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Venous symptoms

A Pain or aching

A Throbbing

A Tightness

A Heaviness

A Fatigue

A Feeling of swelling

A Cramps

A ltching

A Restless legs

A Paresthesia (tingling)
A Heat or burning sensation



Main categories of venoactive drugs

Flavonoids (gamma-| Micronised purihed
benzopyrones) flavonoid fraction

Diosmin

Quercetine glucuronide,
kaempferol glucoside

Proanthocyanidins

Anthocyans

Alpha-benzopyrones Coumarin

Saponins Horse chestnut seed
extract; escin
Ruscus extract

Other plant extracts Gingko extracts

Synthetic products | Calcium dobesilate

Benzarone

Naftazon
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REVIEW

Efficacy of micronized purified flavonoid fraction (Daflon®)
on 1mproving individual symptoms, signs
and quality of life in patients with chronic venous disease:
a systematic review and meta-analysis of randomized
double-blind placebo-controlled trials

Stavros K. KAKKOS ! * Andrew N. NICOLAIDES 2.3

/ trials- 1,692 patients




Reduction of pain

MPFF

Study or Subgroup  Mean SD Total Mean

Placebo

SD Total

Weight

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

End of treatment values

Frileux 1987 0.6 0.872
Planchon 1990 0.6 0.721 52
Subtotal (95% CI) 128
Heterogeneity: Chi* = 0.07, df =1 (P =0.79); = 0%
Test for overall effect: Z = 2.94 (P = 0.003)

76 0.9

0.9

Changes from baseline relative values

Rabe 2015 28 25 293
Subtotal (95% CI) 293

Heterogeneity: Not applicable
Test for overall effect: Z =2.36 (P = 0.02)

-2.3

Total (95% Cl) 421
Heterogeneity: Chi* = 1.43, df =2 (P = 0.49); I? = 0%
Test for overall effect: Z = 3.59 (P = 0.0003)

74

52
126

0.86
0.721

418

17.8%

12.2%
30.0%

100.0%

Test for subaroup differences: Chi?=1.36.df=1(P=0.24). 1?7=26.7%

MPFF

Study or Subgroup  Events Total

Placebo
Events Total Weight

-0.34 [-0.67, -0.02]

-0.41 [-0.80, -0.02]
-0.37 [-0.62, -0.12]

-0.20 [-0.36, -0.03]
-0.20 [-0.36, -0.03]

-0.25 [-0.38, -0.11]

i

=

Risk Ratio
M-H, Fixed, 95% CI

05 025 0 025 05
Favors MPFF Favors placebo

Risk Ratio
M-H, Fixed, 95% CI

27
63
46

Biland 1982 9
Frileux 1987 15
Planchon 1990 12

Total (95% CI) 136

Total events 36

Heterogeneity: Chi? = 1.87, df = 2 (P = 0.39);

Test for overall effect: Z = 3.86 (P = 0.0001)

12
32
24

29
61
45

135

68
1= 0%

16.9%
47.6%
35.5%

100.0%

0.81[0.41, 1.60]
0.45[0.27, 0.75]
0.49 [0.28, 0.85]

0.53 [0.38, 0.73]

i

15 2
Favors MPFF Favors placebo

l
05 07 1




Reduction of heaviness

Placebo

SD Total
74
52

MPFF

SD Total Mean
76 1.3 0.86
52 1.4 0.721

Mean

0.7 0.872
0.7 0.721

Study or Subg

Frileux 1987
Planchon 1990

roup

Total (95% CI) 128 126
Heterogeneity: Chi* = 1.08, df =1 (P = 0.30); I? = 5%

Test for overall effect: Z =6.11 (P < 0.00001)

Placebo
Events Total Weight
17 12.1%
72 51.9%
52 36.0%

MPFF
Events Total
17 9
74 38
51 27

Chassignolle 1987
Frileux 1987
Planchon 1990

141
74

142 100.0%

Total (95% CI)
Total events
Heterogeneity: Chi? = 0.02, df =2 (P = 0.99); I = 0%
Test for overall effect: Z = 5.41 (P < 0.00001)

26

Weig

60.4%
39.6%

100.0%

Std. Mean Difference
IV, Fixed, 95% CI

_._
—.—

.

-1 0.5 0 0.5 1
Favors MPFF Favors placebo

Std. Mean Difference
IV, Fixed, 95% CI
-0.69 [-1.02, -0.36]
-0.96 [-1.37, -0.56]

ht

-0.80 [-1.05, -0.54]

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI
0.33[0.11, 1.02]
0.36 [0.21, 0.60]
0.34 [0.18, 0.65]

0.35 [0.24, 0.51]

0.5 1 2 5 10

Favors MPFF Favors placebo

01 02



Reduction of feeling of swelling

MPFF Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Frileux 1987 0.5 0.872 76 1.3 0.86 74 601% -0.92 [-1.26, -0.58]
Planchon 1990 0.6 0.721 52 14 0.721 52 39.9% -1.10[-1.51,-0.69] — @ ——

Total (95% CI) 128 126 100.0%  -0.99 [-1.25, -0.73] e
Heterogeneity: Chiz = 0.45, df = 1 (P = 0.50); I = 0%

Test for overall effect: Z = 7.44 (P < 0.00001) A 05 0 0.5 1

Favors MPFF Favors placebo

MPFF Placebo Risk Ratio Risk Ratio
' p Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Biland 1982 12.3% 0.36 [0.11, 1.19]
Frileux 1987 50.3% 0.38 [0.23, 0.62]
Planchon 1990 52  37.4% 0.42 [0.24, 0.76]

Total (95% CI) 133 100.0% 0.39 [0.27, 0.56]
Total events 70

Heterogeneity: Chi* = 0.12, df = 2 (P = 0.94); I? = 0%

Test for overall effect: Z=5.08 (P < 0.00001)

0.2 0.5 1 2 5
Favors MPFF Favors placebo




Reduction of cramps

Placebo
SD Total Weight
T4 100.0%

MPFF
5D Total Mean
TE 0.7 0.88

Mean

Frileux 1987 0.3 0872

Total (95% Cl) 76 74 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.78 (P = 0.005)

MPFF Placebo
Study or Subgroup Events Total Events Total

Biland 1982 4
Planchon 1990 22

Weight
16.5%

35 83.5%

55 64 100.0%

Total (95% CI)

Total events 11
Heterogeneity: Chi? = 0.54, df = 1 (P = 0.46); I> = 0%
Test for overall effect: Z = 2.26 (P = 0.02)

26

Std. Mean Difference

M-H, Fixed, 95% CI

Std. Mean Difference

IV, Fixed, 95% CI IV, Fixed, 95% CI

-0.46 [-0.78, -0.14]

-0.46 [-0.78, -0.14] ——o——

05 025 ¥ 025 05
Favors MPFF Favors placebo

Risk Ratio
M-H, Fixed, 95% CI

+
——tl

Risk Ratio

0.81[0.20, 3.27)
0.45 [0.24, 0.86]

0.51 [0.29, 0.92]

0.5 1 2
Favors MPFF Favors placebo



Reduction of paresthesia

MPFF Placebo Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
Frileux 1987 0.4 0.872 76 0.5 0.86 74 100.0% -0.11 [-0.44, 0.21]

Total (95% CI) 76 74 100.0% -0.11 [-0.44, 0.21]

Heterogeneity: Not applicable
Test for overall effect: Z=0.70 (P = 0.48)

MPFF Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Planchon 1990 16 31 100.0% 0.45[0.22, 0.94]

Total (95% ClI) 31 100.0% 0.45[0.22, 0.94]

Total events 7
Heterogeneity: Not applicable
Test for overall effect: Z=2.12 (P = 0.03)

Std. Mean Difference
IV, Fixed, 95% CI

02 -01 0 01 02
Favors MPFF Favors placebo

Risk Ratio
M-H, Fixed, 95% CI

Favors MPFF Favors placebo




Reduction of burning sensation

MPFF Placebo Std. Mean Difference Std. Mean Difference
Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Frileux 1987 0.3 0872 76 0.7 0.86 74 100.0% -0.46 [-0.78, -0.14]

Total (95% CI) 76 74 100.0%  -0.46 [0.78, -0.14] e ——

Heterogeneity: Not applicable
Test for overall effect: Z=2.78 (P = 0.005) D‘SFav-cf:rlzszl?ﬂPFFo Favo?ézg a celgs;s

MPFF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chassignolle 1987 6 11 18.2% 0.37 [0.06, 2.30]
Planchon 1990 16 38 81.8% 0.74[0.41, 1.32]

Total (95% CI) 47 49 100.0% 0.67 [0.38, 1.17]
Total events 14 22

Heterogeneity: Chi*=0.51,df=1 (P =0.47); ?=0%

Test for overall effect: Z=1.41 (P = 0.16)

01 02 05 1 2 5 10
Favors MPFF Favors placebo




Tightness, Restless legs symptoms and fatigue:
categorical variables

MPFF Placebo Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

4 27 7 29 100.0% 0.61[0.20, 1.86]

Total (95% Cl) 27 29 100.0% 0.61 [0.20, 1.86] e

Total events 4
Heterogeneity: Not applicable 5
Test for overall effect: Z=0.86 (P = 0.39) '

05 1 2
Favors MPFF Favors placebo

MPFF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Biland 1982 3 27 9 29 100.0% 0.36 [0.11, 1.19]

Total (95% CI) 27 29 100.0%  0.36[0.11,1.19] e ——

Total events 3
Heterogeneity: Not applicable
Test for overall effect: Z =1.68 (P = 0.09)

01 02 05 1 2
Favors MPFF Favors placebo

MPFF Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Chassignolle 1987 2 16 7 15 100.0% 0.27 [0.07, 1.09]

Total (95% CI) 16 15 100.0%  0.27 [0.07, 1.09] oo

Total events 2
Heterogeneity: Not applicable
Test for overall effect: Z=1.84 (P = 0.07)

02 05 1
Favors MPFF Favors placebo

Borderline statistical significance likely the result of a small sample




Reduction of ankle circumference

MPFF Placebo Std. Mean Difference Std. Mean Difference
Mean SD Total Mean SD Total IV, Random, 95% CI IV, Random, 95% CI
End of treatment values
Planchon 1990 2291 305 48 2348 3.12 48 -0.18 [-0.58, 0.22)
Tsouderos 1989 2391 195 18 2481 1.32 18 -0.53 [-1.19, 0.14]
Subtotal (95% CI) 66 66 -0.28 [-0.62, 0.07]
Heterogeneity: Tau? = 0.00; Chi* = 0.76, df = 1 (P = 0.38), I’ = 0%
Test for overall effect: Z = 1.57 (P = 0.12)

Changes from baseline
Frileux 1987 -0.71 0.897 76 -0.12 043 74 -1.01 [-1.35, -0.67]
Subtotal (95% CI) 76 74 -1.01 [-1.35, -0.67]
Heterogeneity: Not applicable
Test for overall effect; Z = 5.82 (P < 0.00001)

Total (95% CI) 142 140 100.0% -0.59 [-1.15, -0.02]
Heterogeneity: Tau? = 0.20; Chi* = 9.64, df = 2 (P = 0.008), I = 79% 4 05 0 05 1

Test for overall effect: Z = 2.02 (P = 0.04) Favors MPFF Favors placebo
Test for subgroup differences: Chi* = 8.88, df = 1 (P = 0.003), I? = 88.7%




Reduction of leg redness

MPFF Placebo Std. Mean Difference Std. Mean Difference
Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Frileux 1987 04 0872 76 0.7 086 74 58.9% -0.34[-0.67,0.02) — @ ——

Planchon 1930 05 0721 52 07 0721 52 41.1% -0.28 [-0.66, 0.11]

Total (85% CI) 128 126 100.0%  -0.32[-0.56, -0.07] <

Heterogeneity: Chi# = 0.07, df = 1 (P = 0.79); I = 0%
: 05 -0.25 0 0.25 0.5
Test for overall effect: Z = 2.50 (P = 0.01) Favors MPFF Favors placebo

MPFF Placebo Risk Ratio
Events Total Events Total Weight M-H, Fixed, 95% CI

9 32 19 34 100.0% 0.50 [0.27, 0.94]

Total (95% Cl) 32 34 100.0%  0.50 [0.27, 0.94] -

Total events 9 19

Heterogeneity: Not applicable 05 0.7 1 15 2
Test for overall effect: Z = 2.14 (P = 0.03) Favors MPFF Favors placebo

B




Improvement of skin changes

MPFF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI

Frileux 1987 57.5% 0.16[0.04,059] — M
Planchon 1990 42.5% 0.21[0.06,0.77] —@———

Total (95% CI) 28 33 100.0% 0.18 [0.07, 0.46] ~ll—
Total events 4 26
Heterogeneity: Chi*=0.10,df =1 (P = 0.76); I? = 0%
Test for overall effect: Z = 3.62 (P = 0.0003)

0.05 0.2 1 5 20
Favors MPFF Favors placebo




© 2017 EDIZIONI MINERVA MEDICA International Angiology 2017 April:36(2)-93-106
Online version at hitp://www minervamedica it DOI: 10.23736/50392-9590.17.03815-9
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Efficacy of Ruscus extract, HMC and vitamin C,
constituents of Cyclo 3 fort®, on improving mdividual
venous symptoms and edema: a systematic review
and meta-analysis of randomized
double-blind placebo-controlled trials

Stavros K. KAKKOS 1*, Francois A. ALLAERT 2.3

10 trials- 719 patients




Reduction of

Ruscus Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
End of treatment values
Parrado 1999 0.04 0.19 30 0.35 0.56 30 60.9% -0.73 [-1.26, -0.21] ——
Subtotal (95% Cl) 30 30 60.9%  -0.73[-1.26,-0.21] e -~ L=
Heterogeneity: Not applicable
Test for overall effect: Z = 2.74 (P = 0.006)
Changes from baseline relative values
Questel 1983 -0.444 0.357 20 -0.1 0.394 20 39.1% -0.90 [-1.55, -0.24] e
Subtotal (95% ClI) 20 20 391% -0.90 [-1.55, -0.24] i
Heterogeneity: Not applicable
Test for overall effect: Z = 2,69 (P = 0.007)
Total (95% Cl) 50 50 100.0% -0.80 [-1.21, -0.39] et

Heterogeneity: Chi* = 0.15, df = 1 (P = 0.70); I = 0%
Test for overall effect: Z = 3.82 (P = 0.0001)
Test for subaroup differences: Chi? = 0.15, df =1 (P = 0.70), ? = 0%

4 05 0 05 1
Favours Ruscus Favours placebo

Ruscus Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Elbaz 1976 1 36 6 35 35.6% 0.16 [0.02, 1.28] o
Questel 1983 5 20 11 20 64.4% 0.45[0.19, 1.07] —l—
Total (95% CI) 56 55 100.0% 0.35[0.16, 0.78] -
Total events 6 17 . . . .

ity: iZ = = = 2=0¢ T T J J
_II-_Iete:(ogeneltyl.l C?rl 028_92:151‘6 :’(_P0 0(2;.35). 12=0% 002 01 ] 10 50
est for overall effect: Z=2.56 (P = 0.01) Favours Ruscus Favours placebo



Ruscus Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean 50 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
1.3.1 End of treatment values
Altencamper 1987 18 a 16 24 A 20 26.6% -1 A7 [-1.89,-0.46] - &
Farrado 194949 014 045 30 077 042 a0 42.0% -1.43 [-2.00,-0.86(] ——
Subtotal {95% CI) 46 50 68.7% -1.33 [-1.78, -0.88] ~—
Heterogeneity: Chif= 030, df=1 (FP=059), F=0%
Test for overall effect 2= 5.83 (F = 0.00001)
1.3.2 Changes from baseline relative values
Guestel 1983 -0.461 0.344 20 -01148 03358 20 31.3% -1.00 [-1.66, -0.34] — &
Subtotal (95% CI) 20 20 31.2% -1.00 [-1.66, -0.34] ——eni-—
Heterogeneity: Mot applicable
Testfor overall effect £= 296 (F=0.003)
Total (95% Cl) i3] 70 100.0% -1.23 [-1.60, -0.86] e
Heterogeneity: Chi®= 0.96, df= 2 (P = 0.62); F= 0% 52 51 3 15 %
Test far averall effect £=6.49 (F = 0.00001) Favours Ruscus Favours placebo
Test for subgroup differences: Chi®= 066 df=1(F =042 F=0%
Ruscus Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight WM-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Elbaz 1976 3 45 10 39 19.7% 0.26 [0.08, 0.88] =
Le Devehat 1984 2 149 a 16  16.0% 0.21 [0.045, 0.849] =
ciuestel 1983 v 20 14 20 27 6% 0.47 [0.24, 0.849] — &
Sentou 1985 2 20 149 19 36.7% 012 [0.04,0.349] L
Total (95% CI) 104 a4 100.0% 0.26 [0.16, 0.42] -‘-
Total events 14 a2
Heterogeneity: ChiF=4 86, df=3(F=018); F= 38% 005 0= : 1

Test for overall effect: £=5.38 (P = 0.00001)

Fawvours Ruscus Fawvours placebao




Reduction of feeling of swelling:

continuous variable

Ruscus Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean 50 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.7.1 End of treatment values
FParrado 1999 007 026 a0 0F¥3  04a3 an 34 6% -1.86 214, -0.88] ——
Subtotal {95% Cl) 30 30 34.6% -1.56 [-2.14, -0.98] <4

Heterogeneity: Mot applicahle
Test for overall effect: £=5.25(F = 0.00001)

1.7.2 End of treatment relative values

Braun 1884 0.3z 008 28 074 011 28 31.3% -4.30[-5.34,-3.26) —&—
Subtotal {95% Cl) 25 25 IM.3% 4.30 [-5.34, -3.26] -
Heterogeneity: Mot applicahle

Test for overall effect: £=8.11 (F = 0.00001)

1.7.3 Changes from baseline relative values

Questel 1983 -0.452 0.425 20 0062 0474 20 341% 111 [F1.78,-0.44] ——
Subtotal {95% Cl) 20 20 341% 141 [1.78, -0.44] 4
Heterogeneity: Mot applicahle

Test for overall effect: £=3.25 (F = 0.001)

Total (95% CI) 75 75 100.0% -2.27 [-3.83, -0.70] ~—

Heterogeneity: Tau®=1.74; Chif= 2692, df= 2 (F = 0.00001Y; F= 93% _.4 -'.?'_ ] ﬁ i
Test for overall effect: £=2.84 (F = 0.004) Favours Ruscus  Favours placebo
Test for subdgroup differences: Chi®= 26 .92, df= 2 (F < 0.00001%, F= 92 6%




Reduction of feeling of swelling:
categorical variable

Ruscus Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total i M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

0.14[0.02,1.08 ]

[ T |

T |

0.25 [0

P S

1
7 14
1

—u
[m7]
(]

1 [I:I B4, 1. I:I.'_]

Total (95% CI) A% 0.53 [0.40, 0.71]

Total events 3z L

Hete gity: Chif=1591, df=4 (F=10. |:||:|I'; [F=75% 00z 0.1 1 10
Test for overall effect: Z=4.24 (P = 0.0001) T FEI';'EIUF:':‘- Ruscus  Eavours plEl[:E;b[I




Reduction of fatigue

Ruscus placebao Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 35D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Farrado 1994 018 0.48 a0 076 0.91 30 100.0% 116 [-1.71, -0.61]

Total (95% CI) 30 30 100.0% -1.16 [-1.71, -0.61] e

Heterogeneity, Mot applicahle o 05 ] s ]

Testfor overall effect: =412 (F = 0.0001) Favours Ruscus Favours placebo




Reduction of cramps




Reduction of paresthesia

Ruscus placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Cluestel 1983 -0.8 0,461 20 -0.088 0474 20 100.0% -0.86 [-1.81,-0.21]

Total (95% CI) 20 20 100.0% 0.86 [-1.51, -0.21] e

Heterogeneity: Mot applicahle o R 0= i 0's ]

estfar averall effect Z= 2.60 (P = 0.009)
Testfor overall effect il (F ! Favours Ruscus Favours placebo

Ruscus Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total WEH_:IIIt M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guestel 1983 . 14 A7 B% 0.36 [0.16, 0.80] ——
3 18 19 /2.4% 019[0.07, 0585 ——————

Sentouy 1985

Total {95% CI) 40 0%  0.27 [0.14, 0.51] ~al-

Total events : 74
Heterogeneity: I_hr:I.: ' lF'_:_I-_'._.'t. = 0% 01 0.2 ns 1 2

Test far averall effect: 7= 3.97 (P = 0.0001) Favours Ruscus Favours placebo




Reduction of pruritus

A Pruritus severity was reduced with the use
of Ruscusompared with placebo when
assessed as a continuous variable
(0.050.0vs.0.380.57, respectivelyp<0.0]



Reduction of global symptoms :
continuous variable

Ruscus Placebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S50 Total Mean S50 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.17.1 End of treatment values
Altencamper 1987 3
Subtotal (95% 24
Heterogeneity: Mot applicable
all effect: A9 (P =0.00001)

1.17.2 End of treatment relative values

Braun 1985 0.27 0.065 25 A9 0.09¢ 2 AT7.9% 3.87 [-4.84,-2.90]

-3.87 [4.84, -2.90]

P = 0.000013

49 48 100.0% -3.12 [4.53, 1.71]
dT_I: TP=003F=81% o b b : 1
Favours Ruscus Favours placebo

df=1 (P =007 F=81.0%



Reduction of global symptoms

Study or Subgroup
Elh-r' '1 'fi.?"

Total (95% Cl)
Total events

categorical variable

Ruscus Placebo Risk Ratio Risk Ratio
Events Total Events Total Wemht M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

—_
—_

F3 LM B2

n.0a n.z2 1 al
Favours Ruscus Favours placebo




Non significant changes

Compared to placeho

Prurituswas nonsignificantly reduced with the use of
Ruscus when assessed aatinuous variable

Burning sensatiorwas nonsignificantly reduced with the
use of Ruscus when assessed asrdinuous variable

Crampswere nonsignificantly reduced with the use of
Ruscus when assessed asagegorical variabldRR 0.63)



Reduction of ankle circumference

Ruscus Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 End of treatment values
Parrado 19498 209 Al AF 243 BT AF A1.2% -0.487 [-0.95,-0.19] —i—
Subtotal (95% Cl) il A6 51.2% 0.57 [-0.95, -0.19] -

Heterogeneity: Mot applicatle
Testfor overall effect: £ =296 (F=0.003)

2.1.2 Changes from baseline

Braun 1985 -8 1.7 29 -BZ 18 29 Z0.6% -1.07 [-1.67,-0.45] -
Elbaz 1976 -7.3 104 12 -46 88 12 14.3% -0.28 [-1.0%, 0.50] "
Guestel 1983 -4 411 20 1 411 20 159% -1.19[-1.87 -0.51] "

Subtotal (95% CI) 58 58  48.8% -0.91 [-1.30, -0.52] -

Heterogeneity: Chif=3.94, df=2 (FP=017) F=43%
Testfor overall effect: £=4.61 (F = 0.00001)

Total (95% CI) 114 114 100.0% 0.74 [-1.01, -0.47] e
Heterageneity: Chi®= 5.06, df= 3 (P =017 F= 41% 51 —IIII 5 D DIE ,i
Testfor overall effect: £=5.34 (F = 0.00001) Favours F:‘.u.scus Faunﬁrs placebo
Testfor subgroup differences: Chif=152 di=1 (F=027

[*=34.3%




Reduction of foot/leg volume

Ruscus Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean S50 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.2.1 Post-treatment postural volume gain
Fieger 1438 459 36T 20 142056 B1.6 20 21.0% -0.89 [-1.545, -0.24] =
Subtotal (95% CI) 20 20 21.0% 0.89[-1.55, 0.24] ———
Heterogeneity: Mot applicable
Test far overall effect: £= 268 (F = 0.007)
2.2.2 Foot volume changes from baseline in varicose veins
Rudofsky 1990 -17.4 a4.8 38 1 801 43 453% -0.484 [-0.99, -0.10] ——
Subtotal (95% Cl) 38 43  45.3% -0.55 [-0.99, -0.10] —gl—
Heterogeneity: Mot applicable
Test for overall effect: =241 (F=0.02)
2.2.3 Foot volume changes from baseline in post-thrombotic syndrome
Rudofsky 1990 -37.45 13435 32 27ra 1144 28 33T7% -0.41 [-1.02, 0.01] =
Subtotal (95% CI) 32 28 33.7% 0.51 [-1.02, 0.01] —
Heterogeneity: Mot applicable
Test for overall effect: Z=1.93 (F = 0.04)
Total (95% CI) ag 91 100.0% -0.61 [-0.91, -0.31] -
Heterogeneity, Chif= 094, df= 2 (P = 0.63); F= 0% ' I

Test for overall effect: £= 397 (F = 0.0001)
Testfor subgroup differences: Chi*=0.94 df=2 (P=063) F= 0%

1 08 0 05 1
Favours Ruscus Favours placebo




Hydroxyethylrutosides
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Journal of Clinical Pharmacy and Therapeutics, 2015, 40, 177-185 doi: 10.1111/jcpt.12247
Review Article

A systematic review of the efficacy and tolerability of hydroxyethylrutosides for
improvement of the signs and symptoms of chronic venous insufficiency
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Department of Pharmacy, Faculty of Medicine, University of Malaya, Kuala Lumpur, Malaysia

15 trials- 1,643 patient







