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INTRODUCTION

TERLIPRESSIN Esophageal varices
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INTRODUCTION

Informasi mengenai perijinan

Australia - Therapeutics Goods Administration (TGA)

Approval year 2012 - Glypressin®
Ampul berisi cairan yang mengandung 0,85 mg terlipressin (setara dengan 1 mg terlipressin
Bentuk sediaan acetate) dalam 8,5 ml pelarut. Konsentrasi terlipressin 0,1 mg/ml (setara dengan 0,12
mg/ml terlipressin acetate)
Indikasi Terapi bleeding oesophageal varices
Dewasa:
1,7 mg terlipressin (setara 2 mg terlipressin acetate) diberikan setiap 4 jam.
* Dosis dapat diturunkan menjadi 0,85 mg terlipressin (setara 1 mg terlipressi acetate) bila
Dosis oendarahan telah terkontrol.
* Dosis dapat diturunkan setelah pemberian dosis awal (terlipressin acetate 2 mg) menjadi
1 mg terlipressin acetate setiap 4 jam pada pasien dengan BB <50 kg atau jika terjadi
ROTD
Anak dan lansia: tidak ada data.
Durasi Maksimal 48 jam -2 bila diberikan terlipressin acetate 2 mg
Maksimal 5 hari = bila diberikan terlipressin acetate 1 mg




INTRODUCTION

Farmakokinetika-Farmakodinamika

Parameter

Terlipressin?

Keterangan:

Somatostatin?

1. Saner et al, 2007; 2. Drugbank; 3. Drug Information Handbook (DIH)

Octreotide3

Sc: cepat dan sempurna
IM: lepas lambar (via microsphere
degradation in the muscle)

Absorpsi Tmax: 60-120 menit No information
BA: 100% (Sc), 60-63% (IM)
Tmax: 0,4 jam (Sc), 1 jam (IM)
e Vd:14 L

Distribusi Vd (healthy volunteers): 15,5 +4,5L | No information e |kt O-P 65% (terutama pada

lipoprotein)

Metabolisme

Terlipressin merupakan prodrug yang
akan diaktivasi melalui pemecahan
struktur 3 glisil oleh enzim peptidase
di plasma -2 lisin vasopresin (aktif)

Dimetabolisme oleh
enzim peptidase di
plasma dan sel

Extensively hepatic

Ekskresi

Via urin (1%)
t 72: 50-80 menit

t 2: 1-3 menit karena
degradasi enzim
peptidase yang ada di
plasma dan jaringan

e t%:1,7-1,9 jam (meningkat pada
pasien lansia), pada sirosis: 3,7 jam

e Ekskresi melalui urin (32% dalam
bentuk tak berubah)




INTRODUCTION

Farmakokinetika-Farmakodinamika

N 1 c0 e erte, Yy - - - - - -
I Table 1. Sites of activity and molecular properties of terlipressin. I
Receptor Tissue Effects Action I
I V, receptor smooth muscle cells of blood vessels Phospholipase C; release of Vasoconstriction
I intracellular calcium I
I V., receptor Renal collecting duct, endothelial cells Viia G protein, increase cAMP Vasodilatation I
I V; receptor Pituitary gland Viia G protein, increase cAMP Increase ACTH secretion I
I Oxytocin receptor Uterus, breast, aorta, pulmonary artery Phospholipase C; release of Vasodilatation I
intracellular calcium, NO increase

I ACTH: Adrenocorticotrophic hormone; NO: Nitric oxide; V,, V,, V5: Vasopressin receptor 1, 2, 3.




PLACE IN THERAPY

Acute gastrointestinal bleeding + portal hypertension

Airway
Initial assesment (history, physical & blood exam, cultures) Breathing
& resuscitation « » Circulation
l - Volume replacement with crystalloids
o (or colloids)
- Immediate start of drug therapy - Restrictive transfusion
= (somatostatin/terlipressin) Hb threshold of 7 g/dl & target of 7-9 g/d|
..E Antibiotic prophylaxis
= ( ceftriaxone or norfloxacine)
@
3 l
g2
E‘ o Early diagnostic endoscopy (<12 h)
g I
i = ¥
G o Confirm variceal bleeding
@ g '
T O ¥
g - Endoscopic therapy (band ligation )
o
£ +
8
c + maintain vasoactive drug therapy 3-5 days
E and antibiotic prophylaxis (ceftriaxone or norfloxacine )
= |
P
; 3
Control Further bleeding
(~85% of cases) (~156% of cases)
Consider early TIPS Rescue with TIPS
in high-risk

Fig. 2. Algorithm for the management of acute gastrointestinal bleeding in patients with crrhosis (adapted from Ref. 168). TIPS, transjugular
portosystemic shunts.

EASL Clinical Practice Guidelines for the management of patients with decompensated cirrhosis, 2018



EVIDENCE (1)

COMPARISON

Plasebo

Cochrane

Balloon tamponade

Library

Endoscopic treatment

Terlipressin

Cochrane Database of Systematic Reviews Octreotide

Somatostatin

Vasopressin

1. Kematian
Terlipressin for acute esophageal variceal hemorrhage iGN
. 3. Jumlah pasien yang mengalami re-bleeding
(RE\IIEW) 4. Jumlah pasien yang membutuhkan prosedur untuk mengatasi re-

bleeding/bleeding (tamponade, sclerotherapy, surgery, TIPS)

5. Reaksi merugikan yang menyebabkan kematian

loannou GN, Doust J, Rockey DC 6. Reaksi merugikan yang menyebabkan pasien berhenti
menggunakan obat

Cochrane Database of Systematic Reviews 2003, Issue 1. Art. No.: CDO02147. 7. Jumlah pasien yang membutuhkan transfusi darah

DOI: 10.1002/14651858.CD002147. 8. Lama tinggal di rumah sakit
[




EVIDENCE (1)

Analysis I.1. Comparison | Terlipressin versus placebo, Outcome | Mortality.

Review: Terlipressin for acute esophageal variceal hemorrhape

Comparson: | Teripressin versus placebo

Chtcome: | Mortzlity

1) Terlipressin vs Plasebo

Analysis |.2. Comparison | Terlipressin versus placebo, Outcome 2 Number failing initial hemostasis.

Rewview:  leripressin for aoste esophageal vanceal hemormhaps
Comparisorne | Terlipressin wersus placebo

Chutcome: 2 Mumber failing initial hemostasis

Study or subgroup Terfipressin Placebo Fisk Ratic Weight Risk Ratio
it T M-H Fied 95% C| M-H. Fioced 25% C
| High gqualty studies (Jadad score 3-5)
Freeman [98% JIs A& 48% (.80 [ 021, 300 ]
Levacher | 995 12041 20r43 — 43% a3 [ 035 112 ]
Patch 1959 U6k 28166 —& HI% 79[ 050, 122]
Saderund 1990 331 | 1729 —_— 14.2% (.26 [ 008, 082 ]
Walker | 986 315 L — & 100 % Q3B[OIL, 125]
Subtortal (95% CI) 178 179 - 88.1 % 0.61 [ 0,45, 0.84 |
Total events: 43 (Tedipressing, 71 (Placebao)
Heterogeneity, Chi? =417, df = 4 (P = 038); I* =4%
Test for overall effect Z = 3.08 (P = 0.0021)
2 Low qualty studies (Jadad score [-2)
Brunati 995 4/28 47 . E— 51 % 0% [ 027, 347 ]
Pauwels |994 &7 514 — 68 % 199 [ 038, 256 ]
Subtotal (95% CI) 45 41 ——— 11.9 % 0.98 [ 0.45, 2.12 |

Total events: |0 {Terdipressing, % {Placebo)

= b Ho - — W 0 — g

Total (95% CI)

Heterogeneity: Chi* = 000, df= | (P = 098); P =00%

ol a2 o5
Fawours terliprissin

2 5 1D

Favours placebo

0.66 [ 0.49, 0.88 |

Peto Feto
Study or subgroun Terlipressin Placebo Oidds Ratic Weight Oidds Ratio
niT niT Peto,Fred 95% 1 Peto, Foeed 35% C
| High quality studies (Jadad score 3-5)
Freerman 1989 &5 IVl & = TT% D4z [ 010, 157 ]
Levacher 1995 120410 23143 — 199 % 037 [ 014 087 ]
Patch 1999 e 4VeeE —— 31.2% B3 [ 042, 156]
Soderund 1920 ]| | 79 —_— I 1.0% OLIF [ 006, 050 ]
Walker |9B& 55 | 225 — = 1.1 % Q2% [ 00, 054 ]
Subtotal (95% CI) 178 179 _— Bl.0 % 0.45 [ 0.30, 0.70 |
Total events: 63 (Tedipressin), 97 (Placeba)
Heterogeneity: Chi® = 587, df = 4 (P = Q21 P =37%
Test for overall effect Z = 3.62 (P = QU0002F)
1 Low quality studies (Jadad scom [-2)
Brunati |99 &8 | 1727 - 7 - o4l [013, 128]
Pavnwels 1994 m7 &4 = 75 %4 [0323, 383 ]
Subtotal (95% CI) 45 41 ——r 19.0 %% 0.57 [0.23, 1.37 |

Total events: |3 {Tedipressing, |7 (Placeba)
Heterogeneity: Chi? = 079, df = | (P = 037y IF =00%

To
Heterogenerty: Chi? = &87, df = & (P = 033 2 =3%
Test for overall effect: Z = 381 (P = 000014)

Test for subproup differences Chi* = 020, df = | (F = 045). 7 =00%

0.47 [0.32,0.70 ]

ol 22 05

Favwours terfipressin

2 5 0

Fawours placebo




EVIDENCE (1)

1) Terlipressin vs Plasebo

Analysis 1.3. Comparison | Terlipressin versus placebo, Outcome 3 Number with rebleeding. Analysis 1.4. Comparison | Terlipressin versus placebo, Outcome 4 Number of procedures (tamponade,

sclerotherapy, surgery or TIPS) required for uncontrolled bleeding/rebleeding.

Review: Terlipressin for acute esophageal variceal hemaorrhage

Review: Teripresin for aoute esophageal variceal hemaorrhape

Comparison: | Terfipressin versus placebo
Comparson: | Terfipressin versus placebo

Chutcomes 3 Mumber with rebleedin
& Chitcomes 4 Mumber of procedures {tamponade, sclerctherapy, surpery or TIFS) required for uncontrolled bleedingrebleeding

. . FET;‘:' ) PEt.ﬂ' Peto Peto
Study or subgroup Terfipressin Placebo Oidds Ratio Weight Odds Ratic Stusdy or subgroup Terfipressin Placebo Cidds Ratic Weight Odds Ratic
M n Peto, Fooed 95% C Peto, Froeed 95% C ni niM Peto,Fieed 95% O Peto Fraed 95% Cl
| High quality studies (Jadad score 3-5) | High quality studies (Jadad score 3-5)
Freeman | 989 I/15 UL “ = 1% 035 [ 004, 279 ] Freeman [98% 5 13/1& —— Bi% (.23 [ 005, 059 ]
Levacher 1995 I5/4] 1543 ¢ o .08 [ 044, 261 ] Levacher [995 1541 21143 —— 3T% Qa7 [ 0329, 159]
) I - . Patch 1999 24166 26/66 —— 155 % (.88 [ 044, 177 ]
Walker |86 5725 525 253 % .00 [ 025, 354 ]
] S&deriund [990 331 | 5725 -— 45 % Q14 [ 005 042 ]
Subtotal (95% CI) 81 84 ———— 96.9 % 0.93 [ 0.46, 1.87 |
Total events: 21 (Terfipresin), 23 (Placeba) Walker |98 515 s - = [0E % Qa5 [ 008 235]
Heterogenetty: Chi* = 096, df = 2 (P = QLE2); P =00% Subtotal (95% CI) 178 179 =i 092.6 % 0.53 [ 0.34, 0.81 ]
Test for overall effect Z = 021 (P = 0.84) Total events: 35 (Terfipressin), &2 (Placeba)

Heterogeneity: Chi? = 934, df = 4 (P = 005} P =57%
Test for overzll effect £ = 182 (F = 0.0039)

2 Low quality studies (Jadad score [-2)

Pauwels [994 7 04 3% aIF[012, 31797 ]
2 Lovw quality studies (Jadad score [-2)
Subtotal (95% CI) 17 14 e ——————— 3.1 % 6.19 [0.12, 317.97 | Pauwels 1994 &7 314 = 74% .92 [ 041, 888
Total events: | (Terlipressin}, O (Placebo) Subtotal (95% CI) 17 14 _—.F-—_ 7.4 0 1.92 [ 0.41, 8.88 |

Heterogeneity: not applicable Total events: & (Tedipressin, 3 (Flacebo)

Hetercosneity: not anplicable

= i Ll P oot = |] i = |] =Wl

Total (95% CI) 98 98 100.0 % 0.98 [ 0.49, 1.906 |

Test for overall effect £ = 083 (F =041}

Total (95% CI) 0.58 [ 0.38, 0.88 |
Het ity Chi* = .82, df =3 (P = Q&1 IF =00% -
erogenely LT = L 6= A = Bel Heterogeneity: CHi = | | 88, &f = 5 (P = 0.04) I =58%
Test for averall effect: 2 = 0(H (P = 0.96) ) Test for overall effect: Z = 255 (P = 001 1)
Test for subgroup differences Chi® = (086, df = | (P = 035), | =00% Test for subgroup differences Chit = 252, df = | (P=0.11), 2 =60%
@l 0z 05 | 2 5 10 Q@ as 12 5 10

Favours terlipressin+~~ Favours placebo Favours teripressn Favours placebo




EVIDENCE (1)

1) Terlipressin vs Plasebo

Analysis 1.5. Comparison | Terlipressin versus placebo, Outcome 5 Number of blood transfusions.

Review: Tedipressin for acute esophageal vanceal hemomrhage

omparson: | Terfipressin versus placebo

Chutcomes 5 MNumber of blood transfusions

Mean Mean
Study or subproup Terfipressin Flacebo [Cifference Weight Difference
M Mean(501) M Mean(50) W Feced 95% ' Fioced 5%

| High quality studies (Jadad score 3-5)
Walker |98 25 54 (43) 35 75 (&1 —i 397 % 210[ -5.02, 083 ]
Subtotal (95% CI) 25 25 ——— 39.7 % -2.10 [ -5.03, 0.83 |

Heterogeneity: not applicable
Test for overzll effect Z = [ 4] (P =0.1&)

I Low quality studies (Jadad score |-2)
Pauwels |994 |7 49 (33) |4 53 (34) —— &03% 040[ 277, 197 ]
.

Subtotal (95% CI) 17 14 60.3 % -0.40[-2.77,1.97 ]

Heterogeneity: not applicable

Heterogenerty: (Chis = 0f8, df = | (F = 038); I =00%
Test for overzll effect Z = |14 (P = 025}
Test for subproup differences Chi* = O78, df = | (P = 038), I =00%

0 5 0 5 0
Favours terlipressin Favours placebo




EVIDENCE (1)

1) Terlipressin vs Plasebo

Amnalysis 1.7. Comparison | Terlipressin versus placebo, Qutcome T Adverse events causing withdrawal of
oreatrment.

Analys=is L6, Comparizon | Terlipressin versus placebo, Qutcome & Adverse events causing death.

Feviesr  Terlpressin foraone saoghageal vericed hemomhage

Fevimwr Terlpressin foraose sophapesl variceal hemomhags

Comparsar | Teripessin versus phoebo ] )
Comparesr | Terfipressin versus pheebho

Curirome & Adverse svents usng dezth
Cuirome 7 Adverse svents cusng withdrawal of treztment

Peto Peto
Study orsdgoup Teripr=zin Phocebo Oidds Rafic Wepht Jdds Ratio Shudy ar mubgroup e S Ol E':': Wisight Cidids ﬁ'ﬁ
Tl T Pt Fresd 955 O Pt Fraes 9555 1 - - N Pt P 05 €] Pt Fio=d 5% €1
| High qualty studes (Jahc sore 3.5) High quality stucdies (Jacad s 1.5)
Ereszran | 5ES WL iy [ Mot =sirmabi= emarraan |G IS WlE Mot efymable
Levacher 1735 441 M3 = 1000 % .06 [ 025, 447 ] I— - - N
Patch 1333 Ves DVE Mot astimabl= ik 1999 (i EE Mot estimable
Sbderfund 1550 oAl I3 Mt esimatlz Sodertund 1990 n 29 g D00 % ET [ [L14, 34988 |
Willer 1934 14 L Mot ecfimabis Vil 1585 s 05 kot m=imakis
——eei——
Subtotal (35% CI) 178 179 100.0 % 1.05 [ 0.25, 4.49 | Subtotal (95% CI) 178 179 e — 100.0 % 6.93 [ 0.14, 349.88 |
Total =vents 4 (Teripresing, 4 (Flacebo) Total =vents | (Terfipressin}, O (Plcebo)
Heterpgensiy: nat appichbie Hisberopeneihyr not appcbie

Test for gverzll effect £ = QO7 [P = 94
% Lowe qualty studies [Jadad soome 1-1)

Test for oversll affect 7 = 057 F =033}
I Liyw quality studies (Jadad scome 1-3)

Brurati 155 0F2a oy Mot edimabie Brurati | 99 s oy Mot esfimable
Fareeks [9394 Wiy o4 ot estimable Parevels | 934 7 JE| Mot =sfimabie
Subtotal (95% CI) 45 41 Mot estimable Subtotal (95% CI) 45 41 Mot estimable
Total evemis 0 (Terlipresin), 0 Fho=bao) Total events 0 [Terfipresin}, 0 {Faosho)
Het=opensiy: nat appicghie Heberpeeneity: rat applicbie

(955 CI)

Heterreensiy: rat apaiche
Test for averzll effed: £ = 007 [P = 094
Test for subgmup ciffierences Mat applicbl=

s | I L2

Test for gwerzll sffedt not applcble

Total (95% CI)

Heteropensity: nat applichie
Test for gversll offect: £ = 057 [P = R13)
Test for subgmoup difierences Mot applicble

6.93 [ 0.14, 349.88 |

s 1 5

Favors treament Faurs rontmd Favours reatmant Favors, oo




EVIDENCE (1)

2) Terlipressin vs Balloon Tamponade

Analysis 2.1. Comparison 2 Terlipressin versus balloon tamponade, Outcome | Mortality.

Review: Terdipressin for acute esophageal variceal hemorhage

Analysis 2.2. Comparison 2 Terlipressin versus balloon tamponade, Outcome 2 Number failing initial

hemostasis.

Review: Terdipressin for acute esophageal variceal hemorrhape

Comparisore 2 Terfipressin versus balloon tamponade
Comparison: 2 Terfipressin versus balloon tamponade

Ohut e | Mortal
T e Chutcome: 2 Mumber failing inttizl hemostass
Peto Peto
Study or subproup Teripressin Ballcon Tamponade Cidds Ratic Weight Ddds Ratic Study or subgroup Terlipressin Ralloon Tarmmonade Ocde FF;E:EE Weight Ok erttii
n'M™ T PetoFoed 755 O] Peto,Fred 35% - _-u'N .'T‘»] Feto Foed95% O] - Pt Foed 95% C
n ofFed 35 eto,Fooed 35% C
| High quality studies (Jadad score 3-5) | High quality studies (Jadad score 3.5)
Subtotal (95% CI) 0 0 Mot estimable :
o Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Terfipressin). 0 (Balloon Tamponade) Total events 0 (Terfipressin), 0 (Balloon Tamponade)
Heterogeneity: not applicable Heterocgeneity: not applicable
Test for overall effect: not applicable Test for averall effact not applicable
2 Low quality studies (jadad score |-2) 2 Low quality studies (Jadad scome [-2)
_olin 1967 417 &7 L I74% 062016 141 ] Colin 1987 57 517 I 1731% .00 [ 026, 390 ]
. I I"I I"I
Fort 1990 eIk 4 ERE .62 [ 026, 1018 ] Fort 1990 503 574 161 % .05 [ 026, 420 ]
Garcia-Lompean 1957 e 710 0% 00028, 361 ] Garcia-Compean 1997 &m0 1720 —a— 266% 541 [ 1.08,27.08 ]
Subtotal (95% CI) 70 71 100.0 % 0.92 [0.40, 2.12] g, phiotal (95% CI) 70 71 ———— 100.0 % 1.60 [ 0.70, 3.67 |
Total events: |4 (Terfipressin), |5 (Balloon Tampanade) Total events: 16 (Terfpressin), || (Balloon Temponad)
Heterogeneity: Chi* = 07|, df =2 (F = Q70), I* =00% Heterogeneity: Chi2 = 101, df = 2 (P = 022); 2 =33%
. - - Test for overall effect Z = |10 (P = 0.27)
Total (95% CI) 100.0 % 0.92[0.40, 2.12 18 | apal (95% CI) 70 1.60 [ 0.70, 3.67 |
HE"tErﬂ-EEI'IE“i‘l':f': Chit =071, df=2 P = :‘.?D:I; [F =009 HE“tEFﬂ-EEI'IE‘i‘l‘::"Z Chit =30 df=72 P= :.11:]. [F=33%
Test for overzll effect Z = 0.19 (P = 0.85) Test for overall effect Z = 110 (P = 027)
Test for subgroup differences: Mot applicable Test for subgroup differences Mot applicable
1 1 1 1 1 1
ol a2 o5 1 1 5 Q o o2 o5 1 12 5 0

Favours teripressink Favours tamiponade Favours teripressn Favours tamponade




EVIDENCE (1)

2) Terlipressin vs Balloon Tamponade

Analysis 2.4. Comparison 2 Terlipressin versus balloon tamponade, Outcome 4 Number of blood

Analysis 2.3. Comparison 2 Terlipressin versus balloon tamponade, Outcome 3 Number with rebleeding

Review: Tedipressin for acute esophageal vaniceal hemormhape

Comparizorn: 2 Terfipressin versus balloon tamponade Review: Teripressin for acute esophageal variceal hemorrhage
Outcome: 3 Number with rebleeding Comparison: 2 Terfipressin versus balloon tamponade
Pato Peto Outcome: 4 Mumber of blood transfusions
Study or subproup Terdipressin Balloon Tamponade Ddds Ratic Weight Ddds Ratio
nl T PetoFoed 95% O Peto,Froed 95%

) [ean Mean
| High quality studies (Jadad score 3-5) Study or subproup Terfipressin Ballcon Tamponade Difference Weight Difference
Subtotal (95% CI) 0 0 Not estimable N Mean(SD) N Mean(SD) IVFixed 95% C1 IV Fixed 95% C1
Total events: O (Teripressin, O (Balloon Tamponade)

Heterogeneity: not applicable | High quality studies (Jadad score 3-3)
Test for overall effect: not applicable Subtotal (95% CI) 0 0 Not estimable
2 Low quality studies (Jadad score [-2) Heterogeneity: nat applicable
_olin 1987 i a7 — 431 % (L83 [ 024, 271 ] .
Test for overall effect: not applicable

Fort 1990 &3 34 L 590% 236 [ 054 954 ] 2 Low quality studies (Jadad score 1-2)

Garcia-Compean 1997 2720 770 —— 7I% 025 [ 004, 107 Garciz-Compean 1997 20 133 W 574 - 1000 % 270[ 498, 042 ]
Subtotal (95% CI) 70 71 —— 100.0 % 0.80 [ 0.37, 1.74 ] Subtotal (95% CI) 20 0 —-— 100.0 % -2.70 [ -4.98, -0.42 |
Total events: |5 (Terfipressing, |8 (Balloon Tamponade) Heteropensity: not zpplicable
Heterogeneity Chi® = 445, df =2 (P = QI0%; B =57% .

est 1or owerall effect | iy
Total (95% CI) 100.0 % -2.70 [ -4.98, -0.42 ]
Heterogeneity, Chi* = 465, df =2 (P = QLI0); 2 =57% Test for overall effect Z = 2.32 (P = 00200
Test for overall effect: £ = 0.5 (P = 058) Test for subproup differences Mot applicable
Test for subgroup differences Mot applicable

ol a2 0Ob

Favours teripresin



EVIDENCE (1)

2) Terlipressin vs Balloon Tamponade

Analysis 2.5. Comparison 2 Terlipressin versus balloon tamponade, Outcome 5 Adverse events causing

Analysis .6. Comparison 1 Terlipressin versus balloon tamponade, Outcome é Adverse events causing

withdrawal of treatment

Reviews Terfipressin for acute esophageal variceal hemorrhape

Comparisore 2 Terfipressin versus balloon tamponade

Review: Terlipressin for acute esophageal variceal hemaorrhape
—omparison: 2 Terfipressin versus balloon tamponade

Chuitcome: & Adverse events causing withdrawal of treatment

Chutcome: 5 Adverse events causing death
Peto Peto
Study or subproup Terlipressin Tamiponade Odds Ratio Weight Odds Ratic
niN M Peto Fived 95% Cl Peto Foed 95% C
| High quality studies (Jadad score 3-5)
Subtotal (95% CI) ] 0 Mot estimable
Total events: O (Teripressin}, O (Tamponads)
Heterogeneity: not applicable
Test for overzll effect: not applicable
2 Low quality studies (adad score [-2)
Colin 1987 |77 w7 . 1000 % F39[015,37238 ]
Fort 1990 a3 024 Mot estimable
Garcia-Compean 997 W20 0 Mot estimable
Subtotal (95% CI) 70 71 T ———— 100.0 % 7.39[0.15,372.38 |

Total events: | (Teripressin}, O (Tamponads)
Heterogeneity: not applicable

Total (95% CI)

Heterogeneity: not applicable
Test for overall effect Z = | .00 (P = 032)
Test for subproup differences Mot appliceble

100.0 %

7.39 [ 0.15,372.38 |

Peto Peto
Study or subproup Terlipressin Tamponade (Cidds Ratio Wiaipht Odds Ratio
M n'N Peto,Fixed 95% Cl PetoFoed 95% C
| High quality studies (Jadad scome 3-5)
Subtotal (95% CI) 0 ] Not estimable
Total events: O (Teripressin}, 0 (Tamponade)
Heterogeneity: not applicable
Test for overzall effect: not applicable
2 Low quality studies (Jadad score [-2)
Colin 1987 127 FIFH) L 1% (.50 [ 005, 502 ]
Fort 1990 23 024 Mot estimable
Garcia-Compean 997 020 720 i 5T % Q.14 [ 000, 682 ]
Subtotal (95% CI) 70 71 R —— 100.0 % 0.36 | 0.05, 2.61 |

Total events: | (Teripressin}, 3 (Tamponade)
Heterogeneity: Chi? = 032 df = | (P = 057); 2 =00%

Heterogeneity: Chi* = 032, df = | (P = 057); F =00%
Test for overall effect: Z = 101 (P =031)
Test for subproup diferences. Mot applicble

0.36 [ 0.05, 2.61 |

ol 02 05
Favours treatment

1 5 10
Favours amponade

ar oz 0% 1@ 5% 0

Favours terfipreszin Favours tamponade




EVIDENCE (1)

Analysis 3.1. Comparison 3 Terlipressin versus endoscopic treatment, Qutcome | Mortality.

Review: Tedipressin for acute esophageal variceal hemorrhape

Comparson: 3 Terfipressin versus endoscopic treatment

3) Terlipressin vs Endoscopic Treatment

Review: Terlipressin for acute esophageal variceal hemorrhape

Comparson: 3 Terlipressin versus endoscopic treatment

Outcome: | Mortality Chutcomes 2 Mumber failing inftial hemostasis
5 Terk ; E_FCDELDpir_ Odd HF;E;'D Wi Odd FP.;[Et-G Endoscopic Peto Peto
tudy or subgroup eripressn reatment s e gt Fs fane Study or subgroup Teripressin treatmient {Cidds Ratio Weight Oidds Ratio
N nfN Peto,Foeed 95% Cl Peto Foeed 95% Cl N N Pt Eced 955 (1 Pt Fied 955 C
Escorsell 2000 26105 [9/114 1l 10010 % .64 [ 085, 3.15] Eccorsell 2000 WG 20| 14 I 1000 % L11 [ 056 219]
Total (95% CI) 105 114 —— 100.0 % 1.64 [ 0.85, 3.15 | Total (95% CI) 105 114 100.0 % 1.11 [ 0.56, 2.19 |

Total events: 2& (Terfipressin), |9 (Endoscopic Treatment)
Heterogeneity: not applicable

Test for overzll effect 2 = 1 4B (P =0.14)

Test for subproup diferences Mot applicable

Total events: 20 {Teripressin), 20 (Endoscopic treatment)
Heterogeneity: not applicable
Test for overall effect Z =029 (P = 077}

=ot 1 oD dierences ot an

Favours terly Resniews  Tedipressin for anste esophageal variceal hemorrhage

Comparison: 3 Terfipressin versus endoscopic treatment

Chutcome: 3 Mumber with rebleeding

Endoscopic Peto Peto

Study or subgroup Teripressin treatment {dds Ratio Weight Didds Ratio
' i Peto Foed 5% O Peto Freed 955 Cl

Ezcorsell 2000 241105 990 14 i 1000 % (.96 [ 052, 178 ]
Total (95% CI) 105 114 100.0 % 0.96 [ 0.52, 1.78 |

Total events: 26 {Teripressin), 29 (Endoscopic treatment)
Heterogenetty: not applicable

Test for overall effect Z = 012 (F=021)

Test for subproup differences Mot applicable

) I L
Favours terfipressin




EVIDENCE (1)

Analysis 3.4. Comparison 3 Terlipressin versus endoscopic treatment, Outcome 4 Number of procedures

3) Terlipressin vs Endoscopic Treatment

Analysis 3.5. Comparison 3 Terlipressin versus endoscopic treatment, Outcome 5 Mumber of blood
transfusions.

(tamponade, sclerotherapy, surgery or TIPS) required for uncontrolled bleeding/rebleeding.

Review: Terdipressin for acute esophageal variceal hemorrhape

Total events: |7 (Terdipressing, 21 (Endoscopic treatment)

Heterogeneity: not applicable
Test for overall effect £ = 043 (P = 0.66)
Test for subproup diferences Mot applicable

Review: Tedipressin for acute esophageal variceal hemorrhape

Hetercoeneity: not applicable

Test for owerall effect £ = 037 (P = 0.75)

Comparison: 3 Terlipressin versus endoscopic treatment Comparisor: 3 Terflipressin versus endoscopic treatment
Outcome: 4 Mumber of procedures (tamponade, sclerotherapy, surpery or TIPS) required for uncontrolled Bleedingrebleeding Chutcome: 5 MNumber of blood transhesions
. . Endoscopic _ . Peto . Peto Endoscopic Mean Mean
Study or subproup Teripressin treatment {Odds Ratio Weight Oidds Ratio Study or subgroup Teripressin treatment Diflerence Weight Diflerence
N N PetoFixed 35% Ol PetioFieed,95% Cl M Mean(S0) N Mean(S0) IV Fixed 95% C IV Fioed 95% (1
Fecarsell 2000 . Al oo 086[043.172] Escorsell 2000 105 47 (48) 114 45 (43) I 100.0 % 020[-101, 141 ]
Total (95% CI 105 114 100.0 % 0.86 [ 0.43, 1.72

otal (X ) 7 [ I 1| Total 95% CI) 105 114 100.0 % 0.20 [ -1.01, 1.41 |

0 5 1]

0l a2 eview. lerlipressin for acute esophageal vanceal hemormrhage = .
Faveours terd Favours teripressin
Comparsonc 3 Terfipressin versus endoscopic treatment
Chutcome: & Lenpth of hospitalzation
Endoscopic Mean Mean
Study or subgroup Terfipressin treatment Cifference Weight Diffierence
N Mean{s0) M Mean(s0) [V Fed 95% IV Fizoed 95% Cl
Escorsell 2000 105 17 {10 4 1810 j 1000 % -1.00[ -365, [65]
Total (95% CI) 105 114 100.0 %  -1.00 [ -3.65, 1.65 |
Heterogeneity: not applicable
Test for overall effect Z = 074 (P = 046)
Test for subgroup differences Mot applicable
| | | |
0 5 0 5 0
Favours teripresin Favours endoscopy




EVIDENCE (1)

3) Terlipressin vs Endoscopic Treatment

Analysis 3.7. Comparison 3 Terlipressin versus endoscopic treatment, Qutcome 7 Adverse events causing

death.

leview:  lerlipressin for acute esophageal vanceal hemorrhape
_omparison: 3 Terfipressin versus endoscopic treatment
Chutcome: 7 Adverse events causing death
Peto Peto
Study or subgroup Terlipressin Flacebo {(idds Ratic Weight Odds Ratio
nM N PetoFoed 95% O Peto Foed 95% Cl
| High quality studies (Jadad score 3-5)

Escorsell 2000 0/ 105 o'l 4 Mot estimable
Subtotal (95% CI) 105 114 Mot estimable
Total events: O (Teripressin),  (Placebo)

Heterogenerty: not applicable
Test for overzll effect: not applicable
2 Low qualty studies (jadad score |-2)
Subtotal (95% CI) 0 0 Not estimable
Total events: O (Tedipressin), O (Placeba)
Heterogeneity: not applicable
Test for overzll effect: not applicable
Toral (95% CI) 105 114 Mot estimable
Total events: O (Terlipressin), 0 (Placebo)
Heterogeneity: not applicable
Test for overzll effect: not applicable
Test for subproup differences Chi# = 00, df = -1 (P = 00), R =00%
L ! ! L
ol 02 05 7 5 10
Favours trectrmant Favours control




EVIDENCE (1)

4 Terlipressin vs Octreotide

Analysis 4.1. Comparison 4 Terlipressin versus octreotide, Outcome | Mortality.

Review: Tedipresin for acute esophageal variceal hemorrhage

Comparson: 4 Teripressin versus odrectide

Comparson: 4 Terlipressin versus odrectide

Chutcomes 2 Mumber failing initial hemostasis

Analysis 4.2. Comparison 4 Terlipressin versus octreotide, Outcome 2 Number failing initial hemostasis.

Review: Teripressin for acute esophageal variceal hemomhape

Chiicomes | Mortality
Peto Peto Peto Peto
Study or subgroup Terfipressin Octreotide (Oidds Ratio Weight Odds Ratio Study or subgroup Terfipressin Orctrectide Ordds Ratio Weight Odds Ratic
ni™ niM Peto,Fixed 95% CI Peto Fied 95% Cl M niN Peto,Foeed 95% CI Peto,Foed 95% CI
| High Quality Studies (Jadad score 3-5) | High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable Subtotal (95% CI) 0 0 Not estimable
Total events: O (Teripressin), 0 (Octreatide) Total events: 0 (Terlipressin). 0 (Octrectide)
Heterogenety: not applicable Heterogenerty: not applicable
Test for overall effect: not applicable Test for overzll effect: not applicable
2 Low quality studies (Jadad score [-2) 2 Low quality studies (Jadad score 1-2)
Brunati 1996 4128 48 . 138% .00 023, 441 ] Brunati 1996 628 18 — & FENE (82 [ 024, 281 ]
Padretti |9%4 430 30 = 21 4% |37 [ 039, 656 ] Pedretti |9%4 14130 730 — J14% 274098, 785 ]
Sikvain 1993 [ 141 Q46 — il 548 % 1.32[ 049, 350 ] Sihvain 1933 | 7141 1046 — i 43B8% 2491 101, &l14]
Subtotal (95% CI) 99 104 B 100.0 % 1.24 [ 0.60, 2.57 | Subtotal (95% CI) 99 104 - 100.0 % 1.97 [ 1.08, 3.59 |
Total events: |9 (Terdipressing, |7 (Octreotide) Total events: 37 (Terdipressing, 24 (Octrectide)
Heterogeneity, Chi® = QL1 |, df = 2 (P = 0.95); F =00% Heterogenetty: Chi® = 258, f = 2 (P = 0L28); I* =27%
Test for overall effect Z = 059 (P = 055) Test for overall effect Z = 272 (P = 0026)
Total (95% CI) 99 104 ——— 100.0 % 1.24 [ 0.60, 2.57 | Total (95% CI) 99 104 100.0 % 1.97 [ 1.08, 3.59 |
Total events: |9 (Terdipressing, |7 (Octrectide) Total events: 37 (Terdipressin), 24 (Octrectide)
Heterogeneity, Chi? = QU1 |, dfF = 2 (P = 095 IF =00% Heterogeneity: Chi* = 258 4f =2 (P = 0.28); I =17%
Test for overall effect Z = 059 (P = 055) Test for overall effect £ = 2.2 (P = 0026)
Test for subproup diferences Mot applicable Test for subproup differences Mot apolicable
L L ! L L ! I
ol o a5 | 2 5 10 o o as 12 5 10
Favours terlipressin Favours ooeotide Favours terlipressin -~ Favours coreotide




EVIDENCE (1)

%) Terlipressin vs Octreotide

Analysis 4.3. Comparison 4 Terlipressin versus octreotide, Outcome 3 Number with rebleeding.

Analysis 4.4. Comparison 4 Terlipressin versus octreotide, Outcome 4 Number of procedures (tamponade

sclerotherapy, surgery or TIPS) required for uncontrolled bleeding/rebleeding.

Review: Terlipressin for aoute esophageal variceal hemorhape

Comparison: 4 Terfipressin versus octreotide Review: Tedipressin for acute esophageal vanceal hemorrhage
Comparison: 4 Terlipressin versus octrectide
Chutcomes 3 Number with rebleeding - .
Chutcomes 4 Mumber of procedures {tamponade, sclerotherapy, surpery or TIFS) required for uncontrolled bleedingmeblesding

Peto Peto
Study or subgroup Terfipressin Oictrectide (Cdds Ratio Weight Odds Ratio Peto Peto
niT | Peto Fooed 5% Cl Petio Fiooed 5% Study or subgroup Terlipressin Cictrectide D1dds Ratio Weight Oidds Ratio
ni™ n/M Peto, Foeed 95% C Peto,Foed 95% C
I High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable | High quality studies (Jadad score 3-5)
Total events: ( (Terlipressin}, 0 (Octrectide) Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable Total events: O (Terlipressing, O (Octrectide)
Test for overall effect not applicable Heterogenetty: not applicable
2 Low quality studies (jadad scome 1-2) Test for overall effect not applicable
Pedretti 1994 230 2030 l 19.1 % 100[0.13,748] 2 Low gualty studies (jadad score |-2)
Padretti |994 [4/30 B30 — i 407 % 233[ 08, 641 ]
Sihain 1993 &/4| |5/46 —il— 809 % Q38 [ 014, 101]
Sikvain 1993 17141 |&/45 — i 5931% 1.32[ 056, 3.14]
Subtotal (95% CI) 71 76 1 100.0 % 0.46 [ 0.19, 1.10 ]
Subtotal (95% CI) 71 76 — 100.0 % 1.67 [ 0.86, 3.24 |

Total everts: B (Tedipressin}, 17 {Cctrectide)
Heterogeneity: Chi* = 072, 4f = | (P = 040} B =00%
Test for overzll effect £ = | 75 (P = 0080)

Total (95% CI) 71

Total events: 31 {Terlipressin), 24 (Octreotide)
Heterogeneity: Chi* = 067, df = | (P =041} P =00%

Test for owerzll effece Z = |51 (P=0.13)
—— ' L
76 100.0 % 0.46 [0.19,1.10] o' 1 (95% CI) 71 76 - 100.0 % 1.67 [ 0.86, 3.24 ]

Total everts: B (Tedipressin}, 17 {Octrectide)
Heterogeneity: Chi* = 072, df = | (P = 040} B =00%
Test for overzll effect: £ = | 75 (P = 0080)

Test for subproup differences Mot apoliceble

Total events: 21 {Terdipressing, 24 {Octreotide)
Heterogenetty, Chi? = 067, df = | (P = 041); R =00%
Test for overall effect 2= |51 (P=0113)

Test for subproup differences Mot applicable

ol oz 0% 1 5 10 ol oz o5 |02 5% 10

Favours terfipressin -~ Favours ooreotide Favours terlipressin~ Favours ocreotide




EVIDENCE (1)

%) Terlipressin vs Octreotide

Analysis 4.5. Comparison 4 Terlipressin versus octreotide, Outcome 5 Number of blood transfusions.

Analysis 4.6, Comparison 4 Terlipressin versus octreotide, Outcome 6 Adverse events causing death.

Review: Terlipressin for acute esophageal variceal hemaorrhage

Comparsore 4 Terlipressin versus odrectide

Chtcomes 5 Mumber of blood transiesons

Comparson: 4 Teripressin versus odrectide

Chutcomes & Adverse events causing death

Mean Mean
Study or subgroup Terlipressin Octrectide Difference Weight Diffiarence
N Mean{50) N Mean(50) IV Foed 95% C M Fioeed 95% C
| High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable
Hetercgeneity. not applicable
Test for owerall effect: not applicable
2 Low quality studies (Jadad score |-2)
Pedretti 1994 30 1.8 (1.5) 30 1.7 (1.4 N 56 % QIO 043, 083 ]
Silvain 1993 41 14 (19) 46 1.6 (1.7} + 4% .80 [ 079, 281 ]
Subtotal (95% CI) 71 76 * 100.0 %  0.68 [ 0.09, 1.28 |
Heterogeneity, Chi* = 708, df = | (F = Q0IY; * =B&%
Test for overall effect Z = 235 (P = 0.024)
Total (95% CI) 71 76 * 100.0 %  0.68 [ 0.09, 1.28 |
Heterogenetty: Chi? = 708 df = | (P =001}, I* =85%
Test for overall effect Z = 235 (P = 0.024)
Test for subgroup diferences Mot applicable
\ ! ! !

0

Favours terfiprassin

5 i 5 0
Favours oorectida

Peto Peto
Study or subgroup Terlipreszin Dictrectide Oidds Ratio Waight Didds Ratio
! rfT Peto,Freed 5% Cl Peto Fieed 35% C
| High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Tedipressin), O (Octrectide)
Heterogenetty: not applicable
Test for overzall effect: not applicable
2 Low quality studies (adad scome 1-2)
Brunati |994 Q28 WiB Mot estimable
Pedretti |994 Q30 W30 Mot estimable
Sikvain 1993 1141 4 . (000 % B35 016 42341 ]
Subtotal (95% CI) 99 104 10:0.0 % 8.35 [ 0.16, 423.42 |
Total events: | (Terdipressin, 0 (Octrectide)
Heterogenetty: not applicable
Test for overall effect £ = 106 (P = 0.29)
Total (95% CI) 99 104 T——— 10:0.0 % 8.35 [ 0.16, 423.42 |
Total events: | (Tedipressin), O (Octrectide)
Heterogenetty: not applicable
Test for overall effect £ = 106 (P = 0.29)
Test for subproup differences Mot applicable
ol @2 05 2 5 10

Favours terfipressin Favours octreotide




EVIDENCE (1)

%) Terlipressin vs Octreotide

Analysis 4.7. Comparison 4 Terlipressin versus octreotide, Outcome 7 Adverse events causing withdrawal
of treatment.

Review: Terlipressin for acute esophageal variceal hemaorrhage

Comparison: 4 Terlipressin versus odrectide

Outcome: 7 Adverse events causing withdrawal of treatment

Peto Peto
Study or subgroup Terlipresain Octreotide Odds Ratic Weight Odds Ratic
M n'M Peto, Freed 75% Cl FetoFed, 95% Cl

| High quality studies (Jadad score 3-3)
Subtotal (95% CI) 0 0 Not estimable
Total events: O (Terfipressin}, O (Octrectide)
Heteropeneity: not applicable

Test for overall effect: not applicable

Z Low quality studies (adad score |-2)

Brunati 1996 Qr28 V28 Mot estimable

Pedretti |9%4 Q30 O30 Mot estimable

Sikvain 1993 [i41 45 Ea 1000 % B35[ 016 42342 ]
Subtotal (95% CI) 99 104 B 10:0.0 % 8.35 [ 0.16, 423.42 |
Total events: | (Teripressin), O (Octrectide)

Heterogeneity: not applicable

Test for overall effect Z = 106 (P = 0329)
Total (95% CI) 99 104 T ——— 1000 % 8.35 [ 0.16, 423.42 |
Total events: | (Terfipressin}, O (Chctrectide)
Heteropeneity: not applicable

Test for overall effect £ = 106 (P = 0329)

Test for subproup differences Mot applicable

ml @2 05 2 5 10

Favours terfipressin Favours octreotide



EVIDENCE (1)

>) Terlipressin vs Somatostatin

Analysis 5.1. Comparison 5 Terlipressin versus somatostatin, Qutcome | Mortality.

Analysis 5.2. Comparison 5 Terlipressin versus somatostatin, Outcome 2 Number failing initial hemostasis.

Review: Tedipressin for acute esophageal variceal hemorrhage

Comparson: 5 Terlipressin versus somatostatin Comparsone 5 Terfipressin versus somatostatin
Chutcomes | Mortality Cutcome: 2 Number failing initial hemostasis
Peto Peto Peto Peto
Study or subgroup Teripressin Lomatostatin Cidds Ratio Wieipht Cidds Ratic Shudy or subgroup Terlipressin Somatostatin {dds Ratio Weight Ddds Ratic
N ni™ Peto,Fed 95% Cl Peto Foed 95% Cl ni™N n'M Peto,Foed 95% Cl Peto Foed 95% C
I High quality studies (Jadad score 3-5) | High quality studies (Jadad score 3-3)

Feu 1996 13780 13481 452 % 101 [ 044, 234 Feu 1996 | &80 | 3/B1 —il— 478 % .30 [ 059, 291 ]

Walker 1996 11/53 1253 375 % 090 [ 034,235 Walker 1996 953 |5/53 —— 75 % 053[ 021, 130]
Subtotal (95% CI) 133 1534 —— 82.7 % 0.96 [ 0.52, 1.78 | Subtotal (95% CI) 133 134 ——— 85.3 % 0.88 [ 0.48, 1.60 |
Total events: 24 (Tedipressin), 25 (Somatostatin} Total events: 25 (Terdipressin), 28 (Somatostatin}

Heterogeneity: Chi* = Q4. df = | (P = 0.84); IF =00% Heterogenetty Chi® = 216, df = | (P =014); P =54%
Test for overzll effect Z = 013 (P = 0.89) Test for overall effect Z = 042 (P = 067)
2 Lovw quality studies (Jadad score [-2) 2 Lo quality studies (Jadad scome [-2)

Pauwels 1994 &7 718 173 % 086 [ 022, 333] Pauwels | 994 7 ilg T 147 % 321 074 1364 ]
Subtotal (95% CI) 17 18 e —— 17.53 % 0.86 [ 0.22, 3.33 | Subtotal (95% CI) 17 18 ) 14.7 % 3.21 [ 0.76, 13.64 |
Total events: & (Terlipressin, 7 (Somatostating Total events: 7 (Teripressin, 3 (Somatostating
Heterogeneity: not applicable Heterogeneity: not applicable
Test for overall effect Z = 022 (P = 0.83) Test foroverall effect Z= | SB (P=0L11)

Total (95% CI) 150 152 R 100.0 % 0.94 | 0.54, 1.65 | Total (95% CI) 150 152 i 100.0 %% 1L.06 [ 0.61, 1.85 |
Total events: 30 (Terdipressin), 37 (Somatostatin) Total events: 32 (Terdipressin), 3| (Somatostatin}
Heterogeneity: Chi? = Q06 df = 2 (P = 097} I =00% Heterogeneity: Chi* = 480, df = 2 (P = 009, I* =58%
Test for overall effect Z = 021 (P = 083) Test for overall effect Z = 021 (P = 084)
Test for subproup differences Chi? = 002, &f = | (P = 0.89), I =00% Test for subgroup differences Chi? = 264, df = | (P = 0.10), I? =62%

L N ! L L1 ! ! L

ol o2 05 ? 5 10 Ql 0 a% | 2 L 10

Fawours terlipresin Favours somatostatin Favours terlipressink Favours somatostatin




EVIDENCE (1)

>) Terlipressin vs Somatostatin

Analysis 5.3. Comparison 5 Terlipressin versus somatostatin, Outcome 3 Number with rebleeding. omparison 5 Terlipressin versus somatostatin, Outcome 4

tam nnade sclerotherapy, surgery or TIPS) required for uncontrolled bleeding/rebleedin
Review: Terlipressin for acute esophageal variceal hemomrhage [ E = 2 2l } - g; &

. ) . . Review: Tedipressin for acste esophageal variceal hemomrhage
Comparson: 5 Terfipressin versus somatostatin
Comparson: 5 Terfipressin versus somatostatin
Chitcomes 3 Mumber with rebleeding
Chutcomes 4 Mumber of procedures (tamponade, sclerotherapy, surpery or TIPS) required for uncontrolled bleedingmebleeding

Feto Peto
Study or subgroup Terfipressin Oictrectide Odds Ratio Weight Odds Ratio Feto Pto
n™ N Peta,Fixed 95% C Peto Fied 955% C Study or subproup Terlipressin Somatostatin Odids Ratio Waight Odds Ratic
n'M niTy Peto,Foeed 95% C Peto,Fied 35% C
| High quality studies (Jadad score 3-5)
Feu 1996 24/80 138 —— 616% 10B[055,213] | High quality studies (jadad score 3-5)
Feu 1996 | 3780 /BI — 434% |.54 [ 063, 378 ]
Walker |99¢ | 3/53 7153 = 31 % 208079, 548]
_ Walker 1996 a2 [4/53 — 109 % Q51 [020,129]
Subtotal (95% CI) 133 134 —— 04.6 % 1.34 [ 0.77, 2.33 | Sabtcrtal Cl
Total events: 37 (Terfipressin), 30 (Octrectide) ubtotal (35% L1) 133 134 83.3 % 0.90 [0.47,1.73 ]
Heterogeneity Chi2 = 118, df = | (P = 028); ¥ =I5% L‘“‘” E“E”“ﬂ‘” :Z'"_F'r;?[”; 1_3 ‘f”;‘_“fﬁ"‘li s
Test for overzll effect Z = 103 (P = 030) steragenefty Lhi™ = 285, &= 1 (F = BURL 1 =ead
. . i . Test for owerall effect £ = 0321 (P =078)
2 Lo guality studies (Jadad scom 1-2) )
Pauwels 1994 7 218 * 54% 052[005,540] @ © o el studies aced scorm 1-2)
= ey i, Ul
: Pauwels |994 &7 4/18 & 167 % |.B6 [ 044, 791 ]
e ——— '~
Subtotal (95% C1) 17 18 >4 % 0.5210.05,5.401  gpotal (95% CI) 17 18 ——— 16.7 % 1.86 [ 0.44, 7.91 |
Total events: | (Terlipressin, 2 (Octrectide) , , L ’
. . Total events: & (Terlipressin}, 4 (Somatostating
Heterogeneity. not applicable Heterogeneity: not applicable
Test for overal effect: £ = 054 (F = 059) Test for overall eflect Z = 084 (P = 0.40)
Total (95% CD 150 152 ™ 100.0 % L27[0.74, 2191 uel (95% CI) 150 152 — 100.0 % 1.02 [ 0.56, 1.84 |
Tortal events: 38 (Terfipressin), 32 (Octrectide) Total events: 27 (Terfipressin), 27 (Somatostatin)
Heterogeneity. Chi* = 177, df = 2 (P = 041} I* =00% Heterogeneity: Chi® = 165, df = 2 (P = QLI&) P =45%
Test for overall effect Z = OBR {F - DEE} Test for overzll effect 7 = 008 (P = 095
Test for subgroup differences: Chi* = 0159, df = 1 (P = 044). 1 =00% Test for subgroup differences. Chi? = 080, &f = | (P = 0.37), I =0.0%
1 ! ! ! ! 1 1 1 1 1 1 1
ol oz o5 12 5 10 ol 0z 05 7 5 |0
Favours terfipressin Favours somatostatin Favours teripresin Favours somatostatin




EVIDENCE (1)

Analysis 5.5. Comparison 5 Terlipressin versus somatostatin, Outcome 5 Number of blood transfusio

Review: Tedipressin for acute esophageal variceal hemormrhaps
Comparesonc 5 Terfipressin versus somatostatin

Cutcome: 5 Mumber of blood transfesions

>) Terlipressin vs Somatostatin

Review: Tedipressin for acute esophageal vanceal hemorrhage
Comparson: 5 Terfipressin versus somatostatin

Outcome: & Lenpth of hospitalzation

. Analysis 5.6. Comparison 5 Terlipressin versus somatostatin, Qutcome é Length of hospitalization.

Mean Mean
Study or subgroup Terlipressin Somatostatin Difference Weight Difference Mean Mean
M Mean(50)) M Mean(50) . Fiooed 35% L M Fioced 35% L Study or subgroup Terlipressin Somatostatin Difference Weight Difference
| High quality studies (Jadad score 3.5) N Mean(50) N Mean(50) IV eed 95% C M Fiooedd 95% Cl

Feu 1996 80 24 (L1} B 16 (13) 3731% 0207[ -088, 048] | High qualty stufes (Jadad score 3-5)

Walker 1996 53 275 (1.28) 53 275 (1.58) 576% Q0 [ -055, 055] Feu |996 80 22 (14) Bl 20(12) ] . 1000 % 200[-203, 603 ]
Subtotal (95% CI) 133 134 * 94.9% -0.08 [ -0.51,0.35 ] Subtotal (95% CI) 80 81 ———— 100.0 % 2,00 [ -2.03, 6.03 |
Heterogeneity Chi2 = 020, df = | (P = Q&5); P =00% Heterogeneity: not applicable
TEL“ for E'“"l‘-l’"” E':‘f“ £=036(F IZID‘H} Test for overall effect Z = 097 (P = 0.33)

2 Low qualty studies (jacad score 1-2) ~ _ i ) - 2 Low qualty studies (Jadad score [-2)
Pauwels | 994 17 49 (13) I8 35 (L1) il 501 % |40 [ 044, 334 ] Subtotal (95% CI) 0 0 Not estimabl
Lo ! oL eStlmuaie

Subtotal (95% CI) 17 18 - 5.1 % 140 [ -0.44, 3.24 | Heterogenetty: not applicable

Hetercgeneity: nat applicable Test for overall effect: not applicable
Test for overall effect Z = | 49 (P = 0.14) -

est for overall effect P=014) ) Total (95% CI) 80 81 ———— 100.0 % 2,00 [ -2.03, 6.03 |
Total (95% CI) 150 152 ' 100.0 %  0.00 [ -0.42, 0.41 | et . ok

Heterogeneity: Chi? = 255, df = 2 (P = 0.28), F =21% Sterogeneily ot apphaie
Test for overzll effect Z = 002 (P = 0.99) Test for overall effect Z= 037 (P = 0.33)
Test for subgroup differences Chi? = 234, ¢f = | (P = 0.13), B =57% Test for subgroup differences Not applicable

10 5 0 & 0 4] 5 0 5 il
Favours terlipressin Favours sormatostatin Favours telipressin Favours somatostatin




EVIDENCE (1)

Analysis 5.7. Comparison 5 Terlipressin versus somatostatin, Outcome 7 Adverse events causing death.

Reviews Terlipressin for acute esophageal variceal hemorrhape

Comparson: 5 Terfipressin versus somatostatin

Chutcomes 7 Adverse events causing death

>) Terlipressin vs Somatostatin

Analysis 5.8. Comparison 5 Terlipressin versus somatostatin, Outcome 8 Adverse events causing

Review: Terdipressin for aoute esophageal variceal hemorrhape

Comparson: 5 Terfipressin versus somatostatin

Chutcome: 8 Adverse events causing withdrawal of treatment

Peto Peto
Study or subgroup Terfipressin Somatostatin Oidds Ratio Wieight Cidds Ratio Peto Peto
. o ) o Study or subgroup Terlipressin Somatostatin {Cidds Ratic Wizight Odds Ratic
o o rete e e AN niN Peto Foed 95% O Peto Foeed 95% C
| High quality studies (Jadad score 3-5)
Feu 1996 /80 W] Mot estimable | gn quality studies (Jadad score 33)
Feu 1994 1/80 8l 3 1000 % 74B[ Q15 377107
Walker |599& 53 W53 Mot estimable
Walker 1996 =3 53 Mot estimable
Subtotal (95% CI) 133 134 Not estimable Subtotad (95% C1 133 134 ——— = 48 [ 0.15. 377.10
Total events: O (Terfipressin), 0 (Somatostating ubtotal (959 . ]. o § .L _ N - ' [0.15,377.10 ]
Heterogeneity: not applicable Total events: | (Terfipressin), O (Somatostating
Heterocgeneity: not applicable
Test for owerall effect: not applicable
. ) . Test for overzll effect Z = [ 01 (P =021}
2 Low quality studies (Jadad scome 1-2) )
2 Low quality studies (Jadad score [-2)
Paurwels 1994 T Wlg Mot estimable Pl 994 17 o8 Not estimabl
awnwels estimable
Subtotal (95% CI 17 18 Not estimabl :
ubtota’ (35% LI) - Of SSHIANE " Subtotal (95% CI) 17 18 Not estimable
fol E-"'E-IE'IG HEHIPFEE:SIH’I' a ! " Total events: O (Terfipressin), 0 (Somatostating
Heterogeneity. not applicable Heteropenerty: not applicable
Test for overall effect: not applicable . Test for overzll effect not applicable
Total events: O (Tedipressin}, O (Somatostating Total events: | (Terlipressin), O (Somatostatin)
Hetercoeneity: not applicable Heterogeneity: not applicable
Test for overall effect not applicable Test for overall effect Z = 1.01 (P =031)
Test for subgroup diferences Chi* =00, df = -1 (P =040, P =00% Test for subgroup differences Mot applicable
al 02 05 2 5 10 o @2 o5 1 2 5 0
Favours terfiprassin Favours somatostatin Fawours teriipressin Favours somatostatin
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Review: Tedipressin for acute esophageal variceal hemorrhape

Comparson: S Terlipressin versus vasopressin

Chutcome | Mortzlity

6) Terlipressin vs Vasopressin

Analysis 6.1. Comparison 6 Terlipressin versus vasopressin, Outcome | Mortality.

Review:  lerlipressin for acute esophageal vanceal hemarrhape
Comparsonc S Terlipressin versus vasopressin

Cutcome: 2 Mumber failing initial hemostasis

Analysis 6.2. Comparison & Terlipressin versus vasopressin, Outcome 2 Number failing initial hemostasis.

Peto Peto
Study or subgroup Terlipressin Wasopressin Risk Ratio Wieight Risk Ratio Study or subproup Terlipressin Vasopressin (Odds Ratio Weipht Odds Ratio
T nT M-H,Froad 35% C M-H Frxoed 95% O it nM Peto, Foed 955% Cl Peto Foed 5% C
I High quality studies (Jadad score 3-5) | High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Teripressin), 0 (Vasopressin) Total events: O (Terlipressin), 0 (Vasopressin)
Heterogeneity: not applicable Heterogeneity: not applicable
Test for owerzll effect: not applicable Test for overzll effect: not applicable
2 Low quality studies {Jadad scome [-2) 1 Low quality studies (Jadad score 1-2)
Chius 1990 1226 1028 —— 278 % .29 [ 068, 247 ] hiu 1990 s e - A% .15 [040, 332 ]
AN e - g _— 49 [089, 320 D Asmico 1994 4784 2078 o 473% 061 [029, 130]
Diessint 1987 310 26 = 775 090 [ 021, 394] Chesaint 987 210 115 41 % 123 QI0, 1512 ]
Fre 1982 210 Ul - 87 % 073[0.15,353] Freerman 982 e 111 - 20 % Q09 [ 002, 048]
Lee 1988 021 84 —-— 215 % 143 [ D£9, 294 ] e 190 . e R e 204055, 757 ]
Subtotal (95% CI) 151 150 B 100.0 % 0.74 | 0.44, 1.24
Subtotal (95% CI) 151 150 - 100.0 % 1.39 [ 0.96, 2.00 | [ ]
oy O L o Total events: 4% {Tedipressin), 80 (Vasopressin)
o seEmE R EI R WE”F'H_'""_ Heterogeneity: Chi? = 941, df = 4 (P = Q.05); F =58%
Heterogeneity: Chi” = .37, df=4 (P = Q5); I =00% Test for overall effect 7 = 113 (P = 026)
Test for overall effect: Z = |.76 (F = 0079) Total (95% CI) 151 150 - 100.0 % 0.74 [ 0.44, 1.24 |
Tortal (95% CD) 151 150 - 100.0 % 1.39 [ ﬂ'%’ 2.00 ] Total events: 4% {Terdipressin), 80 (Vasopressin)
Total eventt= 48 (Terfipres=m), 35 (Vasopressin) Heterogeneity: CHi2 = 941, df = 4 (P = D05}, 12 =56%
HEtEFﬂEEI‘IEi‘l’:l". |:|'Ii1 = |37. df =4 [F' = :‘.EE:I; Il =005 Test for overzll efect Z = 1,13 ':F — DEE}
Test for overall effect: Z = |76 (F = 0.07%) Test for subproup differences Mot applicable
ooz o% |2 5 10 ol oz o5 | 7 50
Favours terlipressin Fawowrs vasopressin Favours terlipressin Favoiurs vasopressin
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Review: Terlipressin for acute esophageal vanceal hemarrhape

Comparison: & Terfipressin versus vasopressin

Chitcomes 3 Mumber with rebleeding

6) Terlipressin vs Vasopressin

Analysis 6.3. Comparison é Terlipressin versus vasopressin, OQutcome 3 Number with rebleeding.

Analysis 6.4. Comparison é Terlipressin versus vasopressin, Outcome 4 Number of procedures

(tamponade, sclerotherapy, surgery or TIPS) required for uncontrolled bleeding/rebleeding.

Review: Terlipressin for anute esophageal vanceal hemorrhage

Comparsorne & Terfipressin versus vasopressin

Cutcome: 4 Mumber of procedures (tamponade, sclerotherapy, surpery or TIFS) required for uncontrolled bleedingrebleeding

Peto Peto

Study or subgroup Terlipressin Vasopressin (Odds Ratio Weight Odds Ratio

/M M Peto, Freed 955 C Peto,Foed 95% C
| High quality studies (Jadad score 3-3)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Teripressin), 0 (Vasopressin)
Heterogenetty: not applicable
Test for overall effect: not applicable
Z Low qualty studies (Jadad score |-2)

[ Amico 1994 | 2754 28| —— 1000 % 052024, 111]
Subtotal (95% CI) 84 81 B | 100.0 % 0.52 [0.24, 1.11 |
Total events: |2 (Terlipressin), 20 (Vasocpressin)

Heterogenetty. not applicable

Test for overall effect Z = |68 (P = 0.092)

Total (95% CI) 84 81 - 100.0 % 0.52 [0.24, 1.11 |
Total events: |2 (Terdipressing, 20 (Vasopressin)

Heterogenertty: not applicable

Test for overall effect Z = .68 (P = 0.092)

Test for subgroup differences Mot applicable

Peto Peto
Study or subgroup Terlipressin YWasopressin Zdds Ratio Weight Oidds Ratic
i N Peto Fieed 95% Cl Peto Foed 95% Cl
| High quality studies (Jadad score 3-5)
Subtotal (95% CI) 0 0 Not estimable
Total events: O (Tedipressin), O (Vasopressin)
Hetercoeneity. not applicable
Test for overall effect: not applicable
2 Lo quality studies (Jadad score 1-2)
Chiu 1930 416 378 " 132% .50 031, 725]
CFAmico 1994 26184 1981 —l— 00 % |46 [ 074, 188 ]
DCresaint 1987 510 Vs . 73% BAS[ 1.07. 7341 ]
Freerman 1982 L e ™ 95 % |14 [CI8 731]
Subtotal (95% CI) 130 126 — 100.0 % 1.63 [ 0.92, 2.88 |
Total events: 28 (Teripressing, 25 (Wasopressin)
Heterogeneity: Chi* = 273, df = 3 (P = 0.44); I =00%
Test for overall effect Z = | &7 (P = 0.0%4)
Total (95% CI) 130 126 e 100.0 % 1.63 [0.92, 2.88 |
Total events: 28 (Terdipressing, 25 (Vasopressin)
Heterogenetty, Chi2 = 273, df = 3 (P = 044, 12 =00%
Test for overall effect Z = | &7 (P = 0.094)
Test for subgroup differences Mot applicable
L ! 1 L
ol 03 a5 12 5 10
Favours terlipressin Favours vasopressin

@l 02 a5 | 2 5 10

Favours terlipreszin

Fawours vasopresin
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6) Terlipressin vs Vasopressin

Analysis 6.6. Comparison & Terlipressin versus vasopressin, Outcome 6 Adverse events causing death.

Review: Tedipressin for acute esophagesl variceal hemormrhape

Analysis 6.5. Comparison é Terlipressin versus vasopressin, Outcome 5 Number of blood transfusions.

Review: Teripressin for acute esophageal variceal hemormhape Comparison: & Terfipressin versus vasopressin

Comparisern: 5§ Terfipressin wersus vasopressin Cutcome: & Adverse events causing death

Chutcomes 5 Number of blood transhusions Peto Peto
Study or subgrown Terlipressin Wasopressin Ddds Ratio Weight DOidds Ratio
riT rT Peto, Fisoed 355 C Peto Foed 95% C
Mean Mean
Study or subproup Terlipressin Vasopressin Differance Wiight Cifference | High quality studies (Jadad score 3-5)
! Mean{50) M Mean{50) I Freed 25% O I Fizaed 955 C Subtotal (95% CI) 0 0 Not estimable
Total events: O (Tedipressing, © (Vasopressin)
| High quality studies (Jadad score 3-5) . Heterogeneity: not applicable
Subtotal (95% CI) 0 0 Mot esiimable Test for overall effect: not applicable
Heterogeneity: not applicable 2 Lo quality studies (adad score |-2)
Test for averall effect: not applicable Chiu 1990 026 028 Not estimable
2 Low quality studies (adad score [-2)
O Ammico 1994 B4 17 (1.8) 8l 1.8 (1.8) BES % 010[-062, 042 ] Hifmica 1954 e el ot estimable
Lee 1988 21 27 (23) 24 23(22) 124 % 040[ 092, 1.72] Hesaint 1967 e - o A07(000. 338]
Subtotal (95% CI) 105 105 100.0 % -0.03 [ -0.52, 0.45 | Freeman 1962 o o Not estimable
Heterogeneity Chi® = 048, df = | (P = 04%); P =00% Lee 1958 02 Or4 Mot estimable
Test for overall effect 7 =013 (F = 089) Subtotal (95% CI) 151 150 — 100.0 % 0.07 [ 0.00, 3.98 |
Total (95% CI) 105 105 100.0 % -0.03 [ -0.52, 0.45 | Total events: O (Teripressin), | (Vasopressin)
Heterogeneity: Chi? = 048, df = | (P = 0497, 2 =008 Heterogeneity: not applicable
Test for overall effect Z = 0.12 (F = 0.8%) Test for overall effect Z = |39 (P = 0.20)
Test for subproup differences Mot applicable Total (95% CI) 151 150 T 1000 %% 0.07 | 0.00, 3.98 |
L L L L Total events: O (Teripressin), | (Vasopressin)
T K 5 i Heterocgeneity: not applicable
Favours terfipressin FavOUrs Vasopressin Test for overall effect £ = | 22 (P = 0.20)
Test for subproup differences Mot applicable
al oz o% | 2 5 10
Favcars terfipreszin Favcaurs vasopressin
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6) Terlipressin vs Vasopressin

Analysis 4.7, Comparison & Terlipressin versus vasopressin, Qutcome T Adverse events causing withdrawal
of treatment.

Feviewr  Terlpressin for aosie sophageal variced hemomhags

{omparsom £ Terfipressn versus vesopm=szan

Cudrome 7 Adverse svents qusng withdreasl of treatment

et Pein
Study or subgroup Terlipresin Vasopressn Cidds Fatia Wisipht Odds Ratio
nit n'M Pt Fiomd 955 O Pt Foomed 953 O

High quality shudies (Jadad sror= 3.5)
Subtotal (95% CI) o 0 Mot estimable
Toial =vents  (Terfipredn), O (Vasopressin]
Hiteropensity: nat applicbie
Te<t fior owerall sffect not applicable
I Loy quality shudies (Jadad scon= 1.3

Chiu 19940 Wle (1| Mot esfimazhbis
Y Amicn 1994 | /B4 il —— BA X 030 [ s, 083 ]
Dot 1987 W10 0'e Mot =sfimazbis
Fressran | TED 10 | Mot =xfimazki=
L en | 566 | 4 —= 5% L5 [ 000, 7.80 ]
Subtotal (95% CI) 151 150 ——— 100.0 % 0.19 [ 0.05, 0.74 ]

Totzl events | (Tecipredin), B (Vasopressin)
Heteropensitye Chit = 002, df = | (P = Q%) F =00%
Test for overzll dffect Z = 241 [P = LO1&)

Total (95% CI) 151 150 ———— 100.0 % 0.19 [ 0.05, 0.74 |
Total events | (Teripresn), B (vasopressin)
Heterppenaite Tht = 001, i = | [P = 0%k B =00%
Test for overall effect Z = 241 (P = LO14&)

Test for subgroup difierences Mot appliicble

ol 22 0L i 5 o

Favours |I2I'.:I'|=ﬂ' Fawours. asnor=esin
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_ AP I’ Alimentary Pharmacology and Therapeutics

Meta-analysis: vasoactive medications for the management of
acute variceal bleeds

M. Wells, N. Chande, P. Adams, M. Beaton, M. Levstik, E. Boyce & M. Mrkobrada

Aliment Pharmacol Ther 2012; 35: 1267-1278
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Table 2 | Summary of findings for the comparative meta-analysis of vasoactive medications

QOutcome Number of trials  Number of patients Combined RR (95% ClI)  P-value
ITerllpressm compared with somatostatin

Mortality 7 635 1.05 (0.74-1.49) 0.78

Haemostasis 7 635 1.01 (0.94-1.07) 0.84
I Rebleeding 5 542 1.07 (0.74-154) 0.73 |
Terlipressin compared with vasopressin

Mortality 5 290 1.36 (0.94-196) 010 I
I Haemostasis 5 247 1.08 (0.85-1.39) 0.53

Rebleeding 5 262 1.41 (0.92-2.18) 012
Octreotide compared with terlipressin I
I Mortality 6 752 0.98 (0.63-152) 0.9

Haemostasis 7 782 1.00 (0.91-110) 0.98

Rebleeding 5 375 110 (0.73-1.68) 0.65 I

Hospital stay 2 412 1.25 (0.54-3.04) 017
[ Transfusinn reguiremgnt 4 | 527 —0.49 (=152 to 0.55) 0.36 _l
Octreotide compared with somatostatin

Mortality 2 173 151 (0.60-3.79) 0.38

Haemostasis 3 314 0.89 (0.76-1.05) 017

Rebleeding 2 173 1.66 (0.91-3.03) 010
Octreotide compared with vasopressin

Mortality 1 48 1.00 (0.54-1.85) 1.00

Haemaostasis 2 204 1.31 (110-1.56) 0.002 (favours octreotide)
Vasopressin compared with somatostatin

Mortality 4 207 1.25 (0.69-2.28) 0.47

Haemostasis 6 379 0.75 (0.61-0.92) 0.006 (favours somatostatin)

Rebleeding 3 158 0.60 (031-1.14) 0.12
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Terlipressin for the treatment of acute variceal
bleeding

A systematic review and meta-analysis of randomized controlled
trials
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1) Terlipressin vs No Vasoactive Drug

Terlipressin No vasoactive drug Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events _Total M-H. Random, 95% CI M-H. Random, 95% CI|
1.1.1 Initial control of bleeding
Freeman 1989 9 15 6 16 2.50 [0.59, 10.62] %
Subtotal (95% Cl) 15 16 2.50 [0.59, 10.62] g T
Total events 9 6

Heterogeneity: Not applicable
Test for overall effect: Z =124 (P =0.21)

1.1.2 <48 hours control of bleeding

Levacher 1995 29 41 20 43 2.78 [1.13, 6.84] B
Pauwels 1994 10 17 8 14 1.07 [0.26, 4.49] I

Soderlund 1990 28 31 17 29 6.59 [1.62, 26.75] v
Walker 1986 20 25 13 25 3.69 [1.05, 12.96] .
Subtotal (95% CI) 114 111 2.94 [1.57, 5.51] =g
Total events 87 58

Heterogeneity: Tau* = 0.04; Chi*=3.32,df =3 (P = 0.34), P = 10%
Test for overall effect: Z = 3.36 (P = 0.0008)

1.1.3 5-day control of bleeding

Brunati 1996 22 28 16 27 2.52[0.77. 8.24] ®
Freeman 1989 8 15 3 15 4.57 [0.90, 23.14) =
Patch 1999 29 66 26 66 1.21 [0.60, 2.41] ===
Subtotal (95% Cl) 109 108 1.86 [0.90, 3.87] R
Total events 59 45

Heterogeneity: Tau® = 0.13; Chi* = 2.79, df = 2 (P = 0.25); I? = 28%
Test for overall effect: Z = 1.67 (P = 0.10)

L L ] 'l
I 1

0.02 0.1 1 10 50
Figure 2. Forest plot showing the difference in the control of bleeding in patients treated with teripressin compared with no vasoactive drugs.
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1) Terlipressin vs No Vasoactive Drug

Terlipressin No vasoactive drug Odds Ratio Odds Ratio
Study or Subgroup _Events Total Events Total % Cl M-H. Random, 95% CI
1.3.1 In-hospital mortality
Freeman 1989 3 15 - 16 0.75[0.14, 4.09] =
Soderiund 1990 3 31 1" 29 0.18[0.04, 0.72) "
Walker 1986 3 25 8 25 0.29 [0.07, 1.26] o
Subtotal (95% CI) " 70 0.31 [0.13, 0.73] =S
Total events 9 23

Heterogeneity: Tau? = 0.00; Chi*=1.68,df =2 (P =0.43); P = 0%
Test for overall effect: Z = 2.65 (P = 0.008)

1.3.2 5-day mortality

Brunati 1996 4 28 4 27 0.96 [0.21, 4.29] 1
Patch 1999 11 66 9 66 1.27 [0.49, 3.29) -
Subtotal (95% CI) 04 93 1.17 [0.52, 2.62] Rl
Total events 15 13

Heterogeneity: Tau*=0.00; Chi*=0.09,df =1 (P =0.76); ¥ = 0%
Test for overall effect: Z = 0.38 (P = 0.70)

1.3.3 =42 days mortality

Levacher 1995 12 41 20 43 0.48 [0.19, 1.17] o
Patch 1999 22 66 28 66 0.68 [0.33, 1.38] —r
Pauwels 1994 6 17 5 14 0.98 [0.22, 4.30] ]
Subtotal (95% CI) 124 123 0.63 [0.37, 1.06]

Total events 40 53

Heterogeneity: Tau? = 0.00; Chi*=0.76, df =2 (P = 0.68); I’ = 0%
Test for overall effect: Z = 1.73 (P = 0.08)

L L 1
L)

0.01 0.1 1 10
Figure 3. Forest plot showing the difference in the mortality in patients treated with terlipressin compared with no vasoactive drugs.
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2) Terlipressin vs Somatostatin

Table 2
Results of meta-analyses.

TIDAK SIGNIFIKAN

Heterogeneity Publication bias
No.  No. Pooled OR Pooled WMD Peoger
studies  pts [95% Cl] [95% CI] Pvalue F y°Pvalue  Paggg
2. Terlipressin vs somatostatin
2.1 Control of bleeding
2.1.1 Initial control of bleeding 3 /b8 1.35 [0.88, 2.07] — A7 0% bo 296 30
2.1.2 48-hour control of bleeding 3 230 0.79 [0.41, 1.50] — T (% 8 1.000 .Bbo
2.2 Treatment failure
2.2.1 24-hour treatment failure 1 106 0.52 [0.20, 1.32] - a7 - - - -
2.2.2 5-day treatment failure 3 bff 0.92 [0.61, 1.41] — A1 24 Jb 296 462
2.3 Rebleeding
2.3.1 In-hospital rebleeding 1 106 1.76 [0.74, 4.15 — 20 — — — —
2.3.2 <48 hours rebleeding g 141 0.86 [0.27, 2.74 — al (% b3
2.3.3 H-day rebleeding 2 618 1.10 [0.37, 3.26 - 87 41% 19
2.3.4 42-day rebleeding 2 303 0.99 [0.57, 1.71 - 97 0% 66
2.4 Mortality
2.4.1 In-hospital mortality 2 140 0.85 [0.38, 1.91] - 69 0% 49
2 4.2 5-day mortality 3 677 | 1.01 [0.59, 1.71] — 98 0% 69
2 4.3 <42 days mortality 4 858 | 1.12 [0.76, 1.66] — 57 0% .94
2.5 Transfusion requirements B 954 - 0.59 [—-0.19, 1.37] 14 81% 0001
2.6 Duration of hospital stay 2 204 - —0.24 [-2.60, 2.12] 84 0% 39
2.7 Complications i 822 2.44 [1.03, 5.80] — L4 01% 1




EVIDENCE (3)

3) Terlipressin vs Octreotide

Table 2
Results of meta-analyses. TIDAK SIGNIFIKAN

Heterogeneity Publication bias
No.  No. Pooled OR Pooled WMD Peoger
studies  pts [95% Cl] [95% CI] Pvalue F y°Pvalue  Paggg
3. Terlipressin vs octreotide
3.1 Control of bleeding
3.1.1 Initial conirol of bleeding 5 1154 | 1.26 [0.74, 2.14] - 39 26% 25 806 503
| 3.1.2 <24 hours control of bleeding 2 147 0.37 [0.18, 0.76] - 007 0% 87 1.000 - |
1.3 5-0ay comrol of Dleeding 1 56 | 1.22 0.9, 4.29] - 75 - - - -
3.2 5-day treatment failure 1 521 0.83 [0.51, 1.35] - 45 - - - -
3.3 Rebleeding
3.3.1 <48hours rebleeding 1 60 0.68 [0.20, 2.33 - 54 - - - -
3.3.2 5-day rebleeding 3 bdd 0.64 |0.41, 1./1 — b3 0% bo
3.3.3 <42 days rebleeding i 364 0.90 [0.35, 2.63 — 43 be% 12
3.3.4 60-day rebleeding 1 bl 1.00 |0.13, 7.60 — 1.00 — —
3.4. Mortality
3.4.1 In-hospital mortality 1 324 1.29 [0.47, 3.54] - 63 - -
3.4.2 5-day mortality 3 657 | 0.89 [0.51, 1.53) — 67 0% 93
3.4.3 <60 days mortality B 977 1.03 [0.71, 1.48] - 88 0% 91
3.5 Transfusion requirements “ 993 - 0.02 [-0.29, 0.34] 90 0% 74
3.6 Duration of hospital stay 2 412 — —1.25[-3.04, 054 17  38% 20
3.7 Complications 3 668 2.50 [0.83, 7.56] - 10 74% 02
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3) Terlipressin vs Vasopressin

Table 2
Results of meta-analyses. TIDAK SIGNIFIKAN
Heterogeneity Publication bias
No.  No. Pooled OR Pooled WMD Pegger
studies  pts [95% CI] [95% CI] Pvalue F  ;°Pvalue  Poogg
4. Terlipressin vs vasopressin
4.1 24-hour control of bleeding D 247 | 1.60 [0.53, 4.88] - 41 b 03 606 bab
4.2 Rebleeding
4.2.1 In-hospital rebleeding i 34 3.27 [0.24, 45.29] - 8 23% 19 1.000 -
4.2.2 7-day rebleeding 1 28 |1.78 [0.32, 10.01) - 51 - - - -
4.3 Mortality
4.3.1 In-hospital mortality 3 91 1.20 [0.50, 2.89] — 69 0% .74
4.3.2 42-day mortality 1 45 | 1.82 [0.54, 6.07] — 33 — -
4.4 Transfusion requirements 1 45 - 0.80 [-1.46, 3.06] 49 - -
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3) Terlipressin vs Terlipresin+EVL / Sclerotherapy

Table 2
Fluelt's'r of meta-analyses. TIDAK SIGNIFIKAN

Heterogeneity Publication bias

No.  No. Pooled OR Pooled WMD Peoger
studies  pts [95% CI] [95% Cl] Pvalue F y°Pvalue  Pagyg
5. Terlipressin vs terfipressin plus EVL

5.1 48-hour control of bleeding 1 93 0.23 [0.02, 212] — 19 — — — —
h.2 H-day treatment failure 1 03 |14.46 [1.78, 117.33] — 01 — — — —
5.3 48-120hours rebleeding 1 93 |18.04 [1.00, 325.75) — 05 — — — —
5.4 42-day mortality 1 93 | 3.21 [0.32, 32.04] — 32 — —
5.5 Transfusion requirements

5.5.1 <48 hours transfusion requirements 1 93 - 0.60 [0.00, 1.20] 05 - - - -

5.5.2 49-120 hours transfusion reguirements 1 93 — 1.20 [0.43, 1.97] 002 — — — —
5.6 Duration of hospital stay 1 93 — 1.30 [-0.94, 3.54] 25 — — — —
5.7 Complications 1 93 | 1.13 [050, 257 — 76 — — — —

6. Terlipressin vs sclerotherapy

6.1 48-hour conirol of bleeding 1 219 0.90 [0.46, 1.80] — AT — — — —
6.2 5-day treatment failure 1 219 1.08 [0.61, 1.91] - 78 - - - -
6.3 Rebleeding

6.3.1 5-day rebleeding 1 219 | 1.02 [0.48, 2.18] — 96 — — — —

6.3.2 42-day rebleeding 1 219 | 096 [052, 1.78] — 91 — — — —
6.4 42-day mortality 1 219 | 165 [0.85, 3.19] — 14 — — — —
6.5 Transfusion requirements 1 219 — 0.20 [—1.01, 1.41] 75 — — — —
6.6 Duration of hospital stay 1 219 — —1.00 [-3.65, 165 | 46 — — — —
6.7 Complications 1 M9 | 059 (032, 1.10] _ | 10 _ _ _ _




AVAILABILITY

Indikasi: pengobatan pendarahan varises esofagus
Terlipin (terlipressin 0,86 mg ~ terlipressin acetate 1 mg)

NOMOR REGISTRASI PRODUK PENDAFTAR

1 TERLIPINM
Terbit: 11-06-201% Merk: -

Kemasan: DUS, 1 VIAL @ 1 MG

DEXA MEDICA - Indonesia

MNomor Registrasi DKI1952600144A1 Nama Produk TERLIPIN
Tanggal Terbit 11-06-2019 Bentuk Sediaan SERBUK INIEKSI; 0,86 MG
Masa Berlaku s/d 11-06-2024 Komposisi - TERLIPRESSIMNE ACETATE
Diterbitkan Oleh Registrasi Obat Merk

Direktorat Registrasi Obat Kemasan DUS, 1 VIAL@ 1 MG
Produk Obat Pendaftar DEXA MEDICA - Indonesia - -

GLYPRESSIN
Terbit: 02-04-201% Merk: -

Kemasan: Dus, 1 vial @ 1 mg + 1 ampul pelarut @ 5 mL

Diproduksi Oleh

HYBIO PHARMACEUTICAL Co Ltd - China

ABBOTT INDCOMESIA - Indonesia

Momor Registrasi DKI195170014441 Mama Produk GLYPRESSIN
Tanggal Terbit 02-04-2019 Bentuk Sediaan SERBUK INIEKSI; 0.86 MG
Masa Berlaku s/d 02-04-2024 Komposisi - TERLIPRESSIN
Diterbitkan Oleh Registrasi Obat Merk
Direktorat Registrasi Obat Kemasan Dus, 1 vial @ 1 mg + 1 ampul pelarut @ 5 mL
Produl Obat Pendaftar ABBOTT INDOMESIA - Indonesia - -

Diproduksi Oleh

FERRING GMEH - Federal Republic of Germany




PRICE

TABLE 4. Vasoactive Agents Used in the Management of Acute Variceal Hemorrhage

Drug Recommended Dose Duration
Ocfreofide Inifial IV bolus of 50 micrograms (can be repeated in first hour if ongoing bleeding) 2-5 days
(SMT analogue)

Continuous 1V infusion of 50ug/r

Vasopressin Continuous IV infusion: 0.2-0.4 U/min; can be increased fo 0.8 U/min 24 hours

It should always be accompanied by IV nifroglycerin at a starting dose of 40 pg/min, which
can be increased fo a maximum of 400 pg/min, adjusted to maintain a systolic blood
pressure 90 mm HQg.

SMT Inifial IV bolus 250 pg (can be repeated in the first hour if ongoing bleeding) 2-5 days
Continuous 1V infusion of 250-500ug/h

Terlipressin| Inifial 48 hours: 2mg IV every 4 hours until control of bleeding

(VP analogue) Maintenance: 1 mg IV every 4 hours to prevent rebleeding

Only one of these four agents should be used.

Abbreviations: IV, intravenous; SM T, somatostatin; VP, vasopressin.

Garcia-Tsao, et al, 2017
(Portal Hypertensive Bleeding in Cirrhosis: Risk Stratification, Diagnosis, and Management: 2016 Practice Guidance by the American Association for the Study of Liver Dise



OCTREOTIDE

SOMATOSTATIN

TERLIPRESSIN

Glypressin

Terlipin

Per ampul Sandostatin® Somatostatin Rp. 814.000 (ampul 1 mg | Rp. 485.000 (ampul 1 mg
Rp. 356.260 (0,1mg/ml~ | Lyomark® TA) TA)
100 mcg/ml) Rp. 880.600,- (ampul
3000 mcg)
Octide® Rp. 148.500
(0,2mg/ml ~ 100 mcg/ml)
Dosis 50 mcg/jam selama 2-5 hari | 250-500 mcg/jam selama | Dosis 48 jam (2 hari Dosis 48 jam (2 hari

1 hari =50 mcg x 24 = 1200
mcg
12 ampul

2-5 hari

1 hari = 6000 mcg ~ 2
ampul /12.000 mcg ~ 4
ampul

pertama) 2 mg TA setiap
4 jam = Rp. 19.536.000,-

Dosis 3 hari 1 mg setiap 4
jam = Rp. 14.652.000,-

pertama) 2 mg TA setiap
4 jam = Rp. 11.640.000,-

Dosis 3 hari 1 mg setiap 4
jam = Rp. 8.730.000,-

Total biaya 1 siklus

Sandostatin

Rp. 8.550.240 — Rp.
21.375.600

Octide

Rp. 3.564.000 — Rp.
8.910.000

250 mcg
Rp. 3.522.400 — Rp.
8.806.000,-

500 mcg
Rp. 7.044.800 — Rp.
17.612.000

Rp. 34.188.000,-

Rp. 20.370.000,-

TA: terlipressin acetate




CONCLUSION

1. Terlipressin memiliki kelebihan secara farmakokinetika yang dapat bermanfaat pada
praktek Klinis, yakni memiliki waktu paruh yang panjang sehingga memungkinkan
pemberian dengan rute selain infus berkelanjutan

2. Hasil kajian terhadap bukti penelitian menunjukkan efektivitas dan keamanan
Terlipressin yang sebanding dengan vasoaktif lain, termasuk somatostatin.

3. Harga yang relatif lebih mahal dibandingkan jenis vasoaktif yang lain dapat menjadi

pertimbangan penggunaan Terlipressin Khususnya di era implementasi JKN.
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