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NOI DUNG
Gidi thiéu
Dinh nghia mo6 hinh MDT
Loi ich cta mo6 hinh MDT
Han ché va thach thirc

Két luan va khuyén nghi




TINH HINH UNG THU
GAN TAI VIET NAM

- Dirng dau vé sb ca tlr vong & 2
gioi

- Duing dau vé s6 ca md&i mac va tlr
vong & nam gidi

- Co it trung tdm c6 day du
phuong tién va phuwong phap diéu
tri hiéu qua
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MO HINH HOI CHAN DA CHUYEN KHOA TRONG UNG THU GAN

Medical oncology\

Palliative care

Pathology Hepatology

Radiology

Multidisciplinary
team

Patient

Nursing Primary care provider

Clinical research Radiation oncology

Interventional
radiology

Surgery

* Original slide of Prof. Robert G Gish - Looking back from 2020 : What has happened over the last 2 years ?
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Ngui phu trach ghi nhan dit liéu




VAI TRO CUA TUNG
THANH VIEN
TRONG MDT

Phau thuat vién gan mat: xem xét kha ndng cit gan hodc ghép gan.

Bac si noi khoa va ung thu': danh gia bénh ly gan nén va lua chon
bién phap diéu tri toan than.

Bac si chan doan hinh anh va can thiép mach: danh gia hinh anh
CT/MRI, thuc hién TACE, RFA, MWA.

Bac si xa tri, bac si cham soc giam nhe: tdi uu hoa liéu xa, dieu tri
ho trg ngu'Gi bénh.

Piéu dudng: hudng dan chdm soc va gido duc kién thirc
Thu ky y khoa: ghi nhan dir liéu va tao lich hen diéu tri phu hgp



SU KHAC NHAU
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A HOI CHAN DA
HUYEN KHOAVA
EUTRI DA MO

THUCTRONG HCC

Hoi chan da chuyén khoa (MDT —
Multidisciplinary Team / Tumor
board) : nhiéu chuyén gia tir nhiéu
chuyén nganh cung héi chan | ca
bénh, nham Iya chon phuong
phap diéu trj toi wu cho BN

Diéu tri da mé thire (MMT —
Multimodal Treatment): ap dung 2
hay nhiéu hon cac phuong phap
diéu tri cho BN trong cung | lan
hodc | khoang thai gian diéu tri

MULTIMODAL TREATMENT FOR
HEPATOCELLULAR CARCINOMA

ultimodal treatment for HCC can involve
different modalities and treatment durations,
and can be tailored according to the degree of
liver function, the presence or absence of portal
hypertension and the availability of different
techniques. The number, location and size of
lesions, the presence or absence of vascular
invasion or extrahepatic spread and tumor
aggressiveness are also important factors to

nsider. Combination therapies can be categoﬂ
ized as either concomitant, meaning that the
different treatments are carried out during
the same session or at essentially the same time,
or sequential, meaning that the elements of the
combined treatment are carried out one after

‘@fﬂﬂwﬁ“ﬂéﬁy
cacy ol treatiment compared with monotherapy,
for example to prevent tumor recurrence, or (in
the case of sequential therapy) to slow tumor

progression and reduce tumor size in patients
who are awaiting liver transplantation (Box 1).

www.nature.com/clinicalpractice/gasthep

Multimodal approaches to the treatment
of hepatocellular carcinoma

Giuseppe Cabibbo*, Federica Latteri, Michela Antonucci and Antonio Craxi

Box 1 The proposed purpose of combination
therapy.

Concomitant therapy
= Improved effectiveness over monotherapy
for the treatment of large or difficult lesions

= Improved effectiveness over monotherapy
for the treatment of multiple lesions

= Improved effectiveness over monotherapy
for the prevention of tumor recurrence

Sequential therapy
= Improved effectiveness over monotherapy
for the treatment of large or difficult lesions

= Improved effectiveness over monotherapy
for the prevention of tumor recurrence

= To slow tumor progression for patients awaiting
liver transplantation

= Toreduce tumor size to meet orthotopic liver
transplantation criteria

= To allow for salvage transplantation in patients
without proven malignant disease after liver
resection if pathological findings (e.g. evidence
of vascular invasion) indicate the patient is at
high risk of tumor recurrence

Cabibbo, G., Latteri, F., Antonucci, M. et al. Multimodal approaches to the treatment of hepatocellular carcinoma. Nat Rev Gastroenterol
Hepatol 6, 159-169 (2009). https://doi.org/10.1038/ncpgasthep1357



Lang et al

- Su khong dong nhat cla ddc diém u +
chirc nang gan trong turng giai doan
bénh doi hoi tiép can diéu tri da mo
thac

- BCLC-B:

- Phau thuat + TACE/RFA

- TACE + RFA

O D O QI‘ - TACE + diéu trj toan than
5
7 ) - BCLC-C:
’
O 1 - Phau thuat + diéu tri toan than

- Diéu tri toan than + TACE/RFA

| BCLCStageB

BCLC Stage C

- HAIC/SBRT + RFA

FIG. 1 Clinical heterogeneity of intermediate and advanced stage hepatocellular carcinoma. Barcelona Clinic - o R _
Liver Cancer Stage B (BCLC-B) = multifocal disease confined to the liver, BCLC Stage C (BCLC- - Diéu trj toan than + xa tri
C) = presence of macrovascular invasion and/or extrahepatic spread. Intermediate-stage disease can range ~ A , " n
from multiple lesions limited to single lobe to extensive bilobar involvement, to diffusely-infiltrative hepatic - Diéu tri bénh |)’ gan nen (XO' gan, viem
disease. Similarly, treatment options for advanced stage disease may differ depending on extent of gan virus, X0’ gan ruou, M ASLD.. )
macrovascular involvement and/or extrahepatic spread. (Created with Biorender.com.)



LOT ICH CUA MO HINH MDT TRONG
PIEU TRI UNG THU BIEU MO TE BAO GAN

Tang kha nang phat hién UTBMTBG va kha nang ti€p can diéu tri
Cai thién thadi gian sdng va giam nguy cd tU’ vong chung

Poi voi BN dugc ghép gan do UTBMTBG, MDT cai thi€én song con toan bo va
thoi gian song khong tai phat

Tuan thu theo khuyén cao cua MDT giup giam lo au, tram cam va cai thién
chat lugng song
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ORIGINAL ARTICLE
So sanh gitra nhom BN khong duoc
_ L hoi chan MDT va duogc hdi chan
Implementation of a multidisciplinary treatment team for MDT
hepatocellular cancer at a Veterans Affairs Medical Center improves
survival

TAMMY T. CHANG?, RAJIV SAWHNEY?, ALEXANDER MONTO¢, ] BEN DAVORENY,
JACOB G. KIRKLAND?, LYGIA STEWART® & CARLOS U. CORVERA?

*Department of Surgery, San Francisco and San Francisco Veterans Affairs Medical Center, University of California, San
Francisco, CA, USA and bDepartmem of Radiology, San Francisco and San Francisco Veterans Affairs Medical Center,
University of California, San Francisco, CA, USA and “Department of Gastroenterology, San Francisco and San Francisco
Veterans Affairs Medical Center, University of California, San Francisco, CA, USA and “Department of Surgery and
Hematology/Oncology, San Francisco and San Francisco Veterans Affairs Medical Center, University of California, San
Francisco, CA, USA

Chang TT, Sawhney R, Monto A, Davoren JB, Kirkland JG, Stewart L, Corvera CU. Implementation of a multidisciplinary treatment team for hepatocellular cancer at a Veterans Affairs
Medical Center improves survival. HPB (Oxford). 2008;10(6):405-11. doi: 10.1080/13651820802356572. PMID: 19088925; PMCID: PMC2597312.



Table II. Treatment and survival of pﬂ[iﬂn[ﬂ before and after estab- Tahle II1. ﬂ]—CC Etagt_b}r_stagt and overall survival odds ratios afier

lishment of the multidisciplinary treatment team (MDTT).

Pre-MDTT Post-MDTT
November November
2000-November 2003-November
2003 2006
Total # of patients 62 121
AJCC stage*
I 3 (5%) 35 (29%)
I1 11 (18%) 40 (33%)
IIIA 16 (26%) 34 (28%)
IIIB 3 (5%) 2 (2%)
ITIIC 4 (6%) 4 (3%)
IV 25 (40%) 5 (4%)
Treatment
Not treated 39 (63%) 44 (36%)
Treated** 23 (37%) 77 (64%)
Palliative 19 (31%) 54 (45%)
Curative 4 (6%) 23 (19%)
QOutcomes
Survival** 13 (21%) 79 (65%)
Median Follow-up*** 4.5 9.5
(months)

Statistical significance by the *Chi-squared test, p <0.0001, **Fish-

er’s exact test, p <0.0001, or ***Mann-Whitney test, p <0.05.

establishment of the multidisciplinary treatment team (MDTT).

Survival odds ratio 95% confidence interval p-Value
Stage I 1.44 0.12-17.92 NS
Stage II 15.50 2.82-85.09 <(0.001
Stage III 2.19 0.66-7.23 NS
Stage IV 21.00 1.83-240.66 0.01
Ovwerall 7.10 3.46—14.52 <0.0001

Note: Survival odds ratios were calculated in comparison to before
the establishment of the MDTT by the Fisher's exact test. NS

indicates not statistically significant.

MDT lam tang gap d6i s6 bénh nhan dugc gidi thiéu diéu tri

tang ti 1€ phat hién sGm

cai thién ti 1é séng con chung (OR 7.1, p< 0.001), dang ké
nhat la & giai doan II (OR 15.50, p<0.001)
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355 Patients
Diagnosed with HCC
from 10/2006-9/2011

105 Patients
Diagnosed with HCC
from 10/2010-9/2011

250 Patients
Diagnosed with H(
from 10/2006—9/20

17 Patients 88 Patients 27 Patients 223 .
Not seen in Seen in First treatment No tr
MDC HCC MDC HCC after MDC or tri
clinic clinic HCC clinic prior
initiation HC(

Post clinic inif

FIG.2.

Pre clinic

Flow diagram of patients diagnosed with HCC before and after initiation of the HC

a b

Proportion Proportion

surviving P=0.005  surviving P < 0.0001
1.0 1.0

—— Group 1 (n=1035)
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Group 2 (n =223)
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FIG. 1.

Kaplan—Meier estimated overall survival curves of patients (a) diagnosed after (b/ue line) or
before (yellow line) the initiation of the HCC MDC and (b) either diagnosed after the
initiation of the HCC MDC or who were diagnosed before MDC initiation but whose
decision for treatment was made within the confines of the clinic (group 1) (blue line) versus
patients who were diagnosed before MDC formation and either received no treatment or
initial treatment before MDC formation (group 2) (yellow line)



ORIGINAL ARTICLE

Multidisciplinary Management of Hepatocellular Carcinoma
Improves ACCESS to Therapy and Pat"ent SUN'V&I «Agarwal, Parul D. MD"; Phillips, Paulina MD"; Hillman, Luke MD;

Parul D. Agarwal, MD,* Paulina Phillips, MD,* Luke Hillman, MD,t
Michael R. Lucey, MD,* Fred Lee, MD,} Josh D. Mezrich, MD,§
and Adnan Said MD*

TABLE 3. Hepatocellular Carcinoma Treatment Data

MDTB Non-MDTB
(N = 306) (N = 349)

Variables (%) (%) P
Any treatment 228 (75) 212 (61) 0.0001
Radiofrequency 114 (37) 47(13) < 0.0001

ablation
Chemoembolization 63 (21) 59 (17) 0.16
Radioembolization 47 (15) 6 (2) < 0.0001
Multimodality 38 (12) 8 (2) 0.004

locoregional

therapy
Resection 32 (10) 57 (16) 0.02
Systemic 33 (11) 57 (16) 0.11

chemotherapy
Liver transplantation 72 (24) 48 (14) 0.0001

MDTB indicates multidisciplinary tumor board.

Lucey, Michael R. MD"; Lee, Fred MD¥; Mezrich, Josh D. MD; Said,
Adnan MD". Multidisciplinary Management of Hepatocellular
Carcinoma Improves Access to Therapy and Patient Survival.
Journal of Clinical Gastroenterology 51(9):p 845-849, October
2017. | DOI: 10.1097/MCG.0000000000000825

TABLE 4. Multivariate Survival Analysis (From Presentation)
Hazard Ratio

Variables* for Mortality 95% CI P
Sex 0.902 0.647-1.257 0.543
Age 1.0 0.989-1.012 0.942
Presence of cirrhosis 0.652 1.036-2.635 0.035
MELD score at presentation 1.061 1.030-1.094 0.0001
AFP at presentation 1.000 1.000-1.000 0.014
T2 stage 0.626 0.426-0.919 0.017
HCC-specific treatment 0281 0.191-0.415 0O
Tumor board 0.722 0.551-0.946 0.018 |
Ablation 1.022 0.739-1.413 0.895
TACE 0.926 0.664-1.290 0.649
Radioembolization 1.178 0.761-1.826 0.462
Liver transplantation 0.109 0.066-0.181 0.0001
Systemic chemotherapy 1.231 0.833-1.819 0.297

*Additional wvariables controlled for in multivariate analysis include
number of nodules, bilobar involvement, multifocal disease, wascular
involvement, extrahepatic disease and total bilirubin level at presentation.

Cl indicates confidence interval; HCC, hepatocellular carcinoma;
MELD, model for end-stage liver disease; TACE, transarterial
chemoembolization.
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Multidisciplinary care for patients with HCC: a systematic | |
Seif El Dahan K, Reczek A, Daher D, Rich NE, Yang JD, Hsiehchen

review and meta-ana|ysis D, Zhu H, Patel MS, Bayona Molano MDP, Sanford N, Gopal P,

Parikh ND, Yopp AC, Singal AG. Multidisciplinary care for patients
with HCC: a systematic review and meta-analysis. Hepatol
Commun. 2023 Apr 26;7(5):e0143. doi:

Karim Seif El Dahan' ©® | Annika Reczek' | Darine Daher' © | Nicole E. Rich' © | 10.1097C9.0000000000000143. PMID: 37102768; PMCID:

Ju Dong Yang® ©® | David Hsiehchen' ©® | Hao Zhu' ©® | Madhukar S. Patel* © |

Maria del Pilar Bayona Molano* | Nina Sanford® ©® | Purva Gopal® @ |

Neehar D. Parikh?’ © | Adam C. Yopp®> ©® | Amit G. Singal’

Experimental Control
Study Events Total Events Total Risk Ratio RR 95%=Cl Weight
Chang 2008 75 121 14 62 —%— 274 [1.70;4.44) 12.1%
Yopp 2014 45 105 65 250 = 165 [1.22;2.23] 15.3%
Chirikov 2015 279 811 508 1434 0.97 [0.86;1.09] 18.0%
Agarwal 2017 147 306 90 349 -3 1.86 [1.51;2.30] 16.8%
Diaz 2018 95 165 20 62 —— 1.78 [1.22:2.62) 13.9%
Duininck 2019 24 134 4 70 ———+—— 313 [1.13;868] 5.5%
Sinn 2019 523 738 3513 5881 1.19 [1.13;1.25] 18.4%
Random effects model 2380 8108 < 1.60 [1.12; 2.29] 100.0%
|

Heterogeneity: /° = 88%, p < 0.01 J ! '
02 05 1 2 5

FIGURE 1 Association between multidisciplinary care and early-stage HCC. Patients under multidisciplinary care were significantly more
likely to have early-stage HCC at presentation, with a pooled risk ratio (RR) of 1.60 (95% CI: 1.12-2.29). DerSimonian and Laird method was used
for a random effects model.




Experimental Control

Study Events Total Events Total Risk Ratio RR 95%~Cl Weight
Chang 2008 23 121 4 62 - 295 [1.07; 8.14] 11.2%
Yopp 2014 22 105 24 250 - 218 [1.28; 3.71]) 21.7%
Agarwal 2017 218 306 152 349 1.64 [1.42; 1.88] 32.3%
Duininck 2019 5 134 0 70 577 [0.32; 102.78) 2.0%
Sinn 2019 241 738 2001 5881 0.96 [0.86; 1.07] 32.8%
Random effects model 1404 6612 - 1.60 [0.89; 2.89] 100.0%

Heterogeneity: I° = 91%, p < 0.01 J ! J J !
0.01 0.1 1 10 100

FIGURE 2 Association between multidisciplinary care and curative treatment receipt. Patients under multidisciplinary care had increased
curative treatment, but the association was not statistically significant, with a pooled risk ratio (RR) of 1.60 (95% CI: 0.89-2.89). DerSimonian and
Laird method was used for a random effects model.

Study Log(HR) gtandard Hazard Ratio HR 95%~Cl Weight
rror
Yopp 2014 -0.92 0.1034 —+— 0.40 [0.33;0.49] 17.0%
Chirikov 2015 -0.15 0.0487 R 0.86 [0.78; 0.95] 18.4%
Agarwal 2017 -0.33 0.1379 i 0.72 [0.55;0.95] 15.8%
Serper 2017 -0.19 0.0398 = 0.83 [0.77;0.90] 18.6%
Sinn 2019 -0.76 0.0655 - 0.47 [0.41;0.53] 18.1%
Duininck 2019 -0.48 0.2286 - 0.62 [0.40; 0.97] 12.2%
Random effects model (HK) —I.-— : 0.63 [0.45; 0.88] 100.0%
0.5 1 2

Heterogeneity: 12 = 95%, p <0.01

FIGURE 3 Association between multidisciplinary care and overall survival. Multidisciplinary care was significantly associated with improved
survival, with a pooled HR of 0.63 (95% CI: 0.45-0.88); however, there was high heterogeneity (> = 95%, p < 0.01). DerSimonian and Laird
ethod was used for a random effects model.




TABLE 3 Clinical outcomes, stratified by MDC status

References

Chang et all21]

Yopp et all?2]

Kani et all23]

Chirikov et all24]

Davison[25]

Vora[zsl

Agarwal et all27]

Serper et all28l

Diaz et all29
Duininck et all3%!

Sinn et aI[31]

Ehab et all3?]

Definition early-
stage HCC

TNM stage I/l

BCLC stage A

BCLC stage A

TNM stage |

BCLC stage A

Milan criteria

Milan criteria

BCLC stage A

BCLC stage A

BCLC stage A

BCLC stage A

Not defined

Early-stage HCC
diagnosis

MDC: 75/121
No MDC: 14/62

MDC: 45/105
No MDC: 65/250

NR

MDC: 279/811
No MDC: 508/1434

NR

NR

MDC: 147/306
No MDC: 90/349

NR

MDC: 95/165
No MDC: 20/62

MDC: 24/134
No MDC: 4/70

MDC: 523/738
No MDC: 3513/5881

NR

Curative therapy
receipt®
MDC: 23/121

No MDC: 4/62

MDC: 22/105
No MDC: 24/250

Transplant: OR = 1.11, p

= 0.79

Resection: OR = 1.06, p =

0.63
NA

MDC: 20.9%
No MDC: 18.6%

Transplant: OR = 2.51, p

= 0.002

MDC: 218/306
No MDC: 152/349

Any treatment: OR =
1.19 (95% CI: 0.98—1.46)

NR

MDC: 5/134
No MDC: 0/70

MDC: 241/738
No MDC: 2001/5881

NR

Time-to-treatment
initiation

NR

Mean 2.3 vs. 5.3 (p
= 0.002)

NR

NR

NR

NR

NR

NR

No difference

NR

NR

Median 17 vs. 24 d
(p < 0.01)

Factors adjusted in survival analysis

None

Tumor stage, HCC treatment

None

Demographics, comorbidities, liver eticlogy,
tumor stage, HCC treatment

None

None

Demographics, liver disease severity, AFP
level, tumor stage, HCC treatment

Demographics, comorbidities, liver disease
severity, tumor stage, HCC treatment,
region

None

Demographics, tumor stage, HCC treatment

Demographics, liver etiology, liver disease
severity, tumor stage, AFP and DCP levels,
HCC treatment

NA

Overall survival
OR = 7.10 (95% Cl:
3.46-14.5)

HR = 0.40 (95% ClI:
0.33-0.49)

Mean 11.1 vs. 7.4 mo

(p = 0.01)

HR = 0.86 (95% ClI:
0.78-0.95)°

Median 15.1 vs.
6.3 mo (p = 0.2)

No difference 1-y
overall survival

HR = 0.72 (95% ClI:
0.55-0.95)

HR = 0.83 (95% ClI:
0.77-0.90)

Median 23.4 vs.
8.6 mo (p < 0.01)

HR = 0.62 (95% ClI:
0.40-0.98)

HR = 0.47 (95% ClI:
0.41-0.53)

NR

2Calculated from p-value reported in manuscript.

Abbreviations: AFP, alpha-fetoprotein; BCLC, Barcelona Clinic Liver Cancer; DCP, des-gamma carboxy-prothrombin; MDC, multidisciplinary care; NA, not applicable; NR, not reported.

Seif El Dahan K, Reczek A, Daher D, Rich NE, Yang JD, Hsiehchen D, Zhu H, Patel MS, Bayona Molano MDP, Sanford N, Gopal P, Parikh ND, Yopp AC, Singal AG. Multidisciplinary care for patients with HCC: a
systematic review and meta-analysis. Hepatol Commun. 2023 Apr 26;7(5):e0143. doi: 10.1097/HC9.0000000000000143. PMID: 37102768; PMCID: PMC1014654 3.



HAN CHE VA THACH THUC
TRONG TRIEN KHAI MDT TAI VIET NAM

" Hudng dan chéq doan va diéu tri UTBMTBG clia B Y téViét Nam:
chua huwdng dan cy thé vé quy trinh MDT

= Quy trinh hdi chan MDT taiViét Nam can duoc chuan hoa va thiéu co
s& khoa hoc (NC Iam sang c6 doi chirng)

= MDT: Lya chon ca bénh “khé” hay thuwong quy cho toan bé bénh
nhan?

= Ai s& la ngudi ra quyét dinh (phau thuat vién, bac si ung buwdu néi khoa,
bs CDHA hay bac s7 “lén’’ chu tri)?



® Trién khai MDT hién tai chi cé & mot

56 I’t trun téim Hepatocellular
g carcinoma R
oA . A p . Nutritional, sartdsinadot
= DPiéu tri da mo thirc cho UTBMTBG b B
gidi han bai phuong tién va nguén lyc cla HBV DNA [+) support
\ bA h N Start antiviral
tung en V|en therapy Liver
transplantation
- . 2 . A a . Transarterial I Radiation therapy
.A,MOI ,thanh,VI-en tr?,\ng MD:I- Ca,n trang,\b! chemoembolization for portal "Ei“'
kién thire, chi dinh diéu tri cua cac chuyeén tumor thrombosis

khoa khac nhau

= Nguyén vong diéu tri va nhu cau cla
bénh nhan can duwoc nam ro trudc khi hoi
chan MDT

= Xu hudng kham chita bénh nhanh
chéng la | thdi quen can thay doi vi MDT
can thoi gian dé ra quyét dinh

= Lich hen cho | buéi MDT hoan chinh
(day dd chuyén gia) rat khé khan, lam tiang
thoi gian cho va chi phi cho BN




CA LAM SANG |

BN nam, 36 tudi, dén kham tai khoa U gan
BVCR vi K gan di can 6 bung (02/2023)

TC:da PT lan | cat rong u gan HPT Il do ung
thu gan v& (06/2020), da PT Ian 2 cat u di can
mac treo rudt non (ung thu gan di can)
(10/2021)

BN duwoc PT lan 3 dé diéu tri K gan tai phat, di
can 6 bung nhung khong thé tiép can duoc u

BN duoc tw van s dung thudc diéu tri toan
than nhung khong du diéu kién, nén dén kham
U gan BVCR

AFP:90.3 ng/ml,AFP-L3: 1.8%, PIVKA II: 32,4
mAU/ml




Cat thuy trai gan +
cat u di can b& cong
I&n da day +cat tdi
mat

Tiép can bang dudng
mo khac

10/2024: khong phat
hién tai phat
AFP:4.3 ng/ml




CA LAM SANG 2

6000

\ 2R A |
4000 = | AFP
2000 . -= L3
100 . o —— DCP

80 L7 S
\ )
60 s
Tai phat
40

20

13cmt
HCC da &
Cat gan phai

Di can thanh bung

.................................

Months TACE.
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KET LUAN VA KIEN NGH]

- MDT c6 hiéu qua trong phat hién sdm UTBMTBG, tang kha nang diéu tri triét can va
cai thién song con

- MDT la can thiét dé quyét dinh cho diéu tri da mé thirc

- Tinh cdp thiét cla viéc chuan hoa quy trinh hdi chan MDT ciling nhuw nghién ctru (rng
dung tai diéu kién y té Viét Nam

- Yéu cau tu dao tao, nang cao kién thirc chuyén mén vé cac phuwong phap diéu tri khac
ngoai chuyén nganh la bat budc d6i vdi tirng thanh vién trong MDT



XIN CAM ON DA
LANG NGHE!
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