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Fig 1 - PRISMA flow diagram.
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(a) patient-reported cure or improvement;

(a) Anticholinergic Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.5 Propiverine vs Placebo
Stohrer 1999 38 60 12 53 100.0% 2.80[1.64,4.77] t
Subtotal (95% CI) 60 53 100.0% 2.80[1.64, 4.77]

Total events 38 12

Heterogeneity: Not applicable
Test for overall effect: Z=3.78 (P = 0.0002)

Total (95% Cl) 60 53 100.0% 2.80 [1.64, 4.77) <

Total events 38 12
Heterogeneity: Not applicable

Test for overall effect: Z = 3.78 (P = 0.0002)

Test for subgroup differences: Not applicable

l 1 1 ]
I I

I I
005 02 1 5 20
Favours placebo Favours anticholinergic




(d) maximum cystometric capacity

(d)

Anticholinergic Placebo

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.3 Tolterodine 4mg vs placebo

Abrams 1996 61 121 16 i 56 15 27.5% 54.00 [-11.50, 119.50] T
Van Kerrebroeck 1998 62 160 79 43 92 16 36.0% 19.00 [-38.24, 76.24] —Ti—
Subtotal (95% Cl) 95 31 635% 34.16[-8.94,77.26) il
Heterogeneity: Tau? = 0.00; Chi? = 0.62, df =1 (P = 0.43); I? = 0%

Test for overall effect: Z = 1.55 (P = 0.12)

1.4.5 Propiverine versus placebo

Stohrer 1999 366 143 60 289 163 53 36.5% 77.00[20.12, 133.88] —i—
Subtotal (95% Cl) 60 53 36.5% 77.00[20.12, 133.88] ‘
Heterogeneity: Not applicable

Test for overall effect: Z = 2.65 (P = 0.008)

Total (95% Cl) 155 84 100.0% 49.79 [15.38, 84.20] <
Heterogeneity: Tau? = 2.97; Chi? = 2.01, df = 2 (P = 0.37); I = 0% _’200 _1%0 . 1(5]0 20[:)

Test for overall effect: Z = 2.84 (P = 0.005)

Test for subgroup differences: Chi*= 1.38, df =1 (P = 0.24), F = 27.8%

Favours placebo Favours anticholinergic



(e) volume at first contraction

(E) Anticholinergic Placebo Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.5.3 Tolterodine 4mg vs placebo

Abrams 1996 50 122 16 14 42 15 221% 36.00 [-27.45, 99.45]
Van Kerrebroeck 1998 67 100 17 40 83 16 22.8% 27.00 [-35.56, 89.56]
Subtotal (95% Cl) 33 31  44.9% 31.44[-13.11, 75.98]

Heterogeneity: Tau? = 0.00; Chi?= 0.04, df = 1 (P = 0.84); 1> = 0%
Test for overall effect: Z=1.38 (P = 0.17)

1.5.5 Propiverine vs placebo

Stohrer 1999 224 1M1 60 159 107 53 55.1% 65.00[24.77, 105.23]
Subtotal (95% CI) 60 53 55.1% 65.00 [24.77, 105.23]

Heterogeneity: Not applicable
Test for overall effect: Z=3.17 (P = 0.002)

Total (95% ClI) 93 84 100.0% 49.92[20.06, 79.78]
Heterogeneity: Tau? = 0.00; Chi?= 1.24, df = 2 (P = 0.54); 1> = 0%

Test for overall effect: Z = 3.28 (P = 0.001)

Test for subgroup differences: Chi* = 1.20,df =1 (P =0.27), P = 16.7%

__.—
__'_

o>

—&-
<>

<

| | | |

-200 -100 0 100 200
Favours placebo Favours anticholinergic



(f) maximum detrusor pressure
(f)

Anticholinergic Placebo Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 Propiverine versus placebo
Stohrer 1999 53.6 32.2 60 919 46.2 53 100.0% -38.30 [-53.17,-23.43] !
Subtotal (95% CI) 60 53 100.0% -38.30[-53.17, -23.43]

Heterogeneity: Not applicable
Test for overall effect: Z = 5.05 (P < 0.00001)

Total (95% Cl) 60 53 100.0% -38.30 [-53.17, -23.43] O

Heterogeneity: Not applicable ' ' | |
Test for overall effect: Z = 5.05 (P < 0.00001)

-100 -50 0 50 100
Favours anticholinergic Favours Placebo
Test for subgroup differences: Not applicable



(g) compliance

(g) Anticholinergic Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
1.8.3 Tolterodine 4 mg vs placebo
Van Kerrebroeck 1998 29 37 17 8 24 16 29.6% 21.00[-0.16, 42.16] — &
Subtotal (95% ClI) 17 16 29.6% 21.00 [-0.16, 42.16] ’

Heterogeneity: Not applicable
Test for overall effect: Z=1.95 (P = 0.05)

1.8.5 Propiverine versus placebo

Stohrer 1999 21.8 158 60 172 11.9 53 704% 4.60 [-0.52, 9.72] E
Subtotal (95% CI) 60 53 70.4% 4.60 [-0.52, 9.72]

Heterogeneity: Not applicable
Test for overall effect: Z=1.76 (P = 0.08)

Total (95% CI) 77 69 100.0%  9.46 [-5.22, 24.13] fa
Heterogeneity: Tau? = 72.80; Chi2 = 2.18, df = 1 (P = 0.14); I2 = 54% ) ' ' )

I 1 I I
- ) 100 -50 0 50 100
TestTor overall effoct: Z=11.26 (P =0.21) Favours placebo Favours anticholinergic
Test for subgroup differences: Chi?=2.18,df=1 (P =0.14), F=54.1%




(i)

Anticholinergic Placebo Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.11.1 Dry mouth
Abrams 1996 5 16 1 10 17.1% 3.13 (042, 23.01) —1T—
Stohrer 1999 22 60 4 53 e84% 4.86 [1.79, 13.20) -
Van Kemebroeck 1998 3 18 1 19 14.5% 3.17 [0.36, 27.72) B
Subtotal (95% C1) 94 82 100.0% 4.23 [1.85, 9.67] <>
Total events 30 6
Heterogeneity: Tau® = 0.00; Ch? = 0.23, &f = 2 (P = 0.89); F = 0%
Test for overall effect: Z = 3.42 (P = 0.0008)
1.11.2 Constipation
Stohrer 1991 1 20 2 32 24.5% 0.55 [0.05, 5.77) ——
Stohrer 1999 3 60 6 53 755% 0.44 [0.12, 1.68) 1—'
Subtotal (95% C1) 89 85 100.0% 0.47 [0.15, 1.49)
Total events 4 8

Heterogeneity: Tau® = 000: Ch# = 0.03, af = 1(P=087). P = 0%
Test for overall effect: Z = 1.29 (P = 0.20)

1.11.3 Nausea

Stohrer 1991 o 29 1 32 8.5%
Stohrer 1999 5 60 ] 53 79.8%
Van Kerrebroeck 1998 1 17 1 16 11.7%
Subtotal (95% CI) 106 101 100.0%
Total events 6 11

Heterogeneity. Tau® = 0.00; Ch# = 0.25,af =2(P =088), F = 0%
Test for overall effect: Z= 1.41 (P = 0.16)

1.11.4 Visual disturbance

Stohrer 1999 28 60 2 53 57.6%
Van Kerrebroeck 1998 o 17 1 16 42.4%
Subtotal (95% CI) 77 69 100.0%
Total events 28 3

Heterogeneity: Tau® =523, Ch@# =443, = 1(P=004} F=77T%
Test for overall effect: Z = 0.53 (P = 0.60)
1.11.5 Fatigue

Stohrer 1991 o 29 1 32 2.8%
Stohrer 1999 13 60 4 53 77.2%
Subtotal (95% Q1) 89 85 100.0%
Total events 13 5

Heterogeneity: Tau® = 068; Ch? = 1,47, af = 1(P=023); F = 32%
Test for overall effect: Z = 0.68 (P = 0.50)

1.11.6 Headache/vertigo
Stohrer 1999

Subtotal (95% C1)

Total events

Heterogeneity: Not applicable
Test for overall effect: Z= 1.24 (P = 0.22)

20 12 100.0%

60 53
60 53 100.0%

20 12

1.11.7 increas ed heart rate
Stohrer 1999

Subtotal (95% Q1)

Total events

Heterogeneity.: Not applicable
Test for overall effect: Z=0.23 (P = 0.82)

100.0%
100.0%

10 60
60

88

10

Test for subgroup differences: Ch? = 15.28, df =6 (P = 0.02), 1= 60.7%

0.37 [0.02, 8.66) —_—
049 [0.18, 1.37) i
0.94 [0.086, 13.82) —
0.52 [0.21, 1.30] -
12.37 [3.09, 49.46) —i—
031 [0.01, 7.21) —_—

2.61 [0.07, 91.76)

0.37 [0.02, 8.66)
287 [1.00, 8.27)
1.79 (033, 9.79]

1.47 [0.80, 2.72)
1.47 [0.80, 2.72]

1.10 [0.47, 2.59]
1.10 [0A47, 2.59]

1 L
0.001 0.1 1 10
Favours anticholinergic Favours placebo



(j)withdrawals because of adverse events

(]) Anticholinergic Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.11.1 Propiverine versus placebo
Stohrer 1999 5 60 1 53 100.0% 4.42 [0.53, 36.61] i
Subtotal (95% CI) 60 53 100.0% 4.42 [0.53, 36.61]

Total events 5 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.38 (P =0.17)

Total events 5 1
Heterogeneity: Not applicable

Test for overall effect: Z= 1.38 (P =0.17)

Test for subgroup differences: Not applicable

Total (95% ClI) 60 53 100.0% 4.42 [0.53, 36.61] ’
1

[l ] |

I T L] 1
0.001 0.1 1 10 1000
Favours anticholinergic Favours placebo

Cl = confidence interval; M-H = Manter-Haenszel; SD = Standard deviation; IV = inverse- variance
method
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‘,:;A\l';;Tf’L'uOUGKOLprLKéL vs. placebo

H Be)\uwon/ loon ITEOLV otattcnkwq ONUOVTLKA
Ka)\urepn oTtnv avuuouckapwu«] opado o€ oxEON UE
tn placebo petd 6gutepn efodopada Oepareiag
AvaSsiyTnKe CTATLOTKWE oNMOVTIKA BeAtiwon otnv
Kucteoue:,tpLKr'] YWPNTIKOTNTO KUOTEWCE, UPNAOTEPOC
OyKoG TIM]pwonG KUOTEWG oTNV 1n cuomaon Tou
efwoTAPa KU KoL XOLUNAOTEPN HEYLOTN E§WOTNPLOK
TLECN OTNV QVTLLOUCGKAPLVLKN opada

Maovo n &npootouta NTav OTATLOTIKWG

on uavuKorepn cm]v QVTILOUOKOPLVLKN opada
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‘CAV'_T‘,_L}J.OUGKOLpLVLKd HETOEV TOUG

Teoosplq UEAETEC (358 aoBeveic) cuykplvav tTa
6La6£otua avuuouokapwtka LLE TNV QUECA
ane)\euﬁepwuevr} (l R. ) oéuBouTtwvivn

O uecoq 0pOC n)\LKLaq (34,5-35,8 xpovwv)
ATav oUyKPLoWWog,

O Lédoc Xpovog napakoAouBnong nrav 4
epdopadeg - -



(d) maximum cystometric capacity
(d)

Other drug Oxybutynin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gajewski 1986 198.3 129 6 2825 1179 12 12.8% -84.20[-207.10, 38.70] "
Madersbacher 1995 312 139 52 351 154 43 44.0% -39.00 [-98.55, 20.55] —i
Stohrer 2007 309 166 46 298 125 45 432%  11.00[-49.29, 71.29] —
Total (95% CI) 104 100 100.0% -23.22[-69.00, 22.57] q
Heterogeneity: Tau? = 317.33; Chi? = 2.45, df = 2 (P = 0.29); I = 18% 5 ‘ ) ’ )
-200 -100 0 100 200

Test for overall effect: Z = 0.99 (P = 0.32) Favours oxybutynin Favours other drug

(e) maximum detrusor pressure

(e) Other drug Oxybutynin Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Gajewski 1986 441 33 6 36.7 24 12 10.5% 7.40[-22.29, 37.09] -
Madersbacher 1995 53 29 52 4 26 43 47.6% 9.00 [-2.07, 20.07] T
Stohrer 2007 38 31 46 43 29 45 419%  -5.00[-17.33,7.33] —
Total (95% CI) 104 100 100.0%  2.97 [-7.17,13.11] ?
1 1 1 1

Heterogeneity: Tau? = 24.35; Chi* = 2.83, df = 2 (P = 0.24); I? = 29% ) !
Test f Il effect: Z = 0.57 (P = 0.57 0 e 02 50
est for overall effect: 2= 0.57 (P = 0.57) Favours other drug Favours oxybutynin



(g) Otherdrug  Oxybutynin Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.9.1 Dry mouth

Fader 2007 1 57 39 57 208% 0.28 [0.16, 0.49) -
Madersbacher 1995 26 52 2 43 34.0% 0.98 [0.66, 1.46]

Stohrer 2007 33 70 41 61 362% 0.70 [0.52, 0.95]

Subtotal (95% CI) 179 161 100.0% 0.60 [0.32, 1.10)

Totalevents 70 102

Heterogeneity: Tau® = 0.25; Ch® = 13.46, df = 2 (P = 0.001); F = 85%
Test for overalleffect: Z = 1.64 (P = 0.10)

292 Constipation

Stwohrer 2007 12 54 9 52 100.0% 1.28 [0.59, 2.79] !’
Subtotal (95% CI) 54 52 100.0% 1.28 [0.59, 2.79]

Totalevents 12 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

293 Nausea

Stohrer 2007 4 54 2 52 100.0% 1.93 [0.37, 10.07]
Subtotal (95% CI) 54 52 100.0% 1.93 [0.37,10.07]
Totalevents 4 2

Heterogeneity: Not applicable
Test for overalleffect: Z = 0.78 (P = 0.44)

2.9 A Visual disturbance

Stoohrer 2007 14 54 6 52 100.0% 2.25[0.93, 5.40] !
Subtotal (95% CI) 54 52 100.0% 2.25 [0.93, 5.40])
Totalevents 14 6

Heterogeneity: Not applicable
Test for overalleffect: Z = 1.81 (P = 0.07)

295 Fatigue

Swohrer 2007 1 54 9 52 100.0% 1.18 [0.53, 2.60) !
Subtotal (95% CI) 54 52 100.0% 1.18 [0.53, 2.60)

Totalevents 1 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)
2.9 .6 HeadacheNertigo

Stwohrer 2007 8 54 8 52 100.0% 0.96 [0.39, 2.38] 1
Subtotal (95% CI) 54 52 100.0% 0.96 [0.39, 2.38)
Totalevents 8 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.93)

29.7 Chest pain
Fader 2007 (4] 57 1 57 100.0% 0.33 [0.01,8.01] —
Subtotal (95% CI) 57 57 100.0% 0.33 [0.01, 8.01)

Totalevents 1] 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

t + t t
\ 0.002 0.1 1 10 500
ay Test for subgroup differences: ChP = 7.51, df= 6 (P=028),1"=20.1% Favours other drug  Favours oxybutynin




(h) Withdrawals because of adverse events.

(h) Other drug Oxybutynin Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Fader 2007 0 57 0 57 Not estimable

Gajewski 1986 4 15 4 19 29.9% 1.36 [0.28, 6.68] —

Madersbacher 1995 3 52 7 43 32.9% 0.31[0.08, 1.30] — &

Stohrer 2007 1 70 4 61 372% 2.66 [0.80, 8.83] T

Total (95% Cl) 194 180 100.0% 1.08 [0.30, 3.91] <

Total events 18 15

Heterogeneity: Tau? = 0.79; Chi? = 5.11, df = 2 (P = 0.08); I = 61% : * * :
0.005 0.1 1 10 200

Test for overall effect: Z=0.11 (P = 0.91) Favours other drug Favours oxybutynin

Cl = confidence interval; M-H = Manter-Haenszel; SD = Standard deviation; IV = inverse- variance
method
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‘CAV'_T‘,_L}J.OUGKOLpLVLKd LETOEV TOUG

Aev urr.rlpxs OTOTLOTIKWG CNUOVTLKN dtadopa

avaueoa otic SUo ouac‘Seq

— 21N Be?\uwon/ Lagn L

— 3T GuXVoUpPLa KoL ToL EMELCOSLA AKPATELOC OUPWV

— 2T o},u"'poéuvauLKéq LEAETEC 000V adopda TN
Kuot‘eouETpLKr'] xwpntLKérnta g uévtotn T['Lecr]
e&wctnpa uuoq N TO UTTOAELUA OUPWV LETA TNV
ovpnon . .

. Zt_Lq napevépvéteq"



Atacbopeukeq 600ELC TOU LOLlou
7/ QVTLLOUOKOPLVLKOU

. Ao us)\steq ouvaLvav 4mg vs. 8mg
to)\tspo&vnq

— AeV 0VOSEXTNKE OTUTIOTIKWE onpavtkh Stabopd
OTN-OUXVOUPLA KOIL 0T ETELCOSLA AKPATELOG
avapeESa oTLC SLadpopeTIKEG OOOELC

/

-~ H Kudteouaptkr’] XWPNTIKOTNTA AN KatL TO
uno)\auua OUPWV QUENBNKAV CNUAVTLKA OTN
600N twv 8mg

—Aev avadeixtnke GtauotLK(bq onuavtikn dtadopa
000V acbopa T napevepveuzq OTLC SLALPOPETLKEC
SO0ELG



ALacboperLKeq dO0oEeLC Tou LOLov
~ OLVTLHOUOKOPLVLKOU

. |\/|lOL p.e)\em (80 ac@svaq) 45mg/24h vs. 90
KoL 135mg/24h tpocmo

e Aev eucbathn KE. o‘caucukwq ONUOVTLKN
6Lac|>opa |
— otV wcreouerptm XwpntKotTnTa
— '0TNY péyLoTn Tieoh e€wotripa HUOC
— oTn ouora?\tLKomta TOoU €éwotnNpa HUOC

—\0TLC napevepvaeq oTLC SLaPOPETIKEC HOTELC
cbapuaKou



ALacboperLKeq dO0oEeLC Tou LOLov
/ OlVTLLOUOKOPLVLKOU

.+ Mia p.e)\em (66 aoBeveig): 30mg/24h vs. 45-
60mg/24h npomBevar]q

— Eucbathr] KE OTOTLOTLKWG ONUOVTLKN e?\attwor]
e ouara}\tLKomtaq TOU eéwoTtnpa LVOC oTNV
opadoy/twv 60 Mg xwpig AAAeC SLaPOPEG OTLC
UTTOABUITEC OUPOSUVOULKEG TIOLPOAULETPOUG

— Aev"avachixQnKe OTOTLOTIKWE onUovTkh Stadopd
0T ouxvoupia avdueoa oTLC SLaPOPETIKEC HOTELC
—Agv eudaavwrr] KV GNUAVTIKEC SLadopEéc OTIC
TOPEVEPYELEG avaueoa oTLC SLoPOPETIKEC HOTELC
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JUMTIEPAOATO

* Ta avuuouckaptvma baApUaKA ATIOTEAOUV
OAUEPQ TNV TIPWTN ERLAOYN Gepanaaq otnv
UTIEPAELTOU PYLKN VEUPOYEVH KUOTN

e YridpxelaBePaloTntoryLa TO TILO
OV TLLOUOKAPLVLKO ElvaL TO TILO
artoteAeoLOTIKO Kal o€ ot Séon

o Kaptla uerd avaAvon 6ev éc‘SELﬁe OTATIOTLKWC
on uaerKo T[}\EOVEKTr] Ll EVOC GOPLAKOU OE
oxecr] e Ta UT[O)\OLT[OL



JUMTIEPAOATO

e OL uera -aVOAUOELG anec‘SELEav OTL oL aloBevelc
1{0]0, )\auBavouv QVTLLOUCKAPLVIKA dAapUaKa
sucbaVLZouv Gacbn Bs)\uwon TwV
ouurttwuatwv touq o€ oxecr] LLE To placebo pe
LOVN OTOTIOTIKWG CNUAVTLKA dladopa oTig
TIOPEVEPYELEC TNV ENpooTouLa

* OUPOOUVALKEC LEAETEC AMESELEQV OTL TA
QLVTLLOU OKAPLVEKAL EAATTWVOUV TN UEYLOTH
eEWOTNPLOKN TIEGN cuvelobEpovTac oTN
NPOCTOCLO AVWTEPOU OUPOTIOLNTLKOU



Tang et al. BMC Neurology 2014, 14:74
http://www.biomedcentral.com/1471-2377/14/74 GI\:C

Neurology

RESEARCH ARTICLE Open Access

Impact of urinary incontinence on health-related
quality of life, daily activities, and healthcare
resource utilization in patients with neurogenic

detrusor overactivity

Derek H Tang'’, Danielle Colayco?, James Piercy?, Vaishali Patel?, Denise Globe? and Michael B Chancellor®
. 324']18 NI@
~ "— 78 aoeevaq xwptq AKPATELL
~ 235 aoeevstq ue AKPATELL
. Epwtn uaro)\ovta (EQ-5D, I-QOL, OAB-q,
WPAI)
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Akpatetla kot QoL

. OL\‘a'gae\ysiq LE AKPATELD ELXOV OTOTLOTIKA
on uav,ukd LELWLEVN TtoLOTNTA {WNAG
OXETLIOHEVN ME TH KATAOTAON TNG UYELDg TOUG,
KaBWC KQLL eTLBAPUVON WC TTIPOC TLG
SPACTNPLOTNTEG TOUG
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. I’Lau 6£v TNV AVEXOVTOL OE UPNAEG 6008Lq KoLl
of3 ouvéuacuo cbapual(wv aAAQ KUPLWC...

e Toti 6ev eivar apKETI’] va Tillaceloel TIg
£EWOTNPLOKEC OUGTIAGELG LE TPOTIO KALVLKAL
CNUOVTIKO YLO TOUG ACOEVELG

e Ol 0oBeveic IOV EMITUYXAVOUV LKAVOTIOLNTLKA
xwpanKétnrd-KaL sprc'xtsLa ouveyxilouv
QKON KOt LE EEPO,OTOMAL I SUGKOLMomta
Nou* Ttpocmaeouv VOl QVTLLETWTILOOUV
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