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MeTaaHanus — , BKITIOUQIOLUA CTATUCTUYECKNE MeTOAbl OObeaNHEHUS
N CYMMUPOBAHUS PE3YNbTATOB
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Tvn gokaszaTtenbHOCTH

= ,D,DKCIECITEJ'I bCTBA Nony4yeHbl B pe3ynbtdTe MeTaaHanmnaa 6onbLLIOro Yncna XOopowo CNNMaHMpOBAHHDBIX PAHOOMW3NPOBAHHDbIX nccneqoBAHUN.

= PﬂHnGMHEHpGBﬂHHbIE nccnegoBdHUA € HU3KMM YPOBHEM NNOXKHOMO3UTUBHbIX N NTOXKHOHETATUBHbIX oLWMNBOK.

= HDI{GEGTEJ'I bCTBA OCHOBAHbLI HA PE3YyNbTATAX HE MEHEE OOHOINo Xopowo CrnN/IaHUpPOBAHHOIO PAQHOAOMW3INPOBAHHOIO NCCnegoBaHMA.

— PﬂHnDMHSHpGBﬂHHbIE nccnegoedHNA C BbICOKMM YPOBHEM NOXKHOMNO3UTUBHDBIX W NOXKHOHENaTUBHDbIX OLLIMBOOK.

— ,D,GKE]SE]TEJ'I bCTBA OCHOBAHbLI HA Pe3ynbTaATAX XOPOLWO CNNAHWPOBAHHDBIX HEPAHOOMW3NPOBAHHDIX UccnegoBAHUN.

— KoHTponupyemble nccrnefjoBaHns ¢ ofHOM rpynmnomn 6onbHbIX, UCCNEeaoBAHUS C rPYNNon UCTOPUUYECKOTO KOHTPONS U T. A,

IV

= ,D,DI(GEE]TEJ'I bCTBA NONy4YeHbl B pe3ynbTadTe HEPAHOOMW3INP OBAHHDbIX nccnepgoBaHUN.

= HEI'IPHMI:IE CPABHWUTENbHbIE, ONUCATENBPHO KOPpEenNnauUUnOHHbIE NCCNEeNOBAHUA W UCCNENOBAHNA KINMHWYECKUX Cny4yaeB.

- ,D,DI{GEE]TEJ'I bCTBA OCHOBAHbLI HA KITMHUYECKNX CNy4Yasax n npumMmepax.
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TRANSPARENT REPORTING ofF SYSTEMATIC REVIEWS ano META-AMALYSES

HOME PRISMA S1ATEMENT EXTEMSILNS I RARNSLATONS PROTOCOL S EMDCHSEMEN Meawes

Welcome to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses Kev D i
(PRISMA) website! ke R
» PRISMA Chechlist

FRISMA is an evidence-based minimum set of items for reporting in systematic reviews and meta-analyses. PRISMA focuses on the reporting of reviews » PRISMA flow diagram
evaluating randomized raks, but can also be used as a bases for reporting systematic reviews of other types of research, particularly evaluabions of interventions, « PRISMA Statement

+ PRISMA E&E

Who should use PRISMA?

= Authors: PRISMA aims to help authors improve the reporting of systematic reviews and meta-analyseas, PROSPERD
# Journal Peer reviewers and editors: PRISMA may also be useful for critical appraizal of published systematic reviews, although it is not a guality International prospective register of systematic reviews
assessment instrument 1o gavge the quality of a systematic review,

News Feed e GQUGTOF

PRISMA Website re-design network

The PRISMA website underwent a much-nesded update in October 2015 to update the content of the website. We have updated the look of the site and

added the PRISMA extensions, franglations, and information about review protocols,
Tweets by @PRISMAStatement

PRISMA Extensions!

Several PRISMA extensions have bean published in 2015 so far,
# PRIZSMA-F for developing review protocols was published in January 2015 in Systematic Reviews and the BAL..
¢ PRISMA-IPD (individual patient data) was publizshed in JAMA in April
¢ PRISMA-NMA (Metwork Meta-Analyses) was published in Annals of Internal Medicine in June

I mese are in additon to the PHISMA ADSIFAct and Equily extensions, all tound on the FHISMA webahe, hene.

R=ad more...
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PRISMA -P (Preferred Reporting Items for Systematic review and Meta -Analysis Protocols) 2015 checklist: recommended items to address in a systematic review protocol

Section and topic ltem No Checklist item
ADMINISTRATIVE INFORMATION
Title:
Identific ation 1a Identification the report as a protocol of a systematic review
Update 1b If the protocol is for an update of a previous systematic review, identify as such
Registration 2 If registered, provide the name of the registry (such as PROSPERQ) and registration number
Authors:
Contact 3a Provide name, institutional affiliation, e- mail address of all protocol authors; provide physical mailing address of

corresponding author

Contributions 3b Describe contributions of protocol authors and identify the guarantor of the review
Amendments 4 If the protocol represents an amendment of a previously completed or published protocol, identify as such and list changes;
otherwise, state plan for documenting important protocol amendments
Support:
Sources Sa Indicate sources of financial or other support for the review
Sponsor Sb Provide name for the review funder and./or sponsor
Role of sponsor or funder Se Describe roles of funder(s), sponsor(s) , and/or institution(s), if any, in developing the protocol
INTRODUCTION
Rationale 6 Describe the rationale for the review in the context of what is already known
Objectives 7 Provide an explicit statement of the question(s) the review will address with reference to participants, interventions,
comparators and outmmes (PICO)
METHODS
Eligibility criteria 8 Specify the study characteristics (such as PICO, study design, setting, time frame) and report characteristics (such as years
considered, language, publication status) to be used as criteria for eligibility for the review
Information sources 9 Describe all intended information sources (such as electronic databases, contact with study authors, trial registers or other
grey literature sources) with planned dates of coverage
Search strategy 10 Present draft of seach strategy to be used for at least one electronic database, including planned limits, such that it could be

Study records:
Data management

Ma

Describe the mechanism(s) that will be used to manage records and data throughout the review

http://prisma-statement.org/docu-
ments/PRISMA-P-checklist.pdf
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METOObI

MpoTtokon u perncTpauyns

Kputepun npueMneMocTm

MecTounnkn mHdopmaumn

Nowuck

Ot6op uccnegoBaHns

Mpouecc cBopa aaHHbIX

HaHHble

Puck NPenNB3ATOCTA B
OTAeNbHBIX WCCNefOoBAHWAX

10

11

12

MaeHTuduumpyiTe oTUeT KAK CUCTEMATUYECKMA 0030, METOOHANKU2 UNK U TO U ApYroe.

MpegocTaeeTe CTPYKTYPUPOBOHHOE KPATKOE ONWCAHKUE, KOTOPOE BKNYaeT B cebd, ecnn NPUMEHUMO: BBOOHYIO
MHPOPMALKIO; LENK; MCTOYHUKK AQHHBIX; KPUTEP WK NPHEMNEMOCTH UCCNEAOBAaHNS, YYOCTHUKOB U BMELLATENbCTE;

MeTOoObl OUEHKHW W CUHTE3Q MCCNefOBaHWA; PEeRYNbTATH; OrPAHHUYEeHWH; 2AKNDYeHAA U BRIBOObBI O KNIOYEBBIX PE2YNbTATAX;

PEMMCTRPALMOHHBIA HOMER CUCTEMAOTUYECKOMD ﬂﬁﬂﬂpﬂ,

OnuwnTe oBocHoBaHWe GEE'EIP-I:I B KOHTEKCTE TOro, 4TO YXe M3BECTHO.

n PefOCTABLTE YETKOE ONUCAOHWE DACCMATPWUEBAEMBIX BONPOCORE C YKAZAHWEM YYACTHUKOBE, EBMEWLATENLCTE, CPAOBHEHWA,

pesynsTaToR M AM3giHa uccnegoeanus (PICOS).

YkaxuTe, MMEeTCcH N1 NpoTokon o630pa, 1 MOXHO NK U FOe MOXHO ero nocMoTpeTh (Hanpumep, se6-agpec),
W, NPH HOnW4YKMK, NPeROCTABLTE PErMCT PALUMOHHY IO MHGOPMALIMIO, BKNIOYAA PErMCTPALMOHHBIR HOMEP.

YkaxuTe xapakTepucTHKin uccnepoeaHua (Hanpumep, PICOS, gnutensHocTs nocnegyiolwero HabniogeHns)
W XQPAKTePUCTHKKM oTueTa (HanpUMep, paccMaTpUBaeMble Foabl, A3bIK, CTATYC NyBAMKaUUM), KoTopsle
MCNONbL30BANMCE KOKKPUTE UK NPUEMNEMOCTH, NPegocTaenas oB0CHOBAHME,

Onuwmnte Bce cTouHMKKM MHpopmMaummn (Hanpumep, 6a3bl AQHHBIX © AAQTAMW NPOCMOTPA, KOHTAKT € QBTOPAMM
WCCAeROBaHUA ANA onpefeneHns SONOAHUTENbHBIX MCCNEAOBAHWA) B NOMCKE M AATY NOCNefHEero noucKa.

MpepocTaeuT NOAHYIO CTPATEMMIO ANEKTPOHHOMO NOUCKA, KOK MUHUMYM, NO OAHOK 6aze AaHHbIX, BKIoYas nobble
WCMONb30BAHHbIE OrPAHUYEHNS, TAK, UTOBBI MOXHO BbINO €€ NOBTOPUTS.

Ykaxute npouecc 'DTEGFHJ MCCNegoBaHKK (T.'E, CKPWHWUHT, NPUEMNEMOCTb, BKNIOYEHO B CUCTEMATHUYECKHA GEEGP,
M, BCNK NPUMEHWMO, BEKNIOYEHD B HE‘I‘Q'ﬂHﬂﬂHS},

OnuwmnTe MeTon W3BNeYeHWs AaHHbIX M3 oTueToB (HanpuMep, NpobHble GOpPMbI, COMOCTOATENBHO, NPOBEAEHD
ABYMS CRELManUCTaMK) U NPOLECT NONYYEHMS U NOATBE PXOE HWS AAHHBIX OT UCCNefoBaTene.

MNepeuncnute W onpegennTe BCe NepPeMeHHble, AN KOTOPLIX OCYLWECTBASNCH NOWcK AaHHbiX (Hanpumep, PICOS,
WCTOUHMKKN P UHOHCUPOBOHWA) U NI0Gble BHECE HHbIE NPEeONONoXKEHUS W YN POLLEH WS,

OnuwnTe MeTogbl, MCNONL3OBAHHBIE NS OUEHKK PUCKO NPEAB3ATOCTU OTAENbHBIX MCCNeQOBaHNA
(ekniouas nHopMaumio o ToM, BLINO N 3TO CAGNAHO HA YPOBHE MCCNEAOBAHWSAUIM HQ YPOBHE PesynsTaToB)
M KQK aHHas MHbopMauma qonxHa ByaeT MCnonb3cBaTECS B CUHTE3e JaHHBIX.

m PRISMA 2009 KoHTponbHbih nucT

http://prisma-statement.org/documents/
PRISMA?20Russian?%20checklist.pdf



http://www.cochrane.org/

KOXPGHOBCI(OE' COTPYAHUHYECTBO — 3TO MeEXAYHAPOOAHAA HEKOMMEPYECKAA OPIrdHn3dLns.

— cobupaTtb HOBEWLLYIO, AOCTOBEPHYIO MHPOPMALIMIO O PEe3yNbTATAX
MeOULMHCKNX BMELLATENbCTB.



B KoxpaHosckon 6ubnuoteke (Cochrane Library) npenctaeneHsi:
— KoxpaHOBCKUIA perucTp KOHTPONMpPYEMbIX UCTIBITAHUN;
— KoxpaHoBckas 6a3a gaHHbIX CUCTEMATUUECKUX 0O30POB;

— Basbl gaHHbIX pedepaTtos no apdektTusHocTn (DARE).



CuctemaTtuueckune o630pbl
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NecTounuk: Jo McKenzie & Miranda Cumpston



— 0bbeguHsSeT pe3ynbTaThl ABYX Unn 6onee nccneqoBaHUM
— OLIEHUBAET «CpeaHUn» Unn «odLLNIn» 3pPeKkT

— Heobs3aTENbHAS YACTb CUCTEMATUYECKOIO 0630[.')(]

Cucrtematnueckue
0630pbl

MeTaaHanusbi



— KonunuecTtBeHHO oueHunBATb SdDCIJEI(TbI neyveHnda 1 X HeonpeneieHHoOCTDb
— YBENnuuMBaATH MOLLUHOCTD

— YBENMUMBATb TOYHOCTDb

- MCCJ’IE‘JJ,OBGTI: Pas3/inuna MexXxay nccrieoBaHNAMMU

- PCIBPEUJGTb HECOITIACOBAHHOCTD NPOTUBOPEYYNBDIX nccnegoBaHUM

= rE'.‘HepI«‘IPOBGTb HOBbIE T'NNoTe3bl



CwmMelueHue 960K ¢ anenbCnHaMu

KCI)KJJ,OE BKJTIOMEeHHOE UccjiegosaHue QOoJiI>KHO OSPCIUJ,GTbCFI KOAOHOMY U TOMY >XXeE BOIpPOCY

— PaccmoTpute cpaBHeHUs u ncxogb!
— TpebyeT Bawero cybbeKTUBHOIO CYXAeHUS

= Os'hE‘JJ,MHE'HHe WMPOKOIo HCI6OPCI nccneqoBaHUM oTBeydeT HA WNPOKKne BONpoChHI

— OTBET MOXET He UMETb HUKAKOIO CMbICIIA U UCTUHHbIE 3¢¢6KTbI MOTI'YT ObITb HE BUOHDI,
ecCJin ncciiegoepdHus CJiMLLUKOM pG3HDO6p03HbI

NcTounuk: Julian Higgins



Mycop Ha Bxoge — Mycop HQ BbIXxofe

MeTaaHannM3 TonbKo HACTONbKO XOpPOLUW, HACKOJIbKO XOpOLWW BKJTKOMEHHDbBIE B HEITO NCCJ1IEe4O0BAHWUA

— Ecnu BknoyeHHble ncclriegoBdHugd CMeLlleHbl (I'IpeJJ,BBFITbI):

— Pe3ynbTaT MeTAAHANN3a TakXe BygeT HenpaBUsbHbIM
— co3faeTcs BnevaTtneHune 6onbluert [OCTOBEPHOCTMU C Honee y3KuM foBepUTENbHbIM MHTEPBASIOM

— Ecnn npucytctByeT cepbesHoe NyOnmMKAUMOHHOE CMELLEHME:

— HepenpeseHTaTUBHbIN HAOOP NCCNeaOBAHUIA MOXET AATb PE3YNbTAT, BBOASLLMUMA B 3a6ny>XaeHue

NcTounuk: Julian Higgins



YcTaHOBUTb, HOCKONbKO LenecoobpasHo npoBegeHne MeTaaHanusa, u cpopMynMpoBaATh ero Lesb

BprGGOTGTb CTPATErnO NOMCKA OTHOCALLMXCHA K AHANTU3Y nccrnenoea HUW; onpenennTb MeTonbl E}Téﬂ'pﬂ M CTATUCTUYECKOIO
AHANMN3Aa OAHHDbIX, d TAQK>Xe OLUeHKW Ka4eCcTBd I'IY6ﬂHKCILII"‘Iﬁ; onpenennTb KpUtTepun BKNOYEHUA OPUTrMHAJIbHDbIX nccrneaoBaHUU

B METAQHANN3
HanTu BCce OTHOCSALMECS K TEME METAQHANN3A UCCNEAOBAHUS, OTBEUYAIOLLME KPUTEPUAM BKITHOUEH NS
OueHnUTb MeTogonorMyeckoe KauecTso OPUrMHAnNbHbIX nccnenoBaHun (nybnukauui) n oTobpaTh WX AN BKIIOUYEHUS B AHANU3
CdopMupoBaTtb MaKCUMAnbHO MosHYK 6a3y AAHHbIX NyTEM OTOOPA UX U3 BKITIOUAEMbIX OPUrMHAbHbIX MCCeN0BAHUNA

O6beauHUTb 3TU AaHHbIE Ons aHanusa no metogam Mantel—Haenszel (ans monenu noctosHHbix addekTos), DerSimonian
n Laird (nns mopenu cnyuaiiHbix 3¢ dekToB) M NOrMCTUUYECKOro PerpecCuoHHOrO AHANU3d, MPOBOAUMOrO C YUYETOM
nporHocTuyeckux dpaktopos (Hanpumep, AN AHANU3A OAHHbIX 06CEPBALMOHHBIX UCCNEeA0BAHUIA)

C noMoLLblo CTATUCTUYECKUX METOL0B YYEeCTb CONyTCTBYoWME PAKTOPbI, CNOCOOHbIE MOBMUATD HO KOHEUYHbIA PE3YNbTaT,
N NPOBECTU AHANN3

OnucaTtb Bce BO3MOXHbIE OrPAHUYEHUS U PACXOXAEHUS B CyLLuecTByoLen 6ase AaHHbIX

HOJJ,I'OTOBHTI: BblIBOObl N pEKOMEHOAUWK O Bpﬂ‘-l&ﬁHOlFl NMPAKTUKA K 0anbHenLnXx HAY4YHbIX nccnenoBaHUN

[loaroToBUTbH CTPYKTYPUPOBAHHBIN pedepaT
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Figure 2.
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Figure 3.

Description Tetracycline- Tetracycline- Relative risk Relative risk
rifampicin streptomycin (fixed) (95% CI) (fixed) (95% CI)
n/N n/N

Acocella 1989+72 3/63 2/93 = 1.26 (0.22 to 7.27)

Ariza 198573 7/18 2/28 s> 5.44(1.27 to 23.34)

Ariza 1992+ o/44 3/31 = 1.93 (0.49 to 7.63)

Bayindir 2003"° 5/20 6/41 2 1.71 (0.59 to 493)

Colmenero 1989+ e 5/59 = 1.59 (0.54 to 4.70)

Colmenero 1994~7 2/10 0/9 =—> 455 (0.25 to 83.70)

Dorado 1988+7¢ 8/27 4/24 = 1.78 (0.61 to 517)

Ersoy 20057 7/45 4/32 = 1.24 (0.40 to 3.90)

Kosmidis 1982+ 1/10 2/10 = El 0.50 (0.05 to 4.67)

Montejo 1993"¢ 6/46 4/84 2 274 (0.81 to 9.21)

Rodriguez Zapata 1987"% 3/32 1/36 » = 3.38(0.37 to 30.84)

Solera 199183 12/34 3/36 =—=> 424(1.31t01372) Liberati A, Altman DG, Tetzlaft ], Mulrow C, Gatzsche PC, et

. o eensny SO DR RS o v i e
Total (95% CI) >01 97 > 2.30 (1650 3.21) Interventions: Explanation and Elaboration. PLoS Med 6(7):

e1000100. doi:10.1371/journal.pmed.1000100

https://www.researchgate.net/publication/26694677_The_PRIS-

_ Favours Favours MA_Statement_for_Reporting_Systematic_Reviews_and_Me-
Test for heterogeneity: x*=7.64, df=12, P=0.81, I’=07% tetracycline- tetracycline- ta-Analyses_of_Studies_That_Evaluate_Health_Care_Interven-

Test for overall effect: z=4.94, P<0.001 rifampicin wire promycin tiDHE_ExF}lG nation_and_Elaboration

Total events: 94 (tetracycline-rifampicin), 01 02 05 1 2 5 10

45 (tetracycline-streptomycin)



OLLUNBKA CUCTEMATUYECKAG4, cuH. cmewwenne (BIAS) — oTknoHeHue OT UCTUHDI
WNK NpoLecc, NPMBOASALLMIA K nogobHoMy oTknoHeHuo. JTioboe yknoHeHnne (uckaxeHnue) B cbope,

, UHTepnpeTauuu, nybnukauum unm ob3ope AaHHbIX, Beayllee K BbIBOOAM, KOTOpble
CUCTEMATUYECKN OTIIUYAIOTCS OT UCTUHDI.

Yepes S net nocne opobperHus FDA MHorne nccnegosaHus 6uinu no-npexHeMy He onybaMKOBAHbI.
PacxoxpeHus mexay AaHHbIMU, KOTopble 6binu paccMmoTpeHbl FDA, u nHpopmaumei, HaaeHHOM B
onybnMKOBAHHBIX UCCIeNOBAHUSX, KAOK MPABUIIO, MPUBOAST K NPeAcTABNEHUIO B NYONUKALMAX HOBbIX
npenapaTtos B 6onee 6rnaronpusTHoM ceeTe. [akuM ob6pasoM, UHPoOpMALUS, KOTOPYIO MOXHO FIErKo
NONYYUTb B MEAULIMHCKOW HAYYHOW NUTEPATYpE, ABNSETCA HEMOMHOW U MOTEHLUUANbHO NPenB3sTOMN.

(Hopewell et al., 2013)



Figure 4.
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Liberati A, Altman DG, Tetzlaff ], Mulrow C, Gatzsche PC, et
al. 2009) The PRISMA Statement for Reporting Systematic Re-
views and Meta-Analyses of Studies That Evaluate Health Care
Interventions: Explanation and Elaboration. PLoS Med 6(7):

e1000100. doi:10.1371/journal.pmed.1000100
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MA_Statement_for_Reporting_Systematic_Reviews_and_Me-
ta-Analyses_of_Studies_That_Evaluate_Health_Care_Interven-
tions_Explanation_and_Elaboration



Br | Ophthalmol 2001;85:963-990

Meta-analysis of randomised controlled trials comparing latanoprost
with timolol in the treatment of patients with open angle glaucoma or
ocular hypertension

WY Zhang, A Li Wan Po, H S Dua, A Azuara-Blanco

Aim — To evaluate the comparative efficacy and tolerance

of latanoprost versus timolol through a meta-analysis of
randomised controlled trials (RCTs).




Methods — Systematic retrieval of RCTs of latanoprost ver-
sus timolol to allow pooling of results from head to head
comparison studies. Quality of trials was assessed based on
randomisation, masking, and withdrawal. Sensitivity anal-
yses were used to estimate the effects of quality of study
on outcomes. The data sources were Medline, Embase,
Scientific Citation Index, Merck Glaucoma, and Pharmacia
and Upjohn ophthalmology databases. There were 1256
patients with open angle glaucoma or ocular hypertension
reported in 11 trials of latanoprost versus timolol. The main
outcome measures were (I) per-centage intraocular pressure
(I0P) re-duction for efficacy; (II) relative risk, risk difference,
and number needed to harm for side effects such as hyper-
aemia, conjunctivitis, increased pigmentation, hypotension,
and bradycardia expressed as dichotomous outcomes; and
(II) reduc-tion in systemic blood pressure and heart rate as
side effects.



TCI b I e l M eS H Sed rC h St rqtegy Potentially relevant RCTs identified and

screened for retrieval (n = 25) 557

Stage | Diseases Stage 2 Drugs ________________ RCT excluded, because of closed angle
9 E g rrrrrrr }
E glaucoma (n=1)"

1 exp glaucoma* or exp glaucoma, open angle* 4 exp prostaglandin F, synthetic* V
2 exp ocular hypertension* S exp adrenergic B antagonists* RCTs retrieved for more detailed
2 1or2 6 4and 5 evaluation (n = 24) %7
S .. RCTs excluded, because of non-comparison
: : 1418
Finally, we combined three stages together using: 3 and 6 and 11 ; between latanoprost versus timolol (n = 5)

Potentially approprate RCTs to be included
in the systematic review (n = 19) %%

Stage 3 Study methods T . RCTs excluded, because of duplication (n =3), '**
: other outcomes (n = 2) 2%

v

7  exp clinical trials* or exp randomised controlled trials*
8 exp double blind method* RCTs included in the systematic review

_ 14) 24-37
9 exp single blind method* ) :
10  exp random allocation* : T e
: s excluded from primary pooling ot efhcacy
1 7or8ordor10 o> data, because of follow up studies after RCTs
: (n = 3) 4420
exp = explode. v

*MeSH search including all subject headings under the title RCTs included in the pooling (n = 11) 2%



Table 2. Characteristics of randomised controlled trials comparing latanoprost and timolol

Design  Latanoprost (%) Timolol (%) Location Withdrawals  Sex (M/F) Mean age Baseline IOP (mean (SE) End point IOP (mean (SE))
%) (range, years) Latanoprost  Timolol Latanoprost  Timolol

Alm et al DB-F, 0.005 eve/maor 0.5 bid Scand 6 months 267 15(8) 116/151 67 (40-85) N 123 o3 25.5(0.5) 24.6 (0.3) 17.0 (0.4) 179 (0.3)
1985 (27) DB-C
Aquino et al
1999 (28] DB-P 0.005 eve 0.5 bid Philippines 3 months 60 / Fi Fd / / Fi 299 29 18.8 19.6
Camras et al
1996 (29) DB-P 0.005 eve 0.5 bid LUSA 6 months 268 2007 114/154 62 (30-90) 84 170 14 25.3 25.3 s /
Drance et al
1998 (30) DB-C 0.005 eve 0.5 bid Canada 3 weeks 36 3(8 2412 67 36 0 0 15.4(04) 15.3 0.4 11.8 (0.3) 12.2(0.3)
Diestelhorst DB-P, 0.0015/0.005 0.5 bid Germany B weeks 30 2007 9/21 62 (40-79) 25 0 5 281 (26) 27.2(1.4) 19.8 (2.9) 22.6 (0.9)

et al 1997 (31) DB-C bid/eve

Diestelhorst

et al 1998 (32) DB-P 0.005 eve 0.5 bid Germany 1 menth 46 2(7) 20/26 60 (20-77) 42 0 4 25.2(1.2) 24.8 (0.9) 203 (0.8 227 (1.1)
Mastropasqua

et al 1999 (33) DB-P 0.005 eve 0.5 bid Italy 12 months 36 2(6) 21/15 46 (35-58) 0 0 36 24.5 24.0 ! !
Mishima et al

1996 (34) DB-P 0.005 mor 0.5 bid Japan 3 months 184 21 (11) 87/M 57 (22-81) / i / 23.1(0.2) 23.1 (0.2) 16.8 (0.3 18.8 (0.3)
Nicolela et al

1996 (35) DB-C 0.005 mor 0.5 bid Canada 1 week 13 0 (0) 7/8 63 (47-80) 9 6 0 26.70.3 26.7 (1.3) 199 (0.9 21.4 (0.6)
Rulo et al

1994 (36) SB-P 0.006 bid 0.5 bid Holland 1 week 20 1) 812 B3 (40-84) 2 18 0 28.5 (1.8) 24.2 (0.9) ! !
Watson et al

1996 (37) DB-P 0.005 eve 0.5 bid UK 6 months 294 26(9) 191/103 B85 (39-88) 121 148 25 26.2 0.3 26.5 (0.3) 171 (0.2) 177 (0.2)
Total 1256 110 @) 297 293 410 465 137

*No= number of patients; IOP = intraocular pressure (mm Hg); SE = standard error. *DB-P = double blind parallel, SB-P = single blind parallel, DB-C = double blind crossover, DB-P, DB-C = parallel design between latanoprost and timolol, but crossover design between different regimens
of latanoprost. For example, in Alm's study, 27 patients receiving latanoprost were divided into two groups, one received latanoprost in the merning and placebe in the evening for 3 month and then latanoprest in the evening and placebeo in the morning, another started with evening
application and then switched after 3 months. In Diestelhorst’s report, 31 20 patients were treated with latanoprost 0.0015% twice daily or 0.005% once daily for 3 weeks in a crossover design. Ten patients received timolol 0.5% twice daily as control. */ = not reported. *POAG = primary
open angle glaucoma, OH = ocular hypertension, Others = including other types of open angle glaucoma, eg, exfoliation syndrome and pigment dispersion syndrome. *Scand = Scandinavia. *mor = morning regimen, eve = evening regimen, bid = twice per day.



week

Diestelhorst et al 1998
Nicolela et al 1996
Rulo et al 19943
Pooled

X heter

month

Diestelhorst et al 1998
Mishima et al 19963
Watson et al199637
Pooled

X heter

3 months

Alm et al 1995

Aquino et al 1999=
Mastropasqua et al 1999*
Mishima et al 1996
Watson et al 1996

Pooled

X heter

6 months

Alm et al 1995

Camras et al 1996%
Mastropasqua et al 1999%
Watson et al 1996%
Pooled

X heter

12 months

Mastropasqua et al 1999%

Percentage IOP reduction (mean (SE))

Latanoprost

19.8(6.2)
25.5(5.8)
31.2(2.8)
287(2.3)
3.6

19.4 (5.6)
24.101.3)
343 (1.5)
27.3 (4.0)

24 .64

337(286)
371 (4.0

24929
26.801.3)
34704)

31.2(2.3)
24.01*

32.1(2.6)
26.5(1.2)
24.54.3)
34704)
29926

2114

241(4.6)

Timolol

11.3(54)
19.8 (5.3)
24.4(29)
21.2(2.3)

4.59

8.5(2.4)
19.9 (1.1)
34.0 (1.5)
209 (6.3

9422+

29.7 (1.7)
317 (3.8)
21.7(2.8)
19.0 (1.1
32.8(1.5)
26.9(3.4

65.50""

27.201.7)
19.4 (1.0)
20.0 (3.0)
33.2(1.5)
25.01(37)

64.61"

19.2 (3.1)

Difference of the reduction
(95% CI)

8.5(76, 247
5.62(-99, 21.1)
6.85(-1.0,14.7)
6.9 (04,134

0.07

11.0 (0.8, 22.8)
5.2(1.9,84)
0.4(3.9, 46)
3.8(1.2,6.3)
4.57

4.0 (-2.1,10.1)
5.41(-5.5, 16.3)
324710
78 (-4.4,11.2)
19(=226.1)
5.0(2.8,7.3)
497

4.8 (-1.3,11.0)
71(4.0,10.2)
4.5(-5714.8)
1.5 2.8,5.6)
5.0(2.8,7.3)
4.57

49 (=59, 15.8)

0.30
0.48
0.09
0.04

0.07
0.00
0.86
0.00

0.20
0.16

0.42
0.00
0.37
0.00

0.12
0.00
0.39
0.47
0.00

0.57

Efficacy—IOP reduction

The percentage reductions in IOP with latanoprost and timolol at various
time points are shown in Table 3. Both drugs significantly decreased IOP. La-
tanoprost showed better IOP lowering effects than timolol with an addition-
al 4-7% reduction. The differences were all statistically significant except for
the result from a single 12 month study (Figure 2).

Table 3
Percentage |OP reduction from baseline with latanoprost and timolol

*]OP= introcular pressure. Percentage IOP reduction = (baseline IOP — end point IOP)/baseline
IOP x 100%. SE = standard error. X? heter = X? test statistic for heterogeneity.

**p<0.001, random effects model were used for pooling.



Favours timolol Favours latanoprost

1 week
Diestelhorst et al 1998 n = 46 (32) =
Nicolela &f a/ 1996 n =15 (35) z
Rulo et al 1994 n = 20 (36) -
6.9% (D.4%, 13.4%),
pooled ——— . (.04
Q = 0.07 (N5)
1 month
Diestelhorst et al 1998 n = 46 (32) f
Mishima et al 1996 n =184 (34) —
Watson et al 1996 n = 294 (37) —
3.8% (1.2%, 8.3%),
pﬂﬂ|Ed = p = 0.003
Q = 457 (NS)
3 months
Alm et al 1995 n = 267 (27) =
Aquino et al 1999 n = 60 (28) =
Mastropasqua ef al 1999 n = 36 (33) -
Mishima et al 1996 n = 184 (34) ——
Watson ef al 1996 n = 294 (37) i
5.0% (2.8%, 7.3%),
Pooled =000
Q=497 (NS)
6 months
Alm et al 1995 n = 267 (27) &
Camras st al 1996 n = 268 (29) ——
Mastropasqua et al 1999 n = 36 (33) e
Watson ef al 1996 n = 294 (37) ——
5.0% (2.8%, 7.3%),
pDElEd ==l o= 0.000
Q = 4.57 (NS)
12 months
Mastropasqua et al 1999 n = 36 (33) =

-15 -10 -3 0 o 10 1= 20 s 30
Difference in IOP reduction

Figure 2

Difference in percentage IOP reduction from baseline between latanoprost and timolol. Mean dif-
ference and associated 95% confidence interval (——). IOP = intraocular pressure; Q = statistic of
2 test for heterogeneity; NS = no statistical heterogeneity. Numbers in parentheses are references.
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