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TRA compounds with series of drugs that are the basis
ABS T of many protocols of treatment in malignant

26 patients of advanced breast cancer from 9 Egyptian : - : :
oncology centers received Viscum Fraxini 2 (V.F.2). gllgiiies' A mew comer in this field is Viscum

All patients had exhausted al] other lines of treatment ; o o .
(surgical, radiotherapy, chemotherapy, and hormonal Vl?‘:um album is a semiparasitic plant growing
therapy). And were complaining of various degrees of ~ On different hOSt_ trees. It is the best known genus
severity of symptoms. Those patients had a life expectancy of mistletoe family growing in Europe [1]. In 1920,
not less than 6 months. Steiner recommended the mistletoe as a remedy

: N i . Viscum Fraxini is an aqueous

V.E 2 was given through subcutancous injection of ~ 283iNSt cancer [51] q
30,000 ngm around or/and intralesional in the ;ite of the extract of mistletoe (Viscum alb_um L. growing on
primary or recurrent breast lesions, the ash tree) prepared with a highly sophisticated

The clinical and laboratory examinations were conducted tCChIEOIOgy usgn g 2 mat.chusle (It/?englg:' V:zlccl);s ﬂg f
once weekly. During the treatment trial no pain controlling ERLUARE, HiSmBLEne SYS e iy ¢

chloroplasts, endoplasmic reticulum, golgi

or sleeping drugs were used. The end point of assessment .
was 16 weeks, however 18 cases continued treatment by apparatus, etc) in the extract [11,29].

Viscum for different periods (18-136 weeks). The total .
response rate (TRR) at the end of 16 weeks of treatment harmacolooi .
was 16/26 (61.5%) while TRR of cases that continued the  © /7 ac0logical spects:
treatment more than 16 .weeks up to 136 weeks showed an Composition:

average of 14/18 (77.8%): No TRR difference was noted . . :
between pre-and post-menopausal cases. 3 Lectms_ are glycpprotems, aqueous mistletoe
extract contains 3 lectins (ML-1, ML-2 and ML-
Key words : Viscum Fraxini — Advanced breast cancer — 3)_ Lectins inhjbit the protein Synthesis because Of
Palliation. their RNA-N-glycosidase activity [9].
INTR : - Polysaccharides oligosaccharides are es-
ODUCTION sentially derivatives of D-galactouronanes. Mis-

All forms of life on our planet have been in tletoe polysaccharides activate NK cells [21,26,
equilibrium between natural resources and en- 33,34,35,59].

vironment,
- Viscotoxins are small basic protein with a
The ancient Egyptian, the Arab’s of the medieval molecular weight of 5KD [37-39,45-47]. Scheller et
ages have contributed a lot of in-formation about al. (1995) showed five different viscotoxins
the use of natural products and their role in [37,38,39.40,45,46,47] which induce cytotoxicity by
maintaining health of man and animal, membranolysis.

- Vesicles are liposome-like bodies with a

In recent times, Winka alkaloids and many other . .
diameter of about 150 mm formed by genuine

plants provided the therapeutic list of anticancer

221
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membrane systems [41]. They enhance T-cell
proliferation especially helpr cells [2). and their
activation.

Mode of action:

Immunomodulatory Effects: Mistletoe ex-
tract is immunemodulating in vitro and in vivo.
It was demonstrated that lectins and mistletoe
extract induced the release of cytokines like IL-
1, IL-6, TNF-c, INF-y and IL2 [23,6,15-20,
32,34]. Oligo- and polysaccharides activate the
NK in vitro [21,24,33,35,59]. B-cells lymphocytes
of cancer patients treated with mistletoe extract
produce antibodies against mistletoe lectins,
neutralizing lectininduced cytotoxicity (52,
57).Viscum Fraxini stimulates in vitro the pro-
liferation of lymphocytes from mistletoe-treated
cancer patients [4,10,48,49,50,58]. The whole ex-
tract and the vesicles induce an oligoclonal T-
helper cell prolifiration [12,59]). Synergistic ef-
fects were measured with lectins and vesicles in
relation to T-helper cell proliferation [10,44).

Viscum Fraxini inhibits cultured leukemic
T-ALL cells and B-CLL cells with no induction
of low affinity interleukin 2 receptor or trans-
ferrin receptor expression [6]. This indicates
that mistletoe lectin induces superoxide release
from human neutrophils [53]. Decreased super-
oxide production was found in most cancer pa-
tients and superoxide is important in host de-
fense [54).

B-endorphins release: Breast cancer patients
teated with mistletoe extract for 21 weeks
showed increase in B-endorphin realease [22].
The increased levels of plasma B-endorphin af-
ter mistletoe administration are correlated with
decreased pain and improved quality of life.
. The immunological and direct tumor cytotoxic
data were also verified in humans [27,28,30,43,
56, . ‘

- Cytotoxic Effects: Mistletoe extract stops
(dose dependent) the growth of tumor cells
[6,13,14,23,30,31,36,42,55]. This growth inhibition
“is caused by the induction of apoptosis due to
lectins [5,7,25] and necrosis by viscotocxins. A
direct cytotoxic effect was also shown in vivo
[8,43,56].

“Aimof the study:
The main objectives of this open labeled

clinical multicenter trial on V.Fa®is to con-
tinue the clinical evalutation of viscum on:

1- The clinical effects on the primary cancer
breast lesions, recurent or metastatic lesions,

2- The clinical response at 16 weeks end- point
as well as to report on some cases who re-

Multicenter Open Labeled Clinical Study

ceived the drug for more than 16 weeks up
to 136 weeks.

PATIENTS AND METHOD:

26 breast cancer patients, 11 patients were
premenopausal and 15 patients were post-
menopausal as well as 11 patients of this group
presented with hepatic, pulmonary, osseous,
lymph nodes and skin metastasis (Table 1).

Table (1): The response of primary breast lesions or re-
sidual disease in 26 breast cancer patient treat-

ed with VISCUM Fraxini® 2 for 16 weeks.

Tumor Response

— *Tu, size
Pat, S. Total
No. Response Statio- Progre- change
—— nary ssion ratio%
C.R. P.R. '
| + 67
2 -+ 89
3 + 67
4 + 89
5 + 98
6 * 87
7 + 96
8 + 73
9 + 56
10 + 44
11 + 40
12 + 17
13 + © 34
14 % Prog.
15 + 17
16 ) + 44
17 + . 13,
18 + - 100
19 + : 94.5
20 + Stationary
21 + 53
22 - 82
23 * Stationary
24 + 100 :
" 25 + 97.5
26 + 44
T.No. 2 14 9 1
16/26=61.53%
TRR :61.53% = 16/26 Patients (2 CR, 14 PR)

STATIONARY :34.70% = 9/26 Patients
PROGRESSION :3.77% = 1/26 Patient ) )
* Tumor Size change: tumor size before treatment with Viscum

and at wk 16 treatment.

Criteria of eligibility:

1- Patients should have more than 70% Kar-
nofisky Peroformonce scale.

2- Expected life span is not less than 6 months.

3- Patients who exhausted all othe lines of or-
thodox treatment (surgery, radiotherapy,
chemotherapy, and hormonal therapy).

4- Any age group.
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5- All patients had pathological verification of
their disease as well as a complete clinical
work-up . including clinical examination,
staging, X-Ray chest, blood, biochemical
profiles and frequent weekly clinical assess-
ments

Dose and method of administration:

Three ml. (30.000 ngm) of V.F. 2® were in-
jected subcutaneously around the site of the pri-
mary breast tumor, intratumorally or both, once
a week.

No sedatives, narcotics, NSAIDs, acet-
ylsalicylic acid preparations or antibiotics were
given during the trial period. Paracetamol was
given only in low dose if the patients could not
bear the associated pyrexia (38-39°C) for 24-48
hrs. Local cold foments were also prescribed to
control local cutaneous reaction.

The assessment end point was |6th week.
Eighteen patients continued treatment to longer

periods from 18 to 136 weeks.

RESULTS AND DISCUSSION

26 patients, who were assessed at the |6th
week treatment, |1 were premenopausal and 15
were postmenopausal. The premenopausal pa-
tients showed regession at different degrees of
the tumor size from 17-90 % However, none
showed complete regression (C.R.), 6 patients
showed partial regression (P.R.), 4 patients
were  stationary and .1 patient showed pro-
gression (Table 2).

The postmenopausal patients showed re-
gression at different degrees of the tumor size
from 17-100%. However 2 patiens showed
C.R., 8 patients showed P.R., 5 patients were
stationary and none showed progression (Table
3).

Comparing the clinical response (TRR) of
Viscum on premenopausal (6/1 1= 54.5%) and
postmenopausal (10/15- 66.67%) patients, one
has to admit that these results showed no ap-
preciable difference between the response rates
of the two groups.

[t is possible to deduce that the biological
behavior of the tumor being pre- or post-
menopausal does not affect the efficacy of the
immunomodulatory function of Viscum.

All patients were assessed at the 16th week
of treatment with TRR 16/26 (51.53%), (Table
1), however |8 patients continued treatment for
longer periods and were assessed at intervals
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ranging between 18 to 136 weeks showed TRR
14/18 (77.78%), (Table 4). The results of ob-
servation of this group of patients were: 2 pa-
tients showed C.R in the primary tumor, 12 pa-
tients showed P.R, 4 patients stationary and
none showed progression.

In spite of the different observation inter-
vals, all the 18 patients showed regression of
the disease. It seems most probably that the im-
munomodulatory and cytotoxic effects of Vis-
cum need a longer treatment period than 16
weeks. Furthermore , this observation indicates
the lmmunomodulatory and cytotoxic effects of
Viscum, which would suggest its adjuvant role
if added to other classical methods of treatment.

Out of this particular group, who continued
treatment after 16 weeks, 11 patients were suf-
fering from metastasis in different organs. (Ta-
ble 5). Lung metastasis 3 patients: 1 patient
showed complete resolution and the other 2 pa-
tients, lung deposits decreased in size, all 3 pa-
tients were premenopausal.

' Bone metastasis did not resolve, in the con-
trary other lessons appeared under Viscum
treatment in 3 premenopausal patients. How-
ever, bone metastasis disappeared in one post-
menopausal patient.

Hepatic metastasis was found in 2 patients
who were postmenopausal and completely dis-
appeared under treatment. Lymph nodes me-
tastasis were found in 5 patients who were post-
menopausal and completely disappeared. One
postmenopausal patient had had brain .me-
tastasis after 66 weeks of szcum mjecnon

In spite of this small number of patients in
the series, this observation may lead to the as-
sumption that the efficacy of Viscum can-
cericidal effect is more efficient in soft tissue
metastasis than bone metastasis, and this ef-
ficacy is more apparent in postmenopausal than
in premenopausal patients.

It is noteworthy that patients No. 4, who was
over 70 years and had T4NaMg ulcerative aden-
ocarcinoma was inoperable before Viscum
treatment, rendered after 16 weeks of treatment
by Viscum T;NaMp (ulcer heald completely,
Fig. 1), however still inoperable, after 28 weeks
of Viscum treatment became T7NgMg and oper-
ated upon successfully (Fig. 2). This patient is
still living after 136 weeks on mintenance dose
I ml. (10.000 ngm) Viscum sc. weekly.

Quality of life (QOL) has followed the same
patteren observed in 9 previous study (improve-
ment 10 - 30% of performance status, pain, ap-
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petite, and sleep), of 30 cases of different ad-
vanced malignancy, done on 30/4/1998.

N.B.: No toxic side effects had been reported
in the treated patients,

_ Table (2): The response of primary breast lesions or re-
sidual disease in 11 premenopausal breast cancer pa-

tients treated with VISCUM Fraxini® 2 for 16 weeks.

Tumor Response

*Tu. Size
Pat,S.  Total . : change
, Res onse Stati- Progre- 5 £
No, SEipenss onary ssion Ratio®
C.R. P.R.
1 + © 67
2 + 89
6 + 87
7 + 96
8 + 73
13 + 34
14 + Prog
15 ‘ + 17
20 + ~Stationary
21 + : 53
26 + 44
T.No. O -6 4 l
6/11=54.5%
TRR : 54.5% = 6/1 | Patients (no CR, 6 PR) ,
STATIONARY :36.5% = 4/11 Patients

PROGRESSION :9.0% = 1/11 Patient
* Tumor Size change: Tumor size before treatment with Viscum
‘and at wk 16 treatment,

Multicenter Open Labeled Clinical Study

Table (3): The response of primary breast lesions or re-
sidual disease in 15 postmenopausal breast cancer pa-

tients treated with VISCUM Fraxini® 2 for 16 weeks.

Tumor Response

*Tu, Size
Pat. S. Total
esponse  Stati- Progre- change
No. _Resp onary  ssion Ratio%
C.R. P.R.
y . 67
g ¥ 89
] * 98
: 4 56
i + 44
3 * 40
s ¥ 17
5 + 44
e * 73
+ SR ' 100
H i 94.5
> + 82
22 ' + Stationary
28+ 100
£ ¥ 97.5
TNo. 28 5 :

10/15=66.5%

TRR :66.6% = 10/15 Patients (2 CR, 8 PR)

STATIONARY :33.33% = 5/15 Patients

NO PROGRESSION

* Tumor Size change: Tumor size before treatiment with Viscum
and wk 16 reatment.

Table (4): The response of primary breast lesions or iesidual_discasc in 18 postrhcnopausal breast cancer patients
treated with VISCUM Fraxini® 2 for more than 16 weeks (18 - 136 wks).

Tumor response * o
Pal'S.  Grou Treat. interv. P : T}:" Size
No. P in weeks O FRpUS Stationary  Progression 0 ?gcgyc
. C.R. P.R ' ratiove

l Pre 23 + 67

2 Pre 23 + 56

3 Post © 132 + 98.8

4 Post 132 + 96

5 Post 136 + 99.4

6 Pre 64 + 94.5

7 Pre 38 + 98

8 Pre 18 + .73

9 Post 24 + : 72
~10 Post 20 + i - 44

11 Post 27 + 40

18 Post 62 + 100

21 Pre 22 + 53

22 Post 25 + 81

23 Post 29 + Stationary
24 ~ Post 48 + 100

25 Post 32 + 98.75
26 Pre 134 + ) 44

T. No. 18 2 12 4 0

14/1.8=77.78%

TRR :77.78% = 14/18 Patients (2 CR, 8 PR)

NO PROGRESSION

*Tumor Size change: Tumor size before treatment with Viscum and for than 16 wks trecatment.
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“Table (50 The response of metastatic lesions in 11 breast cancer catients treated with VISCUM Fraxini® 2 for more than 16

wks (18- 136 wks).

), Y e 1
“Nlob Group Age Tritndt;,ézf;v' Metastatic site Results in metastasis
I Pre-menop. 32 23 Lung Disappeared
2 Pre-menop. 45 23 - Bone met. appeared
3 Post-menop. 60 132 L.N. masses Disappeared
4 Post-menpo 70 132 L.N. masses Disappeared
N Pre -menop. 60 136 L.N. masses Disappeared ,
7 Pre-menup. 3 Kh Lung Decreased in size butl bone mel. appeared
1 Post-menop. 48 27 Bonc, Hep. Disappeared
1Y Post menop. 54 62 _Hepatic Decreased, but brain met appeared
2] Pre-menop. 43 22 Lung Lung decreased & Bone met. appeared
24 Post-menop. 55 43 L.N. muss Disappeared
25 Post-menop. 70 338 L.N. masses Disappeared

Fig. (1): 70 ycars old female palicni with inoperable car-
cinoma of lelt breast.

Conclusion:

The clinical and laboratory results presented
suggest that VISCUM may have a tumoricidal
elfect on the breust cancer patients with total re-
sponse rate ol 6/11 = 54.5% in postmenopuusal
patients. Such a difference in the total response
of the low age groups indicates that hormone
dependence had modest effect on Viscum ac-
ton.

The total response rate of both groups at 16

Fig. (2):

Same patient after treatment by viscum for 28
weeks rendered operable.

weeks end point was 16/26 = 61.53% dnd in pa-
tients who continued the trial for more than 16

weeks

7718

14/18
the

(18-136 weeks), TRR was

This  indicates - that im-

munomodulatory and cytotoxic effects of VIS-
CUM is increased when the treatment period is
longer than 16 weeks.

Accordingly VISCUM therapy has still to be

examined for the possibility of its use as an ad-
juvant therapy to the classical therapeutic proto-
cols.
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