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Souhrn: Udel: Studie byla vytvotena k posouzeni Géinnosti a toxicity regiondlni chemoterapie za pouZiti isolované perfuze
hrudniku (ITP) jako metody drithé fady 168by pokratilého nemalobunétnsho karcinomu plic (NSCLC). Pacienti a metody:
Do studie s podanim regionélni chemoterapie pouZitim ITP bylo zatazeno 30 pacientit s relabugicim NSCLC. Viech 30 paci-
entli bylo predléceno chemoterapii, chirurgickym vykonem afnebo radioterapii. Byly pouity dva riizném reZimy: skupina A
regiondlni chemoterapie formou ITP samotnd Mitomicyn 10 mg/m?, Aclarubicin 22 mg/m%a Melphalan 10 mg/m? . Skupina
B: regionalni chemoterapie formou ITP den 1 Mitomycin 10 mg/m?, Navelbin 23 mg/m?, a Cis-platina 30 mg/m™ kombino-
vana s nizkodévkovanou systémovou chemoterapii (5-Fluorouracil 250 mg/m?, Cis-platina 20 mg/m? kontinualng v infusi 24
hodin den 1-4). V obou skupinach bylo po 15 pacientech, zakladni data byla srovnatelnd. Sledovény byla odpovéd, toxicita

a preZiti. Vysledky: U viech 30 pacientt byly hodnocen
PR; 5, RR:40%) a §/15 ve skuping B (CR:0, PR: 8, RR

y toxicita, odpoved a pfefiti, Ve skuping A bylo 6/15 odpovidi (CR:1,
+ 53,3%). Nezadouci t&inky byly v obou skupindch prechodné a piija-

telné, nepozorovali jsme Gmrti spojené s 168bou. Medidn pre¥it] byl ve skupiné A 16 mésici a 22 mésic ve skupin B, jedno-
rotni pfeZit! bylo ve skuping A 53,3 % a 82,5 % ve skupin® B. Rozdily nebyly statisticky vyznamné. Zdvér: Ve srovnani se
standardni systémovou chemoterapii je regiondlni chemoterapie formou I'TP vysoce Gi&innd u relabujiciho pokro&ilého NSCLC
s povzbudivymi vysledky pfeiti. V této malé skuping pacientfi Ize vyuZitim kombinované systémové a regiondlni chemotera-

Ple zvyiit podet odpovédi a dobu preitl aZ dvojnasobné.

KliZovi slova: karcinom plic - izolovand perfuze - chemoterapie druhé fady.

Abstract; Purpose: This study was undertaken to determine the activity and toxicity of regional chemotherapy using an isolated
thoracic. perfusion {FTP) technique as second ling treatment in advanced Non Semall Cell Lung Cancer (NSCLC) patients.
Fatients and methods: 30 patients with relapsed NSCLC defined to thoracic region entered onto the study were to receive
regional chemotherapy using ITP as application form. All 30 patients had been pretreated with some form of chemotherapy,
surgery and/ or radiotherapy. Tweo different c:ytostatic regimens has been used: group A: regional chemotherapy alone using

Mitomycin 10 mg/m?', Aclarubicin 22 mg/m

and Melphalan 10mg/m? during ITP, group B: regional chemotherapy using

Mitomycin 10 mg/m?, Navelbine25 mg/m? and Cis-Platin 30 mg/m? during ITP on day 1 plus low dose systemic chemotherapy
{5-Floururacil 250 mg/m?, Cis-Platin 20 mg/m? given as continwous infusion over 24 hours, day 1-4. There were 15 patients
in each group of chemotherapy; baseline data were comparable between both groups. Response, toxicity and survival data were

noted. Results: All 30 patients were assessable for toxici
1; PR 5; RR 40 %) and 8/15 in group B (CR.: 0; PR 8 ;

ty, response and survival. There were 6/15 responses in group A ( CR..
RR 53.3 % ). Sidecfiects were transient and acceptable in both groups,

No treatment related death was observed. Median survival was 16 months in group A and 22 months in group B.1-year survival
rate was 53.3 % in group A and 82.5 % in group B. Differences were not statistical significant. Conclusion: Compared to
standard systemic chemotherapeutic regimens regional chemotherapy using an ITP application form is highly active in
relapsing advanced NSCLC with an encouraging survival outcome, In this small group of pafients response rates as well as
survival rates could be doubled with an advantage to 2 combined regional plus systemic application form.
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Introduction

In recent years, the role of chemotherapy in the treatment of
Non Small Cell Lung Cancer { NSCLC ) has been more evi-
dent. Some controversies still exist over the ultimate benefit
of systemic chemotherapy in advanced disease, though the use
of platinum based combination chemotherapy has become
more established. A meta-analysis using updated data on indi-
vidual patients from 52 randomized clinical trials of Cis-Fla-
tin based chemotherapy compared with best supportive care
only showed a benefit of chemotherapy with a reduction in risk
of death of 27 % and an absoluie increase in one-year survival
rate of 10 %(20). Another more recent meta-analysis compa-

red the effect of single-agent versus combination chemothe-
rapy on response rate, toxicity and survival in 25 trials inclu-
ding 5156 patients with advanced NSCLC. Overall, combina-
tion chemotherapy produced a nearly two-fold increase in
response rate compared with single — agent chemotherapy, whi-
le survival at 6 and 12 months were increased by 10 % and
22 % with combination chemotherapy, respectively. (16) The
achievement of response to chemotherapy induce improve-
ment of tumor associated symptoms, indicating that the use of
chemotherapy, which are able to induce high response rates
may have a good Palliative effect, even though the benefit in
terms of survival may be modest (5,12)
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Second line chemotherapy in advanced or recurrent NSCLC
is not usually indicated, as all attempts have been, until recent-
ly, almost unsuccessful. (6) On the other hand, several meta-
analyses have shown that the survival benefit obtained with
‘first-line platinum based chemotherapy for advanced NSCLC
is limited to a few weelks, and in pretreaied patients with recur-
rent or progressive NSCLC, the rapid worsening of general
conditions often contraindicates further treatment (23).

In order to improve affectivity of second-line chemotherapy
in advanced NSCLC we tried to increase regional cytostatic
drug concentration in thoracic region by using a regional appli-
cation form — isolated thoracic perfusion (ITP). Thoracic per-
fusion means the limitation of the greater circulation to the tho-
racic region by placing two balloon catheters in the aorta and
vena cava as well as two Esmarch bandages at the roots of both
arms. Pharmacokinetic studies about this application form
using different cytostatic drug like Doxorubicin, Melphalan,
FUDR, Cis-Platin or Mitomycin have shown a 6 tol0 —times
increase in locoregional drug concentrations compared to sys-
temic application (1,17,18,19,21).

Aim of this study was to evaluate the efficacy and toxicity pro-
file of two different cytostatic regimen applicated as ITP in
advanced NSCLC patients who have recurrent or refractory
disease after one or more inductive treatments. The first regi-
men consists of a triple combination of cytostatics with Mito-
mycin , Aclarubicin and Melphalan given during ITP. The
second regimen was used as a combination of regional plus
low-dose systemic chemotherapy using Mitomycin, Navelbi-
ne and Cis-Platin as regional chemotherapeutic and 5-Fluo-
rouracil and Cis-Platin as systemic cytostatics.

Patients and Methods

Patients with histologically or cytological confirmed unresec-
table or metastatic NSCLC entered this trial, provided that they
had an acceptable performance status Karnofsky - index of 60
and more, a life expeetancy of >3 months, and adequate bone
marrow, hepatic and renal function. Patients with severe athe-
rosclerosis, concurrent severe cardiac, metabolic or infectious
disease were excluded from this trial. Patients were eligible, if
they had received one or more prior treatment such as syste-
mic chemotherapy, radiotherapy of the chest and / or medias-
tinurn or operative interventions. Patients in stage IV disease
were enrolled only when distant metastases were located in
thoracic region.

Definitions of response (i.e. partial or complete response), stab-
le disease and progressive disease were based on the standar-
dized response criteria established by the World Health Orga-
nization (WHO). All patienis with advanced and recurrent
NSCILC were enrolled after giving informed consent. Prior
start of treatment patients were staged with chest x-ray, abdo-
minal ultrasound and computed tomography (CT-scan) of the
chest. During treatmient patients were monitored with a week-
1y blood count . Toxicity were graded according to WHO cri-
teria before each therapy course.

Responses were assessed after second therapy cycle with CT-
scan and determination of tumormarker levels, if positive. Sur-
vival and response were both detexmined in all enrolled pati-
ents and calculated starting from the beginning of second-line
chemotherapy treatment.

Treatment plan

This is prospective, not randomized trial with two different
therapeutic regimen:

Group A: regional chemotherapy alone ;

All cytostatics (mitomycin 10 mg/m?, aclarubicin 22 mg/m?
and melphalan 10mg/m?) were applicated during first two
minutes of ITP via central venous line.

Group B: regional plus systemic chemotherapy.

The following cytostatics were administered during ITF via
central venous line (mitomycin 10 mg/m?, navelbine 25 mg/m?
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and cisplatin 30 mg/m?) whereas 5-Floururacil 250 mg/m? and
cisplatin 20 mg/m2 was given as continuous infusion over 24
hours on day 1 —4.

Second-line chemotherapy was administered after a minimum
4-week interval after previous chemotherapy in patients sho-
wing progressive disease. Treatment free interval was 4 weeks,
also. In case of leucocytopenia or thrombocytopenia WHO
grad 3 or 4 next therapy cycle was postponed until WBC count
was > 3000 /dl and platelet count > 100.000 /d1. The use of gra-
nulocyt stimulating factor G-CSF was possible. Treatment was
discontinued, if disease progression or major toxicity occur-
red or according to patient’s and / or physician’s decision.

Operative technique

Under general anesthesia both femoral vessels were exposed
via an inguinal approach. After systemic heparinisation with
150 LE. Heparin / kg . BW both vessels were crossclamped
and two 10 french balloon catheters were inserted. Under
x-ray control both balloons were insufflated in the aorta just
above the celiac axis and in the inferior caval vein below the
tight atrium. In order to reduce the perfusion volume Esmarch-
bandages were insufflated around both roots of the arms
{occlusion pressure: 250 mg / Mercury). For continuous arte-
rial pressure measurement a arterial line was placed into des-
cending aorta. Cytostatics were given via central venous line
in first two minutes after start of perfusion; perfusion time was
20 minutes.

Results

From January 1995 to April 1997 15 patients entered this stu-
dy as group A with regional chemotherapy alone and betwe-
en May 1997 and December 1999 another 15 patients could be
accrued in this study as group B with regional plus systemic
chemotherapy. Patient characteristics are listed in Table 1. Both
group of patients were comparable in terms of stage, Karnof-
sky-Index and histology. There was a difference forage (group .
A: mean 64.9 y, group B: mean 53.1y) and number of pretre-
atments (group A: 30, group B: 20) only.

Table 1: Patient Characteristics

Characteristics Group A Group B

Total Number 15 15

Male 7 6

Female 8 9

Age mean: 64.9 years 53.1 years

Range: 52-81 36-68

Performance Status

Karnofsky — Index mean 82.0 84.7
median 80 30

Stage

m 8 6

v 7 9 .

Histology

Adenocarcinoma 5 7

Squarnous 7 3

Large cell 2 4

Bronchoalveolar 1 1

Pretreatments

Radiation 11 8

Chemotherapy 7 6

Operation 12 ]

Responses were evaluated in all 30 patients. Fourtecn patients
(46.7 %) achieved a complete 1/ 30 or partial response 13/30
with two patients who could be re-operated for cure. As shown
in table 2 response rate was 40 % i group A and 53.3 % in
group B (Fischer test, p=0,357, not significant). There were 9
patients achieving a stable disease and in 7 cases the tumor was
progressive, Responses occurred with equal frequency in all



Table 2: Response to Treatment

Table 4: WHO - Toxicity Group A (30 cycles).

Response Group A % Group B % Grad 1 Grad 2 Grad3  Grad4
Complete Response 1 6.7 0 - Vomitus 6 10 -
Partial Response 5 333 6 40 Fever - - 2 -
Partial Response + OP 0 - 2 133 Alopecia - 2 3 1
Stable Discase 5 33.3 4 26.7 Hemoglobin - 2 - -
Progression 4 26.7 3 20 Platelets - 1 - ~
Leucocytes 2 3 3 1
histologic subtypes, in patients with stage III disease as well E.lk‘ phophatase 2 - - -
N . A . iver enzymes 1 - - -
as in patients with stage IV disease,
The median survival time for all patients from start of regio- .
nal chemotherapy was 17 months, I-year and 2 year survival ~ 1able5: WHO - Toxicity Group B (28 cycles)
rate was 67.3 % and 31.3 %. Looking for the same data depen-
dent to both subgroups there was a clear difference in favor of Crad 1 Grad2  Grad3  Grad4
group B with combined regional plus systemic chemotherapy, Vomitus ) 16 - _
Due to the small number in each group of patients this diffe- Fever 3 2 - -
rence was not statistically significant { Wilcoxen-test, p = Hemoglobin 3 5 1 -
0.116) . There was also an advantage for recurrent stage IIT Platelets 1 - 2 -
patients with a median survival of 24 months compared to 16 Leucocytes 3 3 3 -
months in stage IV. This difference was also not significant | Peripheral neurotoxicity 1 - 1 -
(p=0.127). Thrombosis - 2 - -
Pain 2 7 - -
Table 3: Survival data . .
Discussion
Group A Group B P —value In recent years, the role of chemotherapy has seemed to extend
to the treatment of advanced NSCLC, mainly thanks to new
Median survival 16 months 22 months 0,116 drugs with innovative mechanisms of action and mild toxici-
1-year survivalrate 533 % 82.5 % - ty profiles, which have widened the indications for chemot-
, herapy in advanced and disseminated disease. Although there
2-year survivalrate 267% 393 % - is no evidence that second —line chemotherapy can influence
survival in nonresponding advanced NSCLC patients or in tho-
‘Stage Il Stage IV P - value se who experience disease progression, there is some sugges-
Median survival 24 months 16 months 0,127 tion that second-line treatment may be appropnatc for patients
Loyear survival 755 % 60 % — with good performance status who experience disease pro-
gression after front-line chemotherapy or for patients who res-
2-year survival 388% 25 % - ponded to initial chemotherapy and then experienced a pro-

Diagram 1: Overall survival time from start of regional chemotherapy

Surviver T
ron — Regjonal chemotherapy
— Regional plus systemic therapy

73 ¥

a3

025

8,08

I~ .
b1 40 60 Months

Toxicity

Toxicity was evaluated for all 30 patients ( Table 4,3 ) giving
38 cycles for 30 patients. Hematologic toxicity was the main,
but not severe side effect in this trial. 4 patients in group A and
6 patients in group B developed WHO grad 3 / 4 Hematologic
toxicity, but growth factors have to be administered in only 2
cases. Duration of lencocytopenia was usually brief, no infec-
tious episodes occurred. Nonhematologic toxicity consisted of
mild and transient fever and Cis-Platin dependent neurotoxi-
city. A deep vein thrombosis occurred in two cases and a lymp-
hatic fistula after operative placement of catheters in another
3 cases, treated conservatively.

In none of all cases ITP has to terminated earty due to distur-
bance in blood pressure parameters.

gressmn free interval off treatment.

The options available to patients with advanced non-small cell
lung cancer (NSCLC) resistant or refractory to first-line che-
motherapy are very limited. The older-generation drugs (eto-
posid, vindesine, epirubicin, and cisplatin) that are active aga-
inst previously untreated NSCLC do not achieve a response
rate greater than 10% when used in the second-line setting (2).
The newer-generation agents with activity in previously unt-
reated NSCLC include Carboplatin, Paclitaxel, Docetaxel,
Vinorelbine, and Gemcitabine. Although NSCLC remains rela-
tively resistant (o chcmothcrapy, the fact that second-line che-
motherapy is being considered is tribute to the progress being
made with first-line therapy.

One of the first data about second-line chemotherapy were
given in 1992 by Gridelli et al.; in a phase II trial of 40 pati-
ents with advanced and recurrent NSCLC they have shown
that Mitomycin /Vindesine regimen is not active, but a com-
bination chemotherapy using Epirubicin and Cis-platin Jead to

Table 6: Prospective trials about second-line freatment in recorrent
NSCLC

Author Year Nopis Cytostatic dmg Response Survival
% {weeks)
Gridelli 1992 28 Cis—Platin, Epirubicin 25 -
Gridelli 1992 12 Mitomycin, Vindesine 0 -
Georgoulias 1997 26 Gemgitabine, Paclitaxel 29 32
Fossella 1997 88 Docetaxel 17 39
Stathopouios 1999 80  Paclitaxel, Cis—-Platin 16 42
Crino 1999 81 Gemcitabine 19 34
Gridelli 1999 30 Gemeitabin 20 2
Herrero 2000 16 Gemeitabine, Vinorelbine 6,25 25
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an objective response rate of 25 % and an amelioration of
tumor-related symptoms in 35.7 % as well as an improvement
in performance status in 25% (10,11).

Recently Georgoulias et al. showed in a phase II trial of 26
patients in 1997 the significant activity of Gemcitabine com-
bined with Paclitaxel as second-}ine treatment in platinum ref-
ractory NSCLC (9). In this study, a response rate of 29 % and
amedian survival rate of 8 months were achieved. Severe neu-
rotoxicity (31 %) and fatigue (15 %) was the most interesting
nonhematologic toxicity .

A similar phase I - studie given by Fossella et al. in 1997 has
shown the significant clinical activity of docetaxel (100 mg/m?
every 21 days) as second line treatment in platin resistant
NSCLC. Response rates were 21 % leading to a I-year survi-
val rate of 41 %.

During last two years results of three different clinical trials
about effectivity of Gemcitabine were given by Crino et al,
Gridelli et al. and Herrero et al.(4,11,14). A pilot study done
by Herrero was stopped due to a high rate of side-effects com-
bined with a minimal responserate of 6,25 %. In contrast to
this pilot study the results of the other two phase II - trials were
combined with a much higher response rate of 19 and 20 %,
leading to a median survival of 22 and 34 weeks.

Recently Stathopoulos et al. have published daia about a com-
bination of Cis-Platin and Paclitaxel in 80 recurrent NSCLC
patients leading to an overall response rate of 16 % and a medi-
an survival ime of 42 weeks showing that combination thera-
py should not be better than monotherapy (24).

In this study we have tried to overcome tumorcell resistance
inrecurrent NSCLC by using a high local cytostatic drug con-
centration. To reach this goal we used a simplified technique
for isolation of the chest and lung compared with older appli-
cation forms. In none of all cases ITP has to terminated early
due to disturbance in blood pressure parameters, This is in
accordance to published data from Berkenstadt et al., who has
shown that ITP does not lead to increased cardial stress (3).
In 1995 Johnstofi et al. presented a special technique for iso-
lated lung perfusion leading to an excellent separation of the
lungs (15). Shunting rate was between O and 15 %, but we have

to keep in mind that NSCLC is infiltrating the thoracic wall as
well as the organs of the mediastinum in 2 high percentage of
cases that an isolation of the lung does not necessarily corres-
pond with the way of expansion in NSCLC.

In an animal mode] of bronchial adenocarcinoma Hendriks
etal. have shown in 1999 that an isclated lung perfusion with
Melphalan can prolong survival compared with no treatment
or with systemic chemotherapy of the same drug in the same
dosage (13). Pharmaco-kinetic evaluations in different mou-
se models have shown that using thoracic as well as lung
perfusion techniques cytostatic drug concentrations of Melp-
halan, Doxorubicin, Cis-Platin, 5-FU and Mitomycin are
6 to 10 times higher compared with systemic administration
(8,21,22). '

Our own data in this study have shown a acceptable toxicity
profile for these pretreated NSCLC patients who are in aredu-
ced general condition and performance status, There were only
two cases with special application form related side-effects
such as lymphatic fislas in the groin, In two other cases adeep
vein thrombosis did occur. Systemic side-effects related to
administration of cytostatic drugs were acceptable and not
more frequent or more severe compared with other studies
about second-line therapy in NSCLC,

Keeping in mind that this NSCLC patient population is selec-
ted to those having tumorformations defined to thoracic regi-
on only, response rates and survival rates are very encoura-
ging. Compared with other second-line treatment studies
response rate could be nearty doubled combined with a high
percentage of patients in whom an amelioration of tumor rela-
ted symptoms could be achieved (data not given). '
Survival rate in our study was 24 months for stage 111 and 16
months for stage ['V patients, which is also nearly doubled com-
pared with other studies and protocols. This means that it will
be possible to reach higher response rates leading to a longer
median survival in NSCLC, if we can increase the locoregio-
nal drug concentration, Data in this study seem to support the
hypothesis that isolated thoracic perfusion is an application
form which increase local drug concentrations high enough to
break through tumorcell resistance in NSCLC.
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Cilem editora bylo uspofddéni monografie shroujici poznatky z posled-
nich let, které objasiiuji bunééné a molekuldrni mechanizmy vaskuloge-
neze a angiegeneze. ~
Uvodnich 5 #4sti této obsazng knihy je vénovang kapitoldm pojednavaji-
cim o tématice bazdlniho vyzkumu, ndsledné 4 ¢asti pojednavajf o novych
terapeutickych strategiich a klinickgch aplikacich. Uéebnice tak posky-
taje zevrubny rozbor téchto problematik: cévy ajejich v§voj, ristové fak-
tory ovliviiujici tvorbu cév a jejich receptory, geny fidicf angiogenezu,
moduldtory angiogenezy, nodelovini angiogenezy in vivo a in vitro, inhi-
bice angiogenezy v experimetdlnich modelech, klinické aplikace antian-
giogenni terapie u karcinomi, angiogeneze a jeji ovlivnéni pi zénstech,
hojeni ran a revmatoidni artritidg, podpora angiogeneze v ischemizované
tkdni. Autory 33 jednotlivych kapitol rozd&lenych do uvedenych celki je
80 #pickovych odbornikti z USA a Evropy zabyvajicich se vyzkumem
uvedenych problematik, a proto jimi sepsany text neni pouze irokym sou-
hmem poznatkd, ale pfindsi i nejnov&jii informace o soufasnych objevech
(regulace angiogenezy angiopoetiny a TIE-receptory, angiogenni geny
B-4. EDG-1, ARNT proteiny, analyza vyzramn vaskuldrniho endotelisi-
nihorastového faktoru atd.) V texta json popsény take nové postupy poten-
cidlng pouZitelné v klinick¢ praxi, napitklad genovi terapie.

Piikladem zajimavé onkologické problematiky je terapie thalidomidem
u nédorovych onemocnénd. Vzhledem k jeho antiangiogennému efektu zjis-
tovanému pti preklinickych studiich na rohovkovych modelech byly zahaje-
ny klinické zkousky tohoto prepardtu u Fady malignit. Jde pfedeviim o Kapo-
siho sarkom, glioblastom, karcinom prsu, karcinom prostaty a nejnovéji
1 0 maohodetny myelom. Na zakladg studif 1ze predpokladat, Ze aktivita tha-
lidomidu je zprostfedkovana regulact integrinovych podjednotek bun&ényich
povrchd a tedy Ze jeho antiangiogennd G¥inek je spojen s ovlivngnim exprese
vaskuldrniho integrinu nebo s antagonistick§m efektem na této drovni.
Opatnym smérem je zaméfen vyzkum usilujici o podporu necvaskulari-
zace v ischemicke tkini ristovymi faktory (FGF, VEGF). Jsou popsiny
1 moZné postupy aplikace t&chto latek do cilové oblasti: pfima injekce,
inkorporace ristovych faktori do algindtovych zrn implantovanych do
ischemické tkdné a intraarteridlni aplikace s pouZitim proteinovych nebo
genovych vektori,

Celkove je nutao ocenit kromé jiz vySe uvedené aktudlnosti textu i pre-
hlednou strukturu, s jakou byla upofadana cel knihai jeji jednotlivé kapi-
toly. Na potfebnych mistech ilustrujt text grafy, obrazy a fotografie. Uni-
kétni je rejstiik citované literatury obsahujici ptes 3000 polozek.

Kniha je uréena nejen vyzkumnikiim zabyvajicim se pouze obecnou pro-
blematikou vaskulogeneze a angiogeneze, ale i odbornikim feficim prak-
tické klinicke aplikace na poli onkologie, revmatologie, hematologie, kar-
diclogie, biochemie, farmakologie a dal&ich obortl. Naznatuje totiz cesty,
jak 1ze tlumit angiogenezu v tumorech, v chronickych zan&tech. typu rev-
matoidni artritidy a psoridzy, v ofni sitnici pfi diabetické retinopathii a nebo
naopak podporovat novotvorbu cév v ischemické tkéni.

Adresa nakladatelstvi: Marcel Dekker AG, Hufgasse 4, Postfach 812,
CH-4001 Basel, Switzerland. P.K,V.H
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Editor, ktery je profesorem hepatobilidrai chirurgie a transplantace jater
na Duke University v Durhamu, pfedkladd monografii pojednavajici
o malignich nidorech jater a jejich 16¢b&. K spoluigasti na knize prizval
daldich 48 prisp&vovatelii ze sedmi zemi, pfevazins z USA.
Kniha je rozd&lena do péti &dstis 31 kapitolami. Prvni série kapitol pokry-
v patologii s podrobpéj$im zamé&fenim na hepatocelulami karcizom,
hepatoblastom, cholangiokarcinom, karcinom #lu&niku a metastazy,
hlavné kolorektélniho karcinomu. Déle je rozebréna epidemiclogie a pii-
TOZeny vyvoj jaternich malignit, Dosti podrobné je pojedndno o jedno-
tlivych diagnostickych mozZnostech, UZ, CT v riznych modifikacich
a MRI viemeé paramagnetickych l4tek, jsou zmingny 1 invazivni piistu-
py. V daldi Easti je podan pfehled terapeutickych postupi, systémova
a selektivai chemoterapie, radioterapie, embolizace a chemoemboliza-
ce hepatické tepny. Dale jsou analyzovany postupy u resekel hepaic-
kych umord spojené s adjuvantn{ a neadjuvatni 1é¢bou, opakované resek-
ce pro recidivu a ablacni techniky (kryoablace, termicki ablace
radiovymi vlnami, mikrovlnami, Jaserem), které vedou k nekréze nado-
rového loZiska a jeho blizkého okoli. Je popsana technika podani eta-
nolu z déle transplantace jater, jeji indikace a pfehled mo¥nych komplj-
kaci. Civrtd &4st se zabyva experimentalnimi pracemi, které se tykaji
genové terapie, imunoterapie a antineovaskuldrni 1é€by. Humoralni
abunétné strategie se budou z¥ejme déle rozvijet a pfechazet z experi-
mentdlni fize do praxe. Do této skupiny spadaji i studovang piipravky
indukujici apoptézu v nédderovych butikdch potlatujici tumor a jeho pro-
gresi. Patd fast obsahuje nékolik specidlnich temat, je7 se zabyvaiji malig-
nimi nadory jater u cithotiki, neuroendokrinnimi nadory a jejich jater-
nimi metastizami, nékterymi vzdcnymi nadory, malignitami u star§ich
pacientil, nddory jater déti a anesteziologickymi otdzkami p¥i chirur-
gickych vykonech na jatrech,
Kniha demonsiruje, Ze jen mélo oblasti mediciny je doprovazeno tolika
kontrovernimi nizory jako odetfovani malignich nadord jater. Soutasni
dostupnost riiznych metod diagnostiky alé€by primérnich a sekunddrnich
nédord jater a vzriistajici zdjem o rizné biologicks a imunologické mani-
pulace s malignimi bulikami vzbuzuji nadgji na vylédeni diive letalniho
onemocnéni nebo alespofi na prodlouZeni ¥ivota o dobré kvalits. Ade-
kvatni pifstup k terapii pfedpoklada souginnost multidisciplindmiho tymu,
v némZ je zastoupen onkolog, hepatolog, hepatdlni chirurg, radioterapeut
a interventni radiolog. Kniha poskytujejasny a kriticky pfistup k zave-
denym 1éCebnym metoddm a moZnostem vyuZiti novych cest.
Detailni text s Cetngmi tabulkami a zajimavymi pfiklady ze zobrazo-
vacich metod zaujme viechny pracovniky, kte¥ jsou angazovani v oet-
fovani pacientd s timto gnemocnénim od stedentd 1ékafstvi a% ke spe-
cialistil riizngch oborii. Rada kapitol pfina$i pfehled o technikach, jez
se propracovavaji a predstavuji vyhledové nad&jné metody blizké
budoucnosti.
Adresa nakladatelstvi: Blackwell Science Ltd, Medical Marketing Depart-
ment, Osney Mead, Oxford OX2 0EL, UK (fax +44 (0)1865 206026).
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