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Bone and soft tissue sarcomas constitute about 3%
of malignancies in adults [1]. Surgical approaches are
the standard care of patients with sarcomas [2, 3]. If the
patients with sarcoma have extensive locoregional or
metastatic disease at the time of the diagnosis, progno-
sis is poor in despite of different chemotherapy regi-
mens [2]. In addition, there is no data in standard treat-
ment of progressive diseases (PDs) following previous
chemotherapy. The most effective chemotherapeutic
agents are doxorubicin and ifosfamide, with an average
of 20–25% response rates, in chemotherapy-naive sar-
coma patients [4–8]. Furthermore, adjuvant chemother-
apy for soft tissue sarcomas remains controversial [9].

Some preclinical studies show that ifosfamide which
has a linear relation between dose and response is an
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alkylating agent [6–10]. Over past decade ifosfamide
has been well-studied, especially to assess the im-
portance of its different dose levels. These studies have
been shown that high dose ifosfamide (HDI) with he-
matopoietic growth factor support could be effective for
salvage therapy in selected patients with sarcomas even
in heavily pretreated patients [12–15]. In single cancer
center, we evaluated 39 patients with recurrent or ad-
vanced sarcomas treated with HDI.

PATIENTS AND METHODS
Eligibility criteria. Eligibility criterias for study were

histological confirmed recurrent or locally advanced or
metastatic high-grade sarcomas; chemotherapy-naive
or previously treated; the presence of two dimensional
measurable or evaluable disease; age 10-65; an East-
ern Cooperative Oncology Group performance status
(ECOG, PS) of less than 3; adequate baseline organ func-
tion defined as white blood cell (WBC) count > 4000/uL,
platelet > 100000/uL, hemoglobin > 9.5 g/dL, serum tran-
saminase levels < 2.5 x of upper limit of normal, biliru-
bin < 1.5 x of upper limit of normal, creatinine < 1.5 mg/dL;
a life expentancy of at least 3 months. Informed consent
was taken from all patients. Patients with recurrence after
surgery or patients treated with different chemotherapy
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combinations before the study were allowed. Patients
having the following criteria were excluded from the study;
signs and symptoms of brain metastases; pleural effu-
sion requiring chest tube drainage; apparent pericardial
effusion; uncontrolled angina pectoris; diabetes mellitus;
hypertension; congestive heart failure and active infec-
tion; myocardial infarction < 3 months before the date of
study entrance; interstitial pneumonitis diagnosed by plain
chest X-ray; pregnant women. Patients with other seri-
ous underlying medical conditions or mental disorders that
would impair the ability of the patient to receive treatment
were also excluded from the study.

Treatment plan and dose adjustment. A continu-
ous infusion of 2 g/m2 ifosfamide with the same dose of
mesna in 1 l of 5% dextrose water plus 20 mEq/l sodium
bicarbonate and 20 mEq/l potassium chlorine with were
administered over 4 h as loading dose, at the hospital.
Similar composition of intravenous drug solutions contin-
uously infused over 24 h for 9 days up to 20 g/m2 total
dose of ifosfamide with the same doses of mesna in every
cycle. All patients received 5-hydroxytryptamine-3 re-
ceptor antagonists daily antiemetic prophylaxis. 24 h af-
ter the completion of HDI infusion, granulocyte-macroph-
age recombinant human colony-stimulating factor or
granulocyte colony-stimulating factor was used at dose
of 5 ug/kg subcutaneously daily as described in Ameri-
can Society of Clinical Oncology (ASCO) guidelines [16].

During treatment, testing of hematuria by Combur
Test® (Roche Diagnostics GmbH, Mannheim, Germany)
was done every urination to rule out hemorrhagic cystitis.
Monitorization of serum electrolytes, renal and liver func-
tions were done every 3 days during whole treatment
period. A complete blood cell count by autoanalyser was
checked daily from 7th day of the treatment to end of treat-
ment cycle. If febrile neutropenia developed, patients
stayed in hospital for appropriate antibiotic treatment.

HDI treatment was continued until disease progres-
sion, any unacceptable toxicity or patient refusal. HDI
was administered as adjuvant basis after total tumor
resection if the patient warranted further chemothera-
py. Treatment was stopped if febrile neutropenia, non-
hematologic toxicities > grade 2 excluding those due
to nausea-vomiting and alopecia developed.

The subsequent cycle of chemotherapy was begun
on day 22 if WBC > 3000/ul, the platelet count > 100 000/ul,
ECOG PS was less than 3, transaminases were < 2.5 x
of upper limit of normal, the serum bilirubin < 1.5 x of up-
per limit of normal, and creatinine < 1.5 mg/dl. Otherwise,
the cycle of the chemotherapy was delayed until the im-
provement of the laboratory parameters. No dose ad-
justment was allowed because of the use of prophylactic
hematopoietic growth factor. No patients received further
chemotherapy or radiotherapy if the disease progression
occurred under HDI treatment.

Response criteria and definitive tumor resec-
tion. Response was evaluated every cycle clinically and
with X-ray. Computed tomographic scan and/or mag-
netic resonance imaging of tumor sites were obtained
every two cycles for tumor assessment. Definitive sur-
gical treatment was performed in patients who seemed

to fit total tumor resection. Definitive surgical treatment
was defined as resection of local and/or metastatic tu-
mors by surgical oncologists.

Response evaluation was done in patients who ad-
ministered at least two cycles of treatment by two dif-
ferent physicians according to World Health Organiza-
tion (WHO) criteria [17]. Complete response (CR) was
defined as complete clinical and radiological response.
Partial response (PR) was defined as a ≥ 50% reduc-
tion in the sum of the products of the biperpendicular
diameters of measurable lesions without the appear-
ance of new lesions for at least 4 weeks. Minimal re-
sponse (MR) was defined as a decrease in tumor size
between 25% and 49%. Stable disease (SD) was de-
fined as  a less than 25% change in the dimensions of
the tumor, and progressive disease (PD) was defined
as a ≥ 25% increase in  the sum of  the perpendicular
diameters and/or appearance of new lesions. Histo-
pathologic evaluation was performed in patients (op-
erated patients) who underwent surgical resection.
Pathologic complete response was defined as no via-
ble tumor in the resected specimen.

Assessment of the toxicity was done every cycle ac-
cording to WHO criteria [17]. Progression free survival
(PFS) was calculated from the date of documentation of
first response to time of first evidence of disease pro-
gression. Overall survival (OS) was calculated from the
date of initial treatment to the date of death due to any
cause in patients who were not lost to follow-up.

RESULTS
Patient characteristics. 39 patients treated with

HDI from September 1996 until June 2002. 14 of them
had bone sarcomas, and 25 of them had soft tissue
sarcomas. The median age was 20 years (range, 11–
48 years). Male/female ratio was 24/15. 9 patients had
locally advanced disease and 30 patients had meta-
static disease at the entry of study. Other patient char-
acteristics are shown in Table 1. While the majority of
Table 1. Patients Characteristics 

Characteristics No. (%) 
Entered  39 (100) 
Age, years 
     Median 
     Range 

 
20 

11–48 
Performance status (ECOG) 
      0 
      1 
      2 
      3 

 
10 (25.6) 
18 (46.2) 
8 (20.5) 
3 (7.7) 

Gender  
      Male 
      Female  

 
24 (61.5) 
15 (38.5) 

Extent of disease at entry 
      Locoregional 
      Metastatic 

 
9 (23.1) 
30 (76.9) 

Histologic subtype  
      Osteosarkoma  
      Ewing sarcoma 
      Synovial sarcoma 
      Undifferentiated sarcoma 
      Leiomyosarcoma 
      Rhabdomyosarcoma 

 
14 (35.9) 
14 (35.9) 
4 (10.2) 
4 (10.2) 
2 (5.1) 
1 (2.6) 

Prior chemotherapy  
      Yes 
      No 

 
29 (74.3) 
10 (25) 

Prior anthracycline/ifosfamide exposure  28 (71.7) 
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patients (71.7%) were previously treated with doxoru-
bicin and/or ifosfamide containing chemotherapy, 10
patients were chemo-naive.

Follow-up and response rates. Median follow-
up was 43 months (range, 18–90 months). The pa-
tients recevied total 103 cycles (median 2 cycles (range,
1–7)). 2 patients refused to take further treatment and
1 patient died due to neutropenic sepsis following the
first cycle. Thus, 36 of the patients were evaluable for
response assesment. As 4 patients were lost to fol-
low-up after the second cycle of treatment, 35 patients
were included in the survival analysis. Some charac-
teristics and follow-up date of the individualized pa-
tients were depicted in Table 2.

37 patients were evaluated for efficacy of HDI. CR
was achieved in 8 patients. 1 patient was chemo-na-
ive. PR was observed in 15 patients. 7 patients were
previously untreated with chemotherapy. Total response
rate was 63.8% (Table 3). MR and SD were observed
in 2 and in 5 patients, respectively.

Considering the histological subtypes, overall re-
sponse rates were 7/12, 11/12, 0/2, 2/4, 2/4 and 1/1 in
patients with osteosarcoma, Ewing sarcoma, leiomyo-
sarcoma, undifferentiated sarcoma, synovial sarcoma,
rhabdomyosarcoma, respectively. The difference among
the histological types was not statistically significant.

Overall response rates (RR) were 53.8% and 90%
in pretreated and in those chemo-naive patients, re-
spectively (p = 0.113).

Definitive surgery. 13 of 24 responders (54%)
became feasible for definitive surgery and these pa-
tients underwent total surgical tumor resection (TSTR).
Pathologic CR was observed in 5 (38%) of those op-
erated-patients (3 osteosarcoma, 1 Ewing sarcoma,
1 synovial sarcoma). 3 of those operated patients re-
ceived two cycles of HDI as adjuvant basis.

Survival. Median PFS was 7 months (95% CI: 3.8-
10.2) in responders, and in patients having MR or SD.
While median PFS was 3 months (95% CI: 1.2-4.8) in
patients with inoperable disease, PFS from the time of
enrollment to the study was 12 months (95% CI: 7.6-
16.4) in those operated (p = 0.002) with a disease free
survival of 12 months (95% CI: 6.1-16.5) (Table 4). How-
ever, no significant difference was found in PFS between
chemo-naive patients and those pretreated (p = 0.113).

Median OS was 10 ± 5.1 (95% CI: 0.0-20) months
in all patients. Median OS time was 8 months (95% CI:
3.3-12.7) in patients not having total tumor resection,
and it was 26.5 months (95%CI: 0-62) in patients ha-
ving total tumor resection (p = 0.0369) (see Table 4).
PFS and OS curves are shown in Fig. 1 and 2. 8 pa-
tients among responders are still alive. 2 (15%) of those

Table 2. Some characteristics and follow-up date of the individualized patients. 

Case Age Gender Previous 
chemotherapy 

Histologic 
diagnosis* 

Extent of 
disease ** 

Number of 
HDI cycles 

Response 
to HDI *** 

Resectability 
after HDI 

Histologic 
CR 

Follow-up 
(months) 

Current 
status 

1 30 M Yes OS M 2 CR Yes Yes 80 Alive 
2 18 M Yes ES M 4 CR No — 72 Alive 
3 17 M Yes US M 2 No No — 18 Dead 
4 18 F Yes ES M 2 PR Yes Yes 96 Dead 
5 21 F No ES L+M 4 PR No — 71 Dead 
6 15 F No ES M 2 PR Yes No 85 Dead 
7 18 M Yes OS M 3 No No — 25 Dead 
8 18 F Yes ES L 1 — No — 45 Dead 
9 16 F Yes ES L 1 No No — 84 Dead 
10 45 M No OS L 2 PR Yes Yes 72 Dead 
11 46 F Yes LS M 2 SD No — 3 ¥ 
12 13 F Yes OS M 1 — No — 52 Dead 
13 21 F Yes OS M 1 No No — 14 Dead 
14 15 F No SS L 2 PR Yes No 100 Alive 
15 26 F No SS M 3 No No — 27 Alive 
16 22 M Yes ES M 2 PR Yes No 6 Dead 
17 20 M No US M 4 PR No — 10 Dead 
18 20 M Yes ES M 7 CR No — 29 Alive 
19 21 M No US L 3 PR Yes No 62 Alive 
20 39 M Yes OS M 4 PR Yes No 67 Dead 
21 28 M Yes OS M 4 PR No — 9 Dead 
22 23 M Yes LS L+M 2 SD No — 4 ¥ 
23 17 M Yes OS M 4 PR No — 4 Dead 
24 38 M No ES L 4 CR Yes No 50 Dead 
25 17 M Yes ES M 4 PR No — 72 Dead 
26 25 M Yes OS L 2 CR Yes Yes 60 Dead 
27 17 M No ES L+M 2 PR Yes No 2.5 ¥ 
28 11 F Yes OS M 2 SD No — 70 Dead 
29 20 M Yes SS M 4 CR Yes Yes 16 Dead 
30 26 M Yes ES M 2 PR No — 46.5 Dead 
31 17 M Yes ES M 2 No No — 28 Dead 
32 17 M Yes OS M 2 MR No — 16 Alive 
33 18 F Yes OS M 3 No No — 27 Dead 
34 23 M No SS L 2 MR Yes No 97 Alive 
35 17 F Yes RS L 2 CR No — 97.5 Dead 
36 48 F Yes US M 2 No No — 32 Dead 
37 38 M Yes ES M 2 PR No — 37.5 Dead 
38 20 M Yes OS M 4 CR No — 77 Dead 
39 14 F Yes OS M 2 SD No — 2 ¥ 

Notes: *histologic diagnosis: OS — osteosarcoma, ES — Ewing sarcoma, US — undifferntiated sarcoma, LS — leiomyosarcoma, SS — synovial 
sarcoma, RS — rhabdomyosarcoma; **extent of disease: L — locoregional, M — metastatic disease; *** response to HDI: CR — complete response, 
PR — partial response, MR — minimal response, SD — stable disease, No — no response; ¥ — lost to follow-up. 
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patients having total tumor resection had the longest
DFS ( 80 and 98 months)

Toxicity. The main toxicity of treatment was myelo-
suppression (Table 5). 1 patient died due to neutropenic
sepsis following the first cycle. Another patient died of
G-CSF-induced vasculitic nephritis developed within
6 months following cessation of chemotherapy and
G-CSF-induced nephritis was confirmed by renal biyop-
sy. This patient was free of the disease at the time of that.

 Although grade 3–4 neutropenia was developed in
36 (92.3%) patients, total 51 (49.5%) febrile neutropenic
attacks were observed in 103 cycles of HDI, and in 30%
of the patients. Grade 3–4 anemia occured in 19 (48.7%)
patients, grade 3–4 thrombocytopenia was determined

in 17 (43.5%) patients; grade 3–4 emesis occured in
4 (10.3%) patients; grade 3 central neurotoxicity was
seen in 2 (5.2%) patient, severe (grade 3) hemorrhagic
cystitis developed in 1 (2.6%) patient. Cardiac or neph-
rologic toxicities were not observed. The disadvantages
of HDI therapy are long-term hospitalization for febrile
neutropenia and chemotherapy application.

DISCUSSION
Sarcomas which are a heterogeneous group of ma-

lignancies in adults are rare. Therefore, the planning of
a prospective study in patients with sarcomas is very
difficult. The accumulation of knowledge about manage-
ment of advanced sarcoma has limited at present. In
this study, we found promising results in advanced sar-
comas with high-dose ifosfamide (20 g/m2) therapy
(HDI), especially when combined with curative surgery.

The optimal chemotherapy for advanced sarcomas is
not yet determined and none of current regimens are prom-
ising for cure. Although response rate is  average 20–25%
with doxorubicin as a single agent and it has been increased
to 30–35% with combination of standard dose of ifosfa-
mide (≤ 10 g/m2 ), there was no survival advantage of com-
bination chemotherapy over a single agent chemotherapy
in patients with advanced sarcomas, even in the first line
setting. Overall survival is approximately 10–12 months in
those patients [4–8, 13, 15, 18].

It has been demonstrated that the objective response
rate was improved with the increasing dose of ifosfamide
(with mesna) up to 20 g/m2, in conjuction with hemato-
poietic growth factor support in pretreated patients with
anthracyclins. Bone morrow toxicity is the dose-limiting
toxicity of HDI, and it was found to be reversible with or
without the hemotopoietic stem cell support [11–15, 19–
21]. In our study, HDI up to  20 g/m2 per cycle had higher
response rate than ever, with the acceptable toxicities.

In advanced sarcoma, definitive surgery can result in
long-term survival in only 15–30% of the patients [15,
22]. Rosen et al [23] found that median PFS in patients
with synovial sarcoma treated with HDI treatment was
3 months in patients not having total tumor resection after
HDI. Survivals were significantly improved with definitive
surgery following HDI (26.5 months vs 8 months, p = 0.03)
in the current study. Our findings are compatible with the
knowledge of literature [5, 13, 14, 18, 22]. On the other
hand, it was determined that survival was better in pa-
tients who had complete response with HDI supported by
autologous hemopoietic stem cell transplantation (5-year
overall survivals, 75% vs 5%) [20].

Table 3. Treatment outcomes — response rates 

Response Variable No of 
patients 

CR  
No (%) 

PR  
No (%) 

Overall 
(CR + PR) 

No (%) 
Overall 36 8 (22.2) 15 (41.6) 24 (63.8) 
Histologic subtype 
         Osteosarcoma 
          Ewing sarcoma 
          Leiomyosarcoma 
          Undifferntiated 
          Synovial sarcoma 
          Rhabdomyosarcoma 

 
12 
12 
2 
4 
4 
1 

 
3 (25) 
3 (25) 
0 (0) 
0 (0) 
1 (25) 
1 (100) 

 
4 (33.3) 
8 (66.6) 

0 (0) 
2 (50) 
1 (25) 
0 (0) 

 
7 (58.3) 
11 (91.6) 

0 (0) 
2 (50) 
2 (50) 
1(100) 

Prior chemotherapy 
          Yes 
          No 

 
26 
10 

 
7 (26.9) 
1 (10) 

 
7 (26.9) 
8 (80) 

 
15 (53.8) 

9 (90) 

Table 4. Treatment outcomes — time-related variables 

Median time, months (95% CI) 
Variables Total surgical 

resectable group 
Unresectable group 

p 
value 

Progression-free 
survival 

12.0 ± 2.2 (7.6 – 16.4) 3 ± 0.9 (1.2 - 4.8) 0.002 

Overall survival 
from enrollment 

26.5 ± 18.2 (0 – 62.0) 8.0 ± 2.4 (3.3 - 12.7) 0.0321 

 

Table 5. Grade 3–4 Toxicity according to WHO 

Toxicities  No (%) of the patients 
Hematologic 
Neutropenia 
Febrile neutropenia episodes 
Anemia 
Thrombocytopenia 

 
36 (92.3) 
12 (30.7) 
19 (48.7) 
17 (43.5) 

Nausea/vomiting 4  (10.3) 
Hemorrhagic cystitis     1  (2.6) 
Central neurotoxicity 2  (5.2) 
Toxic death 2  (5.2)* 
* One patient died because of neutropenic sepsis following the first cycle. Another 
patient died of G-CSF-induced vasculitic nephritis developed within 6 months 
following cessation of chemotherapy and G-CSF-induced nephritis was confirmed 
by renal biyopsy. This patient was free of the disease at the time of that. 

Fig. 1. Progression-free survival curve of the patients (X — sen-
sored patients)
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0.6

0.4

0.2

0.0

Fig. 2. Overall survival curve of the patients (X — alive patients)
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The RR in our study was higher when compared to
the literature data. Because of the different doses and
schedules of HDI reported in the literature, overall RRs
changed from 11 to 50% and from 50 to 67% in pre-
treated and chemo-naive patients, respectively [5, 13,
14, 18]. We had high RR in our study group since we
had younger patients and administered higher doses
of ifosfamide (20 g/m2/cycle) than reported ones in the
literature. Likewise notified in literature, there was no
objective response in our 2 patients with leiomyosar-
coma, too. It is belived that leiomyosarcomas are de-
novo chemoresistant disease [5, 13–15, 24].

The toxicity of HDI regimen is considerable. In
present study, two toxic deaths were developed due to
neutropenic sepsis after the first cycle of HDI and due
to G-CSF induced vasculitic nephrotoxicity within 6
months after HDI. So, HDI related mortality was re-
ported as 5% due to neutropenic sepsis and nephro-
toxicity, in a randomized study [24]. Toxicity of HDI ther-
apy was mainly myelosupression. Neutropenia occured
in 92% of patients. Total febrile neutropenic episodes
developed in only 30% of patients. In published stud-
ies, it seems that rates of hematologic toxicity are the
same as ours [5, 13–16, 18, 19, 22, 23]. We observed
lower rates of severe neurotoxicity (5%) compared to
the studies reported in the literature [12–14, 18]. The
mechanism of ifosfamide encephalopathy is not known
explanation of the low neurotoxicity rate achieved in
our study might be administering ifosfamide by contin-
uous infusion in 5% dextrose water as notified in some
papers [25, 26].

In conclusion, despite the heterogeneous group of
patients, present study showed that HDI at total dose of
20 g/m2 with mesna seems to be an active salvage reg-
imen for advanced, even pretreated sarcomas. Survival
may be improved in selected patients when HDI is com-
bined with definitive surgery. However, it is impossible
to say that HDI should be accepted as standard therapy
in sarcomas. Further multicenter studies including more
patients should be conducted in advanced sarcomas.
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ÒÅÐÀÏÈß ÂÛÑÎÊÈÌÈ ÄÎÇÀÌÈ ÈÇÎÔÎÑÔÀÌÈÄÀ
ÏÐÈ ÏÎÄÄÅÐÆÊÅ ÔÀÊÒÎÐÎÌ ÐÎÑÒÀ  Â ËÅ×ÅÍÈÈ

ÑÀÐÊÎÌÛ ÊÎÑÒÈ È ÌßÃÊÈÕ ÒÊÀÍÅÉ

Öåëü: èçîôîñôàìèä è äîêñîðóáèöèí ÿâëÿþòñÿ íàèáîëåå ýôôåêòèâíûìè ñðåäñòâàìè ëå÷åíèÿ ñàðêîì, õîòÿ èõ
âëèÿíèå íà ñòåïåíü âûæèâàåìîñòè áîëüíûõ îáû÷íî îãðàíè÷åíî. Èçîôîñôàìèä â âûñîêèõ äîçàõ (ÈÔÂÄ) ìîæåò
áûòü èñïîëüçîâàí äëÿ ëå÷åíèÿ ïàöèåíòîâ ñ ðåöèäèâèðóþùèìè èëè  ðàñïðîñòðàíåííûìè ñàðêîìàìè. Îöåíèâàëàñü
ýôôåêòèâíîñòü è òîêñè÷íîñòü âûñîêèõ äîç èçîôîñôàìèäà, ïðèìåíÿâøèõñÿ äëÿ ëå÷åíèÿ áîëüíûõ ñ
ðåöèäèâèðóþùèìè èëè  ïðîãðåññèðóþùèìè ñàðêîìàìè. Ìåòîäû: â 1996–2002 ãã. îáñëåäîâàíî 39 ïàöèåíòîâ ñ
ñàðêîìàìè. Ó âñåõ ïàöèåíòîâ íàëè÷èå ñàðêîìû áûëî ïîäòâåðæäåíî ïðè ãèñòîëîãè÷åñêîì èññëåäîâàíèè.
Èçîôîñôàìèä íàçíà÷àëè â äîçå 2 ã/ì2 â âèäå äëèòåëüíûõ âíóòðèâåííûõ èíôóçèé â òå÷åíèå 24 ÷ ñ 1-ãî ïî 9-é äåíü
â ñî÷åòàíèè ñ íåïðåðûâíûìè âëèâàíèÿìè ìåñíû. Â õîäå êàæäîãî öèêëà òåðàïèè áîëüíûå ïîëó÷àëè òàêæå ÃÌ-
ÊÑÔ (ãðàíóëîöèòàðíî-ìàêðîôàãàëüíûé êîëîíèåñòèìóëèðóþùèé ôàêòîð) èëè ÃÊÑÔ (ãðàíóëîöèòàðíûé
êîëîíèåñòèìóëèðóþùèé ôàêòîð). Ýôôåêòèâíîñòü è òîêñè÷íîñòü ÈÔÂÄ îöåíèâàëè ïî êëèíè÷åñêèì ïîêàçàòåëÿì
ïåðåä êàæäûì ïîñëåäóþùèì öèêëîì. Îáúåêòèâíûé îòâåò îöåíèâàëè ïîñëå êàæäûõ äâóõ öèêëîâ. Ó ïàöèåíòîâ,
ïîäâåðãàâøèõñÿ õèðóðãè÷åñêîìó âìåøàòåëüñòâó, ðåçóëüòàòû òåðàïèè îïðåäåëÿëè òàêæå íà îñíîâå èçó÷åíèÿ
ãèñòîïàòîëîãè÷åñêèõ ïðåïàðàòîâ. Ðåçóëüòàòû: ñîîòíîøåíèå ìóæ÷èí/æåíùèí ñîñòàâëÿëî 24/15, ñðåäíèé âîçðàñò —
20 (11–48) ëåò. Ó 9 ïàöèåíòîâ èìåëîñü ëîêàëüíîå íåîïåðàáåëüíîå ðàñïðîñòðàíåííîå çàáîëåâàíèå, ó 30 — ìåòàñòàçû.
10 áîëüíûõ íå ïîëó÷àëè õèìèîòåðàïèþ. Îáùåå ÷èñëî öèêëîâ ÈÔÂÄ-õèìèîòåðàïèè — 103 (â ñðåäíåì 2 öèêëà
â äèàïàçîíå îò 1 äî 7). 2 ïàöèåíòà îòêàçàëèñü îò äàëüíåéøåãî ëå÷åíèÿ ïîñëå 1-ãî öèêëà òåðàïèè, 1 ïàöèåíò óìåð
â ðåçóëüòàòå ðàçâèòèÿ íåéòðîïåíè÷åñêîãî ñåïñèñà âî âðåìÿ ïåðâîãî öèêëà òåðàïèè. Îöåíêà ýôôåêòèâíîñòè òåðàïèè
áûëà ïðîâåäåíà ó 36 ïàöèåíòîâ. Îáùèé óðîâåíü îòâåòà ñîñòàâèë 53,8 è 90% â ãðóïïå áîëüíûõ, ïîëó÷àâøèõ è íå
ïîëó÷àâøèõ ïðåäâàðèòåëüíîå ëå÷åíèå, ñîîòâåòñòâåííî. Ñðåäíåå âðåìÿ íàáëþäåíèÿ ñîñòàâèëî 43 ìåñÿöà. Ïîëíîå
óäàëåíèå îïóõîëè õèðóðãè÷åñêèì ïóòåì áûëî ïðîèçâåäåíî ó 13 ïàöèåíòîâ. Ñðåäíÿÿ ïðîäîëæèòåëüíîñòü æèçíè
áåç ïðîãðåññèè îïóõîëè (PFS) ñîñòàâèëà 7 ìåñÿöåâ (95% CI: 3,8–10,2). Ñðåäíèå ïîêàçàòåëè PFSs ñîñòàâèëè 3 è
12 ìåñÿöåâ ó áîëüíûõ, íå ïîäâåðãàâøèõñÿ õèðóðãè÷åñêîìó âìåøàòåëüñòâó, è ó ïàöèåíòîâ ñ òîòàëüíîé ðåçåêöèåé
îïóõîëè ñîîòâåòñòâåííî (p = 0,002). Ñðåäíÿÿ ïðîäîëæèòåëüíîñòü æèçíè (OS) ñîñòàâèëà 10 ìåñÿöåâ (95% CI:
0.0-20) âî âñåé ãðóïïå ïàöèåíòîâ (8 ìåñÿöåâ ó áîëüíûõ, ó êîòîðûõ íå ïðîèçâîäèëîñü õèðóðãè÷åñêîå âìåøàòåëüñòâî,
è 26,5 ìåñÿöåâ ó ïàöèåíòîâ ñ òîòàëüíîé ðåçåêöèåé îïóõîëè (p = 0.0369). Äâîå áîëüíûõ, ïîäâåðãøèõñÿ
õèðóðãè÷åñêîìó ëå÷åíèþ, äî ñèõ ïîð æèâû è íå èìåþò ñèìïòîìîâ çàáîëåâàíèÿ. Îñíîâíûì ïðîÿâëåíèåì òîêñè÷íîñòè
ñëóæèëà ìèåëîñóïðåññèÿ. Âûâîäû: èçîôîñôàìèä â âûñîêèõ äîçàõ ïðåäñòàâëÿåòñÿ ýôôåêòèâíûì ñðåäñòâîì ëå÷åíèÿ
íåêîòîðûõ áîëüíûõ ñ ðàñïðîñòðàíåííûìè èëè ðåöèäèâèðóþùèìè ñàðêîìàìè. Ïîëíîå õèðóðãè÷åñêîå óäàëåíèå
îïóõîëè ñïîñîáñòâóåò óâåëè÷åíèþ ïðîäîëæèòåëüíîñòè âûæèâàíèÿ ïðè ëå÷åíèè èçîôîñôàìèäîì â âûñîêèõ äîçàõ.
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