Ta 12
cores pe Gleason score 3+3=6.

AAANEC TTAnpoYoOpiEC ;
Kardraén oc opdda kivoUuvou

OepameuTIKA TPOTACN




Risk
Option Low Intermediate High

Watchful waiting Treatment option Treatment option Treatment option

Active surveillance Treatment option

Radical treatment

Pr'osfa’rectomy Treatment option

Brachytherapy | Treatment option Treatment option

Radiotherapy Treatment option

Cryotherapy
HIFU

NICE (National Institute for Health and Clinical Excellence)
Guidelines 2008; 7:58




Watchful waiting # Active surveillance

&7.7 Defindion

&7.7.7 Watchfu! wating W)

Watchful waiting i ako known a3 'defened treatment’ or 'symptom-guided treatment’. This term was coinad
in the pre-PS4 sceening era (before 1930) and referred to the conservative managzementof PCa until the
develbprment of bcal or systemic progression. Atthis point, the patient would then be treated palliative by with
transurethral resection of the prostate (TURF) orother procedures for uninary tract obstruction, and hormonal
therapy or radiot herapy for the palliation of metastatic ksons.

&1.7.2 Active survallance (43

Active sunveillance i akko known a3 'active montonng'. It i the new term for the conservative management
of PCa. Introduced in the past decade, it includes an active decision not o treat the patient immediately.
Instead, the patient i followead up underchaz sunveillance and treated at pre-defined thresholds that classify
progression (i.e. short PS4 doubling time and deteriorating histopathological factors on epeat biopsy). The
treatment options are intended to be curative.




TTowTokoAAa yid active surveillance

Inclusion criteria

Clinical stage Tlc Tlc-T2a <T2

PSA density <0.15 ng/ml/cc <0.20 ng/ml/cc -

PSA <10 ng/ml <10 ng/ml <15ng/ml
No of (+) cores < <2 -

% cancer per core -

Gleason score < < < <7 (3+4)

Suveillance schedule

PSA & DRE Every 6 mo Every 6 mo Every 3 mo for 2 yrs, Every 3 mo for 2 yrs,
then every 6 mo then every 6 mo

Repeat biopsy yearly Confirmatory biopsy  1,4,7 and 10 years 6-12 mo after
within 3-6 mo, then after diagnosis diagnosis, then every
every 12-18 mo 3-4 yrs

Definition of progression

GS>6, or >2 cores, or 65>6, or >3 positive PSAD <3 yrs
>50% any core cores, or PSAD<3 yrs

MSKCC: Memorial Sloan-Kettering Cancer Center; PRIAS: Prostate Cancer Reserch
International: Active Syrveillance




O pbéAog Twv genomics oth Anyn amégaong yid
eEVEPYO TTdpakoAouBnaon

The Oncotype DX Patient Report
rGPSRESULT b

Very Low Intermediate ‘

6 Shde 1o Select a GPS
~
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Very Low Intermediate
More Favorable -

84%

Active Surveillance
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TTepimTwon 2

AdBevic 60 eTwy pe apvnTiki AETT ka1t PSA
5,2 ng/ml. YePAnOn oc Proyia mou avédeie
adevokdpKivwpa mpooTdTou o€ 6 amo Ta 12
cores pe Gleason score 4+3=7.

AAANEC TTAnpoYoOpiEC ;
Kardraén oc opdda kivoUuvou

OepameuTIKA TPOTACN




Guidelines on
Prostate Cancer

Given its low sensitivity to microscopic invasion, MRI is not recommended in the local staging of low-risk
patients, but MRI may be useful in selected patients with intermediate- to high-risk cancers (44,46,47).

7.2 N-staging

Since CT or MRI cannot detect microscopic lymph node invasion, detection rates are typically < 1% in patients
with a Gleason score < 8 cancer, PSA < 20 ng/mL or clinically localized disease (61,67,68). They should
therefore not be performed in low-risk patients and reserved for patients with high-risk cancers.

As a result, most authors do not recommend systematic bone scan in asymptomatic patients unless
the PSA level is > 10 ng/mL (77,79,80,82,83,85) or even > 20 ng/mL (87,88), or in case of Gleason score
> 8 or clinical stage > T3 (64). Of course, a bone scan should also be obtained in symptomatic patients,
independently of the PSA level, Gleason score or clinical stage (64).




9.3 Intermediate-risk, localized prostate cancer: cT2b-T2c¢ or Gleason score = 7 or
prostate-specific antigen 10-20 ng/mL

Patients with intermediate-risk PCa should be informed about the results of two randomized trials comparing

RRP versus WW in localized PCa. In the SPCG-4 study, the survival benefit associated with RP was similar

before and after 9 years of follow-up and was confined to men < 65 years of age. The NNT to avert one death

was 15 overall and seven for men < 65 years of age. In the PIVOT trial, a preplanned subgroup analysis of men
with intermediate-risk tumours showed that RP significantly reduced all-cause mortality.

There have been no randomized studies comparing radical prostatectomy (RP) with either external-beam
radiotherapy (EBRT) or brachytherapy for localized prostate cancer (PCa). The National Institutes of Health
(NIH) consensus statement in 1988 (1) stated that external irradiation offers the same long-term survival results
as surgery. In addition, EBRT provides a QoL at least as good as that following surgery (2). A recent systematic
review has provided a more sophisticated overview of outcomes from trials that meet the criteria for stratifying
patients by risk group, standard outcome measures, numbers of patients, and minimum median follow-up
period (3). Radiotherapy continues to be an important and valid alternative to surgery alone for curative therapy.

Short-term (3 months) or long-term (9 months) neoadjuvant therapy with gonadotrophin- 1a A
releasing hormone analogues is NOT recommended for the treatment of stage T1-T2 disease.




TTepimTwon 3

AdBevhc 72 sTwv pe apvnTikA AETT kai PSA
9,6 ng/ml. YtepAROn oc Pioyia mou avédeie
adevokdpKivwpa pooTdTou o€ 8 amod Ta 12
cores ye Gleason score 4+3=7.

AAAEC TTANpOYOpiEC ;

Katdrain oc opdda kivouvou

OepaTmeuTIKA TPOTACN

AoBevng pe intermediate risk organ confined disease mou amoppinTel a
priori Thv XEIpoUpYIKA eméuPaon emiAéyovrag akTivoOepameid: KAAOOIKA
EBRT/IMRT A hypofractionated n ppaxuBepancia;




TTepimTwon 4

AocBevhc 68 eTwyv umtePARBN oe pilIkA
TpooTaTEKTOUN peTd amé PSA 10,8 ng/ml kai
Bbloyia pooTdTou Gleason score 4+3=7.

H pioyia avédeile OeTIKA XEIpoUpYIKA Opld OTO
AP mtAayio xwpic ihOnon omeppaTodoxwy
KUOTEWV N TTEPIOXIKWY AEHPADEVWV.

AAAEC TTANpOYOpiEC ;
VOHOYPAUHa;

OepaTmeuTIKA TTPOTACN




10.6.1.4 Conclusion

Thus, for patients classified as pT3 pNO with a high risk of local failure after RP due to positive margins (highest
impact), capsule rupture, and/or invasion of the seminal vesicles, who present with a PSA level of < 0.1 ng/mL,
two options can be offered in the framework of informed consent. These are:

. Immediate ART to the surgical bed (79,81-83,86) after recovery of urinary function;
or

. Clinical and biological monitoring followed by salvage radiotherapy (SRT) before the PSA exceeds 0.5
ng/mL (84,85).

Secondary Gleason
Precperatve PSA

Ports
10 20 30 40 50 60 70

J Clin Oncol 23:7005-7012.




TTepimTwon 5

AoBevnc 71 eTwyv mou uttePARON Ttpo 3eTiag oe
p1CIkA pooTatekToun (pT2bNO GS 7)
TTapakoAouBoUpEVOC TAKTIKA ava 4punvo pe
PSA < 0,1 ng/ml ou dpxioe va aufavel

oTadiakd amé £toug pBavovtag 1o 1,0 ng/mil.
AETT (-).

AAANeC TTAnpoYoOpiEC ;
OepdmeVUTIKA TTPpOTAON







H ESMO cuoTthvel oppovoBepameia oTIG
TEPITITWOEIC PIOXNUIKAG UTTOTPOTING HIE
PSA DT < 3 pnvecg

There is currently a lack of level | evidence on salvage
radiotherapy; however, based on the available retrospec-
tive series, all patients with PSA failure post-radical
prostatectomy should be considered for salvage radio-
therapy when the serum PSA levels are less than 1.0 pg/L.
Gleason grade, PSADT and time to relapse are helpful
to predict the outcome of salvage radiotherapy, which
is in general well tolerated. It is unknown whether sal-
vage radiotherapy is superior to adjuvant radiotherapy.




Points

LN B B B B B B A B B )

Prostatectomy PSA 50 40 30 20 10 0
7

Gleason score r
4-6
Yes

Seminal vesicle invasion Nu—'
0

. Yes
Extracapsular extension -

No

Surgical margins ;
Positive

Negative

Lymph node metastasis '
No
Persistently elevated Yes

postprostatectomy PSA N’;‘

L] L]

Preradiotherapy PSA 02 04 08 1

I 1 1

PSA doubling time

Neoadjuvant androgen-

120 100 80 60 40 20
Yes

deprivation therapy No
6800 7200 7600
6600 6000 5600 5200

Radiation dose

. " -
Total points 100

150

200 25 300 350

B-year progression-free

probability .00. 08 07 0605040302 0.1 0.01

J Clin Oncol 25:2035-2041.




TTepimTwon 6

AcBevAc 74 sTwy pe BeTikA AETT dugpw Kai
PSA 45,2 ng/ml. YtepAROn oc Pioyia mou
avédelf e adevoKdpKivwpa TTPooTATOU AHPW HE
Gleason score 4+3=7. H afovikn Topoypayia
dev avédelfe eCWTPOOTATIKA ETTEKTACN TNC
vooou dAAd To omivOnpoypdgnua ooTwWY

avédelfe 3 aTieCc UYNANG TTpOoANYNC OTIC
TAeupég AP.

AAANEC TTANPOYOpPIEC ;
OepaTmeuTIKA TTPOTACN




H Oepameia ekAoyNng €ival o avOpoyoVvIKOC aTTOKAEIOHOG
eiTe pe aywvioth LH-RH (petd amo sioaywyikn
Ocpameia pe avri-avdpoyovo) eiTe pe avraywviotn LHRH

ASCO guidelines: For patients with metastatic or
progressive prostate cancer, there is a moderate
decrease (17%) in relative risk (RR) for prostate
cancer-specific mortality, a moderate increase (15%)

in RR for non-prostate cancer-specific mortality, and
no overall survival advantage for immediate institution
of ADT versus waiting until symptom onset for
patients. Therefore, the Panel cannot make a strong
recommendation for the early use of ADT. H peAéTn
CHARTEED pmopei va oulntnBei av kai TpoKeITaAl yid
low volume disease

Denosumab yia Tov OKEAETO




MovoOeparneia | TAnpNng
avOpoyoVIKOC amOKAEIOHOC

¢ Androgen suppression only

@ Androgen suppression + antiandrogen MSTG - aVéAUG n 27
TUXAIOTTOINHEVWY
8000 prostate cancer patients in . .
27 il o atancrogen (rvarmice, KAIVIKWY OOKIHWY
Mn oTarioTIka
ondavTikn diagopa
oThv emipiwon
Mikp\, oTaTIOTIKA
Treatment better . i
by 0-7% (SE 1.1) ongavrika kKaAutepn

Logrank 2 P> 0.1

pbsdiuie 6:5% emipiwon pe Ta pn

difference

_ 1.8% (5E 1.3 e OTEPOEION avTIavdpo-
5 : 20 vova (pAoutapidn,

Time Since Randomization (years)

14 (4
FIGURE 3. Meta-analysis of 10-year survival of patients with prostate cancer (88% with metastatic disease and u‘n’ | KGAOUTGU | 6“) EVW
12% with advanced disease) after combined androgen blockade as compared with monotherapy with a luteinizing ’

hormone releasing hormone agonist or orchiectomy. (Reprinted with permission from Lancet.26) av-'-i o—r o ' x a x 8 | p 61. 8 p n

Lancet 2000: 355:1491-1498 ﬁfm‘fo?:;‘évn
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2.uvexXNc N OIAKOTTTOHEVOC
avOpoyoVIKOC ATOKAEIOHOC

= MeTa - avaAuoelc:
= Shaw et al, BJU int 99:1056,2007: 10 studies with n>50, 1446 pts
= Conti et al, Cochrane Reviews 2007:5 randomized studies T3-4, 1382 pts

Aev urtdpxouv d1apopéc W TPOC TNV OUVOAIKA Kal Thv oXeTI{OHEVN
HE Thv vooo emipiwon
Meiwon Th¢ mBavoTnTag ProxnUIKAG TTpoodou ThE VOooU oe adoBeveig
pe Gleason score >6 pe 1AKOTITOHEVO avOPOYOVIKO ATTOKAEIOHO
(p=0.02, de Leval J et al. Clin Prostate Cancer 1:163,2002)
O TpoTOoC TNC HeTAPOANC Tou PSA cival kaBopl1oTIKOC ThE TTPOYVWAONC
Sadar MD et al. Endocr Relat Caancer 1999; 6:487-502




Primary Endpoint: Overall Survival

790 men accrued 7/28/06 to
11/21/2012

* Planned interim analysis at
53% information, October 2013
met pre-specified critena
for significance and
release of data

» January 16, 2014, median
follow-up of 29 months

— 136 deaths TS alone

vs. 101 deaths
1S + docetaxel

R = 061 Re-040 o~ 00001
Meden O

TS shore 8.0 morths

T

3t €

0S (Months)




2 nHavTika HeyaAUTEPO XPOVIKO O1doThHa XWpic
epgpavion SRE pe to denosumab évavri Tou
CoAedpovikoU oéEoc

Xpovoc €wC TNV gppavion Tou HR = 0,82 (95% CI: 0,71-0,95)
npwTou SRE (kUplo karaAnkriko P = 0,008 (avwTepoTnTa)
onyeio)
(n = 1901)

Meiwon KivdoUvou
kara 18%
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Denosumab B ZoAedpoviko ofu
| | | | | | |
9 FARFIOr P18% 21 #2427
Ap. agBevv Trou diaTpEXouV Kivouvo Mnvag peAetng
ZoAedpoviko ofU 951 733 544 407 299 207 140 93 64 47

Denosumab 950 758 582 472 361 259 168 115 70 39

Fizazi K et al. Lancet 2011;377:813-22. HR: avahoyia KivdUvou




TTepimTwon 7

AoBevnc 75 eTwv umepARON mpo HeTiac oe
pI(IKA TIPOOTATEKTOUNA EVW aATTO 2£TiAC
uttoPAAAeTal o€ avOpoyoVvIKO aTTOKAEIOHO HE
avdAoyo LHRH ava 3punvo. 2 € dUo diadoxikéc
HeETpHoeIC TTapouaiade dvodo Tou PSA pe
TeAeuTaia pétpnon 3,8 ng/ml. apvnrikn AETT

kai PSA 5,2 ng/ml.

AAAeC TTAnpoYopiEC ;
> EAcyxoC yid HETAOTATIKA VOO0

>PSA DT
OepameuTikKh TPOTACN




Denosumab Increases Bone
Metastasis- Free Survival

1.07 HR: 0.85 (95% CI: 0.73-0.98; P = .028)

0.81
0.61

0.41

Median

0.2 Survival, Mos Events, n
Denosumab 29 5 335

— Placebo 25 2 370

0O 3 6 9 12151821 24 27 30 33 36 39 42 45

Patients at Risk, n MOS

Denosumab 716 695 605 521 456 400 368 324 279 228 185 153 111 59 35
Placebo 716 691 569 500 421 375 345 300 259 215 168 137 99 60 36
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Bone Metastasis-Free Survival in
Patients With PSADT < 6 Mos

HR: 0.77 (95% CT: 0.64-0.93;
P= 006)

@Qisk reduction

o
D
1

Median Delay,
Mos Mos Events, n

Placebo 18.7 72 242
0 — Denosumab 259 ' 97
0 B Ao T 18 Ao 56

Patients at Risk, n STUdy Mo

Placebo 427 411 323 274 223 194 176 148 122 99 78 65 47
Denosumab 419 406 345 284 238 207 193 170 145 109 89 67 46

Smith MR, et al. ASCO GU. 2012. Abstract 6.
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TTepimmTwon 8

AoBevnc 77 eTtwv mou 10 xpovia pyetd amo
ERBT kai 2 xpovia Hetd amo ouvexh
avOpoyoviko amokAeiopo éxel PSA 35 ng/ml
Kdl TTOAAATTAEC HETAOTATIKEC £0TiEC 0TA 00Td
Kdl TOUC AayoviougC Kadi Ttadpd-aopTiIKoUC
Aeppadévec.

AAAEC TTANpOYoOpiEC ;

>PS

> 2 UUTTTWHATd

> 2 UPTtapopdapTouvTa voonpara
OepaTmeuTIKA TTPOTACN




CRPC M+
157 [ine

Docetaxel Abiraterone
Enzalutamide
Radium-223

2 TAaXVIKEC Movo ooTikn vooocg

PETAOTAOEIG OAlyooulT TWHATIKGS
Evrova aoBevric

ouurTwyara Unfit for docetaxel




Metastatic castration-resistant prostate cancer (mCRPC)

Metastatic, asymptomatic, Metastatic, symptomatic, Metastatic, post-docetaxel
chemotherapy-naive chemotherapy-naive

Sipuleucel-T Docetaxel Abiraterone, Enzalutamide
Abiraterone Abiraterone Cabazitaxel, Mitoxantrone

Enzalutamide Enzalutamide

- Zoledronic acid, denosumab for all bone metastases
- Samarium for symptomatic bone metastases
- Radium-223 prolongs survival

Figure. — Current treatment paradigm for metastatic castration-resistant prostate cancer. From Higano CS. New treatment options for patients with meta-
static castration-resistant prostate cancer. Cancer Treat Rev. 2012;38(5):340-345. Reprinted with permission from Elsevier.




COU-AA-301: Abiraterone Acetate after
chemotherapy

HR: 0.646 (95% CI: 0.54-0.77;
P < .0001)

Abiraterone acetate
/ Median OS: 14.8 mos
(95% CI: 14.1-15.4)

N
Q\Q
N\
®

>
S

=
1))

Placebo
Median OS: 10.9 mos
(95% CI: 10.2-12.0)

Median OS with 2 previous chemos: Median OS with 1 previous chemo:
14.0 mos AA vs 10.3 mos placebo 15.4 mos AA vs 11.5 mos placebo

o 3 6 9 12 15 18 21

Patients at Risk, n Mos
JAVAN 797 736 657 520 282 68

Placebo 398 355 306 210 105 30




COU-AA-302: Abiraterone Acetate
before chemotherapy

Median overall survival
—— Abiraterone acetate plus prednisone 34-7 months (95% C1327-36-8)
—— Placebo plus prednisone 30-3 months (95% CI 28.7-33.3)

Crwerall survival (%)

HR 0-81 (95% Cl 07 0-0-93)
p=0-0033

| | | | |
3 : 21 24 T 30 3

Time (months)
MNumber at risk

Abiraterone S04 433 453 394 350 330 296 I3 235 118 202 189 118
acetate plus
prednisone

Placebo plus 493 466 438 363 322 192 261 17 01 176 148 132 84
prednisone

Figure 2: Kaplan-Meier curve of overall survival

Efficacy analyses were done in the intention-to-treat populations (ie, all patients assigned to abiraterone acetate or placebo), irrespective of subsequent crossover.




Phase III AFFIRM Trial of Enzalutamide
(MDV3100) in Post-Docetaxel CRPC

OS improved with enzalutamide vs placebo
Median follow-up: 14.4 mos

HR: 0.631 (95% CI: 0.529-0.752; P < .0001)

100 37% reduction in risk of death

)
Q QO
N |

Enzalutamide: 18.4 mos
(95% CI: 17.3-NYR)

Survival (%)

2,

Placebo: 13.6 mos
(95% CI: 11.3-15.8)

70 -
60 -
50 A
40 -
30 A
20 -
10 -
0

3 6 9 12,7 ,15" * 1821
Pts at Risk, n Duration of OS (Mos)

MDV3100800 775 701 627 400 211 72
Placebo 399 376 317 263 167 81 33

Q




Hazard ratio, 0.19 (95% CI, 0.15-0.23)
P<0.001

Enzalutamide

Survival (%)

Radiographic Progression-free

Months

MNo. at Risk
Enzalutamide 832 514 256 128 34

Enzalutamide in Metastatic Prostate Cancer W | pecsee  son %

before Chemotherapy

""h.‘.‘.

- Enzalutamide
Plac:E\....._\.

Overall Survival (%)

Hazard ratio, 0.71 (95% CI, 0.60-0.84)
P<0.001

| | | | | [
3 6 9 12 15 18 21 24 27 30 33
Months

MNo. at Risk
Enzalutamide 872 863 850 824 797 745 566 395 244 12% 33 2

Placebo 845 835 781 744 TJ01 644 484 328 213 102 27 2




Radium-223 Targets Bone
Metastases

Radium-223
fu nCtIOnS aS a H Periodic Table of the Elements

hydrogen B poor metals

[] 5 i
Ca ICI u I I I I I I I I I l IC alkali metals O nonmetals
alkali earth metals B noble gases

transition metals rare earth metals

: v g " Ei
Targets sites of I v o R B

new bone . |EENEEEEEE0G
growth within G S S
and around h|uneuno]ue | umn
bone o 5 0 o o 3 SN Y
metastases T R i e i S e R R e R
Excreted by the

small intestine




ALSYMPCA: Phase III Trial of Radium-223 in
Symptomatic Prostate Cancer

Stratified by total ALP, previous
docetaxel, and bisphosphonate use;
randomized 2:1

l Up to 6 treatments at 4-wk intervals

Patients with
symptomatic CRPC
and 2 2 bone /
metastases with no
known visceral
metastases, either T Placebo (saline) +
post-docetaxel or BSC
unfit
for docetaxel
(N =921)
Primary endpoint: OS

Secondary endpoints: time to first SRE, time to total ALP progression,
total ALP response, ALP normalization, time to PSA progression,

safety, QoL




ALSYMPCA: Overall Survival

HR: 0.695 (95% CI: 0.552-0.875; P = .00185)

Radium-223 (n = 541)
Median OS: 14.0 mos

Placebo (n = 268)
Median OS: 11.2 mos

3 6 9
Pts at Risk, n

Radium-223 541 450 330 PAK

Placebo 268 218 147 89 49 28 15
Parker C, et al. 2012 ASCO GU Cancers Symposium. Abstract 8.




ALSYMPCA: Time to First SRE

o HR: 0.610 (95% CI: 0.461-0.807; P =.00046)

80 -

70 A
60 - Radium-223 (n = 541)
Median: 13.5 mos

50 -

#0 Placebo (n = 268)
30 - Median: 8.4 mos
20 A
10 A
o

“
S
N\
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b )
S
S
S
S
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Q

0

Pts at Risk, n
Radium-223 541
Placebo 268




ALSYMPCA: Adverse Events of Interest

All Grades

Radium-223
(n = 509)

Adverse Event, n(%) Placebo

(n = 253)

Hematologic
Anemia
Neutropenia
Thrombocytopenia

136 (27)
20 (4)
42 (8)

69 (27)
2 (1)
14 (6)

Nonhematologic
= Bone pain
» Diarrhea
» Nausea
= Vomiting
= Constipation

217 (43
&@
174 (34)
88 (17)
89 (18)

147 (58)
34 (13)
80 (32)
32 (13)
46 (18)

Grade 3/4

Radium-223
(n = 509)

Placebo
(n = 253)

54 (11)
9 (2)
22 (4)

89 (18)
6 (1)
8 (2)

59 (23)
3 (1)
4 (2)




