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2. Failing to demonstrate efficacy or safety

The primary source of trial failure has been and remains an inability
to demonstrate efficacy. Hwang et al. [58] assessed 640 phase 3 trials
with novel therapeutics and found that 54% failed in clinical devel-
opment, with 57% of those failing due to inadequate efficacy. There are
many reasons that potentially efficacious drugs can still fail to

E-mail address: david@trials.ai,

Kak 4yacTto xenaHue He coBrnagaeT C

U3 640 KA Il (Ba3bl HOBbIX
npenapartoB (2010-2015)
54% He npuBenu K
gerMCTpauMM:

1% - no NnpnYnHe He
AOKa3aHHOW
3¢ heKTUBHOCTM.

T.J. Hwang, et al. Failure of investigational
drugs in late-stage clinical development
and publication of trial results, JAMA
Intern. Med 176 (2016) 1826—-1833.



(T OTyer O K/IMHUYECKOM UCCNEA0BAHNUM —
: YHUBEPCaJZIbHbIA AJOKYMEHT,

noatrsep)xaarowinm 3cheKTUBHOCTDb U

6e3onacHOCTb NpenapaTa

[IpodeccnoHanbHoe KNMHNn4Yeckoe coobLLecTBo
BriepBble BUAUT 3@ eKTbl U BbipabaThiBaeT
OTHOLLEHME B Npenapary.

[IOKYMEHT OL|IEHMBAEMbIN BCEMU CTOPOHAMN, B T.4Y. HE
06/1a4al0WIMMU KOMIMETEHTHOCTbLIO B
nposeaeHuun K.

HeoTbeMneMbin 3f1eMeHT AoKa3aTebHOU MeaULUUHDbI.

CTaHOBMUTCHA OTKPbITbIM JOKYMEHTOM (HanpumMep,
EMA)Il




Onsa noBbileHUs1 BepOoATHOCTU ycnexa KU
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Bbl6GOpPOM LLEHTPOB...
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A ecnu ¥enaembiu

pe3ynbTaT He
NOCTUTHYT?

Factor

Opportunity

Role for Artificial Intelligence

Poar study design

Ineffective site selection

Poor recruitment

Patient burden/safety

More complete literature review

Appropriate endpoints
Inappropriate eligibility criteria

Appropriate statistical analysis

Determination of appropriate sample size

Reducing likelihood of amendments

Inconsistencies in protocol

Effective measurement of trade-offs for each site

Improved use of funds

Ensuring appropriate eligibility criteria
Facilitating locating eligible patients

Enrolling patients who are likely to complete the

trial
Minimize travel and wait times

NLP of available literature, finding similar trials, trials addressing similar issues, or trials
addressing different issues utilizing similar techniques, summarized for the study designer
NLP of available literature, showing endpoints/measures used in other similar studies
NLP of similar published tmals to d
potentially important omissions.

NLP of available literature, summarizing statistical methods and associating these methods with
successful or failed outcomes.

Nonlinear modeling, such as with neural networks, to predict patient drop-out rates and better
estimate sample size to avoid becoming underpowered. Agent-based modeling to simulate trial
before execution. Use of NLP to mine previously published trials to determine sample sizes used in
successful trials

NLP and knowledge-based processing to present designer with pertinent information to consider.
NLP (including table-based format) to check time and events schedule against text, as well as
summary of changes for any amendments.

Nonlinear modeling, such as with neural networks, to assess trade-offs site history, staff
experience, investigator enthusiasm, available population, expected patient burden, and financial

suitability of eligibility criteria and any

impact. Potential use of fuzzy logic to provide linguistic measurement descriptions.

Optimizing communication/advertising to maximize cost effectiveness. Targeting communication
to meet patient profile, including sentiment analysis.

NLP on prior publications to identify suitable criteria, and also criteria associated with other trial
failures.

Database coordination, prompting investigators and patients when appropriate trials are available
for specific patients.

NLP and machine learning to profile patients based on prior data on who is more likely to complete
a trial, reducing drop-outs.

Adaptive patient scheduling, also potentially tum-by-turn driving nstructions, using evolutionary
algorithms. Incorporate patient profiles to tailor site assignment /schedules to patient constraints



HeraTuBHbIe NoCneaCcTBUA OTUYETOB, He
noarTreepXxAaromx

B 5 dekTMBHOCTb/6€30MacHOCTb

1. OTKa3 B perucrpaunmn AenctBuTenbHO 3hdMEKTUBHOIO U
6e3onacHoOro npenapaTa; - HeAoCTaTKU opraHu3auuu
KM n yeCTHaA KOHCTaTauuAa pe3sysbTaTa.

2. MonbiTKa He UCKaXkas NepBUYHbIX AAHHbIX
MaHMNY/IMPOBaTb pe3y/ibTaTaMMu:

« Perncrpauuns Head@eKTUBHOro rnpenapaTa Ha
OCHOBaHUM AEKOPATUBHOM YacTu OTYET],
KOHCTaTUpYoLLEeN, YTo npenapat 3dPeKTUBEH U
6e3onaceH;

 Pernctpauus npenapaTa c HeonpeaeneHHou
6e30nacHOCTbIO MO NPUYMHE OrpaHMYEHHON BbIBOPKU.



- ¢ L| 3a ckobkamm:

-MUTaUMA NOMyYEHHbIX AaHHbIX C U3MEHEHMEM NEPBUYHOM
NOKYMEHTALUMN, CKPbITOM 3aMeHOW wnn  nepebopom
NauUMEHTOB, U3MEHEHMEM PE3Y/IbTAaTOB aHa/IM30B U OLIEHOK,
U3MEHEHNEM KOAOB MAaUMEHTOB C LEMNbO MOAyYeHus
HeobxoamMMoro pesynbTrara.

-HecooTBeTCTBME  AAMMHUCTPATMBHLIM  TPEOOBAHUSAM
(HanpuMep, OTYeT BK/IHOYAET YMNOMMHAHWE LIEHTPOB, B
KOTOPbIX UCC/IEA0BAHUE HE MPOBOAMIIOCD).

-ConepxaHne otdyeta KW, koTOopoe He Tpebyetca Ans
NOATBEPXAEHUSA 3PDEKTUBHOCTMN N 6€30MNaCHOCTH.




OCHOBHbI€ rpynnbl MAHUNYAALNNA

[pybble W3MEHeHMs NPOTOKOMQ, NMOO0 MCMONb30BAaHUE W3HAYANBHO
HECOCTOATESbHbIX MPOTOKOJIOB;

YMepeHHble WN3MEHEHUSI MNPOTOKOSA, KOTOpble, B CBSA3M C €ro
M3Ha4YanbHbIMM  HEJOCTaTKaMM  MNPUBOASAT K  METOAO0SIOrMYecKom
HECOCTOSATENbHOCTWN I0KA3aTeNbCTB 3MdPEKTUBHOCTN/6E30NacHOCTH;

Owwnbka cTaT. aHanM3a [AaHHbIX (MrHOpupoBaHME HeobXoAMMBbIX
NonpaBokK, NpUMeHeHne He0bOCHOBAHHbLIX KPUTEPUEB OLIEHKN);

O6pameHme K UCTOpU4eCKMM AdHHbIM, AN14 3dMEHbl PE3YJibTaTOB,
NOJTYHEHHbLIX B Ipyrne CpaBHEHUA,

NrHopupoBaHue 3HaYNMOM reTeporeHHOCTH rpynn nocrne
pPaHAOMU3aALUN™;

icnonb3oBaHue NMONCKOBbIX nccneaoBaHnm B KayecTBe
NOATBEPXAAOWNX;, BapuUaHT Wrpbl B PYNETKYy C LUEIbio HauTu
«XXenaHHyto uenb» B Buge 5% ownbkn nepeoro poaa.




| B A KONNETUA EBPA3UACKON IKOHOMMWYECKOH KOMMUCCHM
eTeporeHHOCTb

PEKOMEHJALMA
oT 3 Hoabpa 2020 . N 19

Mo NPUMEHEHW IO NPUHLMNOB BMOCTATUCTHRI B KAMHHUYECKMX
MCCNEAOBAHWAX NEKAPCTBEHHbBIX NPENAPATOB

Cneayet yCTaHOBUTb NPUYNHY NHOOOM reTeporeHHOCTH
3pPeKTa BMeLaTeNbCTBaA, XapaKTepuU3yroLwencs
Bblpa*XeHHbIMW Ka4eCTBEHHbIMW B3aMMOAENCTBUAMU MEKOY
3dpPeKTOM BMELaATENbCTBA N KIMHUYECKUM LeHTpoM. Ecnun
NPUYMNHA reTeporeHHOCTH apPeKTa BMeLlaTeIbCTBaA HE
YCTaHOBJ/IEHA, TO MOTYT NOTPe60BaTLCA AONO/IHUTENbHbIE
KAUHUYECKUE nccnenoBaHus, npexae 4em spdekT
BMeLlaTe1bCTBa MOXKHO byaeT npeackasaTb C AOCTaTOYHOM
CTeneHblo HaAEXHOCTM!.




iy Yi MpuMepbl MAHMNYNALMKA B OTUETaX (Huke
— noapo6bHen)
]

1. [lpn NnoAroToBKe OTYETa KIMHNYECKOro UccnegoBaHUa MeHAEeTCH
NepBUYHbIA KpUTEPUN 3(PPEKTUBHOCTU;

2. lNocne npoBeAeHns UCcrneaoBaHns rmrnoTesa NPeBOCX0ACTBa MeHSeTCs
Ha rMnoTe3y He MeHbllen 3PHEKTUBHOCTU € NOAOOPOM rpaHuLbl
NPU3HaAHUSA He MeHbLllen 3HEKTUBHOCTU Ha OCHOBAHUM MOSTYYEHHbIX
[OaHHbIX;

3. ViccnepoBaHunsl BTOPOW ha3bl TPAKTYIOTCS AOCTAaTOUYHbIMU A4
perucTpauum npenapata nNo CTaH4apTHbLIM Npoueaypam;

4. MeToA CTaTUCTUYECKOro aHain3a He COOTBETCTBYET XapaKTepucTuke
NKT (HanpuMmep, KareropuasibHas LWKasia aHa/IM3npyeTcs C
UCI10/Ib30BaHNEM CDEAHMX);

5. NccnepoBaHme 3aBepLlUaeTcs paHee 3anpoTOKOIMPOBAaHHOIO MOMEHTA
aHanM3a C NpMBEAEHNEM JAHHbIX, AEMOHCTPUPYIOLWNX AOCTUXKEHUE LENN;

6. MoaMeHa CTaTUCTUYECKON 3HAUMMOCTbIO KIMHNUYECKOW 3HaYMMOCTMW.



1. He 060CHOBaHHO MeHSIeTCA NepBUYHbIN
Kputepuun 3¢pPpeKTUBHOCTU. BO3MOXKHDbIN
BapuaHT nocsieaoBaTesIbHOCTU COBbITUN

1. 3annaHMpoBaH NpU3HaHHbIK N 06OCHOBAHHbIWM NEPBUYHbIN
KpUTepmn 3PHEKTUBHOCTU, OAHAKO MPU MOJSyYEHUN
pe3ynbTaTa HyneBas rMnoTe3a He OTBEprHyTa.

2. MepebupatoTcs BO3MOXHbIE BapaHTbl NEePBUYHbIX
KOHEYHbIX TOYEK N Cpean MHOXECTBA BapWUaAHTOB HAaXOAAT
OTpPearmpoBaBLUYIO B HY)>KHOM HamnpaB/IEHUMW.

3. COMNPOBOXXAEHUE: noaaya otyeTa B perucrpalMOHHOM
NOCbe COMPOBOXAAETCA MOLHOM NpopaboTKON Macc-Meama
A9 CO3[1aHNSt KOHTEKCTa 04eBUAHON 3PPEKTUBHOCTH
npenapaTta + NMpMMEHEHNE apryMeHTOB AasleKnX OT Hay4YHOW
METOA0N0rMN OLEHKN PEe3YNbTaTOB KIIMHUYECKMX
nccneaoBaHun,



1. He 060CHOBaHHO MeHSIeTCS NepBUYHbIN
Kputepuu 3ppeKTUBHOCTU - Pe3ynbTaTt

- /AcToLLeHne 3KCnepTHOro pecypca Ha AsmTelbHoe MOHOTOHHOE
06bSAICHEHME NMPUYNH OTKa3a.

- Mobunmnsauuns pecypca KOMNaHmMM Ha co3faHne BHELLUHEro
(pOHa 04YeBMAHOWN BO3MOXHOCTM perncrpaummn rnpenaparta
- [eknapauunsa Te3ncoB:

«KDUTEDMU MOXXHO UCITO/Ib30BATH /15 MMOATBEDKAECHUS
SPDEKTUBHOCTU U 3HAYUMOCTb MPOLEMOHCTPUPOBIHE»

«TaKoe paHbllie perucTpupoOBaioCh»

«[lpenapar 6e3zonaceH»

«/l15 MOATBEPIKACHUS HY)KHA HEPEA/IBHO 60/1bLLas] BbIOOPKa»

«Mbl yoKe r1ogam rpenapar Ha perucTpaLmio 3a pybexxom»

«A BOT, KaK pas, mMcbMo BEAYLLEro CreLMNAINCTa C €ro rofgrcho»
«MbI BbIODA/IN KDUTEDUY], KOTOPBIM MMEET KITMHUYECKYIHO 3HAYUMOCTb»



1. He 060CHOBaHHO MeHSIeTCS NepBUYHbIN
Kputepum 3pPeKTUBHOCTU — NOYEMY HeT
B pu3HaHus 3¢ PeKTUBHOCTH Tepanum, ecnm
BblbpaH OAMH U3 BTOPUYHbIX KpUTEepues?

Bbibop 13 5 BO3MOXHbIX KpuTepunes (BTOPUYHbBIX TOYEK)
Npu OTCYTCTBUKN peanibHon 3hdPeKTUBHOCTU NpenapaTa
OaeT BO3MOXXHOCTb NMony4nTb ycnex ¢ 25%
BepossTHOCTbO (1-0,95°), npn BbIBpaHHOW 3HAYNMOCTU
ansa kaaoro mn3 kputepues 0,05.



2. Mocne npoBeaeHus nccnepoBaHus
rmnoresa NpeBoCXOACTBAa MEHSIeTCH Ha
runote3sy HMS c noabopoM rpaHuLbl
npu3HaHus He MeHbluen 3chheKTUBHOCTHU
Ha OCHOBAHWM MNMOJIYYEHHbIX AAaHHbIX

m The European Agency for the Evaluation of Medicinal Products

Vil OVERALL CONCLUSIONS Evaluation of Medicines for Human Use
‘ ’ , London, 27 July 2000

The interpretation of superiority trials as non-inferiority trials and vice versa is best CPMP/EWP/482199
approached by expressing the results as a confidence interval for the difference between the
test treatment and control. There is no fundamental problem associated with the use of this
confidence interval as a basis for either mode of interpretation. For a well-designed and
conducted trial, there are few difficulties connected with the change from non-inferiority to COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS
superiority that cannot be addressed by appropriate analysis. However, there are more severe (CPMP)

difficulties associated with the switch from superiority to non-inferiority because of the
possible need to find a basis for, and agree on, a margin of equivalence after seeing the
outcome, and because of the inherent difficulties of non-inferiority trials. There are
consequences for the design of a superiority trial in which non-inferiority might be an

acceptable outcome. POINTS TO CONSIDER ON SWITCHING BETWEEN SUPERIORITY
AND NON-INFERIORITY

«O0HaKo, cywecmesyrom cepbe3Hble rnpobsemel, c843aHHbIE C
nepexooom om KU npesocxoocmea k KN HM3 u3-3a
Heobxooumocmu Halimu OCHOBAHUE U C02/aco8amso ripeoers
3K8UBA/IEHMHOCMU 10Cs1€e MoAYyYeHUA pe3ysabmamad, a maKkie u3-
30 NpUCyWux c/1I0HOCMel 8 mMpaKmMoB8Ke MaKux uccsiedo8aHuli».



N /| 2.Mocne npoBeaeHns nccnepoBaHus
rmnore3a npeBoCXoACTBa MEHSIeTCs Ha

I runotesy HMOD ¢ nogbopomM rpaHuubl

NPpU3HaHUS He MeHblLUEen

3 PeKTUBHOCTU HAa OCHOBAHUM

NoJly4eHHbIX AaHHbIX

« Haunbonee 4yacTto Henpeoao/IMMbIM NPENATCTBUEM
CTAHOBUTCS HEBO3MOXXHOCTb 060CHOBATb rpaHuLy HM>.

« OTCYyTCTBYET COBOKYMHOCTb pe3ynbTtaTtoB KM npenapaTta
CpaBHeHUs ¢ nauebo anst 060CHOBaHUS rpaHnLbI
npu3HaHug HM>.



J7| 3.Wccneposanuns BTOpPOIA (hasbl
TPAKTYIOTCA A4OCTAaTOYHbIMU ONns

I PErucTpauvm npenaparta no

CTaHAAQPTHLIM npoLleaypam

 [lonckoBoe nccneaoBaHMe BbISBASET pasnnyme C
rpynnon CPaBHEHMS N Ha 3TON OCHOBE KOMMaHUS
CYMTaET 06beEM AaHHbIX AOCTAaTOUYHbIM A1
nerann3auum pesynbrara.

« [Ipobnemsbl: HeqoCcTaTouYHast YUCNIEHHOCTb 4151 OLEHKM
6e30rnacHOCTH, OTCYTCTBME Y4eTa MHOXECTBEHHOCTU
CpPaBHEHUWN, FrETEPOreHHOCTb Ha MasiblX BblIOOpKaX,
Heo6X0aMMOCTb NOATBEPXKAEHUS B MOBTOPHOM
«aKcnepumeHTe» (KN).



7] 3. Uccneposanus BTOpOii hazbl

TPAKTYHTCA AOCTAaTOYMHbIMMU AN

I PeErucTpauumm npenaparta no

CTaHAapTHbIM Npoueaypam

[ToMCKOBOE MccneaoBaHMe MUHU-MAKC BbISIBNSIET
NpeBblLIEHNE OTHOCUTESTbHO 3a/10)KEHHOW FPaHuLbl, Ha
5TON OCHOBE KOMMAHUSA CYMTAET 06bEM AaHHbIX
NOCTaTOYHbIM NS Neranv3aumm pesynbtaTta (OHKonorus)

[Ipobnembl: OTCyTCTBME rpynnbl cpaBHeHus BO II da3e
nenaet HEBO3MOXXHbIM (POPMUPOBAHUS YETKOro BbiBOAa 06
3PHEKTUBHOCTH, T.K. KOHKPETHas nonynsaumns He MoXeT
6bITb MAEHTUYHA NMONYASALUMSAM NCTOPUYECKOro KOHTPOSIS.



3. HeobxoanmMocCcTb HaNNMUnNA
noaTBep)XXaaroLlero uccseaosaHnua B paMKax

KONNErMA EBPASMINCKON IKOHOMMWYECKOM KOMUCCHK

PEKOMEHZALMA
oT 3 Hoabpa 2020r. N 19

O PYKOBOACTBE
no NPUMEHEHWIO NPUHLMNOB BUOCTATUCTUKW B KTUHUYECKUX
WUCCNEONOBAHUAX NEKAPCTBEHHBIX NPENAPATOB

NoaTeepKaalolee KAMHUYECKOR UCCNef0BaAHUE

13. MNoaTeep:AaOWMe KNMHWYECKME WCCEL0BAHWA HeoDXo4uMEl ANA MONYYEHWA HaLEHHOro
N0K33aTeNbCTBA 3GEKTUBHOCTU MNKM Be30nacHOCTM MCCNEAYEMOTO NEKAPCTBEHHOTO NpenapaTa. B Takux
WCCNE0BAHMAX KNKOYEBAA WHTEDECYIOWAA TWNOTE3a HanpAMYK CNefyeT M3 OCHOBHOM UE
WCCNef0BaHWA, OHa 3apaHee CQOPMyNMpPOBaHa W ABNAETCA TUMOTE30M, KOTOPaA BMNOCNEACTBHM
NPOBEPAETCA NO 3aBEPLIEHUA UCCNEA0BAHWA. B NOATBEPKAAKWEM MCCNEAOBAHWM OWHAKOBO BAXHO
OLEHMTb C JO/IKHOW TOYHOCTBIO (MPELM3MOHHOCTbIO) BeNMUMHY SPPEKTOB, CBA3AHHDIX C MHTEpECyLUM
BMELaTeNbCTBOM, M CONOCTABUTL 3TH 3PDEKTLI C MX KNMHWYECKOW 3HAYUMOCTBIO,



11 Case Studies Where Phase 2 and Phase 3 Trials had Divergent Results

- Table of Contents

L Overview 2
I Clinical Trials: Understanding Medical Product Testing 2
II  Flexibility in Clinical Trial Design 3
IV.  Case Studies 5
A, Phase 3 Trials Demonstrating Lack of Efficacy in a Pronusing Experimental TREFAPY......coo.oocerverescenresssnnens 3

1 Bitopertin ]

2. Bovanb. ]

3. Capsaicin Topical Patch (Qutenza) 8

4. Darapladib 9

5 Dexmecamylamine 10

6. Exhale Drug-Eluting Stent 11

7. Experimental HSV-2 Vaccine 12

H] Glutamic Acid Decarboxylase Vaccine 13

9 Imiguimod (Aldara 3% Cream) 14

10, Tniparib 13

11, Lithim 16

12 MAGE-A3 vaccine 17

13, NicVAX Vaccine 18

14, Velimogene Aliplasmid (Allovectin-7) 19

B. Phase 3 Trials Demonstrating Lack of Safety m a Promising Expermmental Therapy.........oooevcrsoescisenen 20
15, Olanzapine Pamoate (Zyprexa Relprevy) 20

C. Phase 3 Tnals Demenstrating Lack of Efficacy and Lack of Safety in a Promising Experimental Therapy .....21
16, Aliskiren (Rasilez, Telturna) 1

17, CoStar Drug-Eluting Stent 2

18, Figitnmmab yi]

19, Recombinant Factor VIIa (N ) A

20.  Semagacestat 25

2. Torcetrapib 26

22, V710 vaccine 2

V. Discussion 2
VI Conclusions 29
Appendix A: RCTs and Clinical Trial Design C 31
Appendix B: Methods 32
Appendix C: Summary Table 34
References 36

1y U.S. FOOD & DRUG

ADMINISTRATION

22 CASE

STUDIES
WHERE PHASE
2 AND PHASE 3

TRIALS HAD
DIVERGENT
RESULTS

Al 3. PacxoxaeHue pe3ysnbtatoB 2 U 3 ha3

January 2017




L| 4. MeTop cTraTMCTMUeCKOro aHanmsa He
cooTBeTCcTBYeT Xapaktepucrtuke MNKT
WJ1IM OCHOBHbIM NpUHUMNAM

e O6bI4YHO 3TO NOPOXAAETCA HEYETKOCTbIO
CTaTUCTUYECKON YacCTM NpoOTOKONa.

 [lpuMepbl: KaTeropuasnbHas WkKana (Hanpumep, npu
COVID) aHanuanpyeTcs C NCNONb30BAaHUEM CpeaHUX);

« PacyeTt naget no ocobon nonynaumm nnm
NCKNIOUNTENbHO No nonynsunu PP unn ITT, 6e3 y4yeTta
0COBEHHOCTEN UCCNeaoBaHNS;



5. AccnepoBaHve 3aBepLUaeTcs Ha
HernoJIHoOU Bblbopke Cc npuBeaeHneM
I naHHbIX, A€MOHCTPUPYIOLLUX
AOCTUXXEeHMe uenum

* [lpn aHanu3e AaHHbIX BbIOMPAETCSA «ONTUMasbHAS»
Ans HeobxoauMoro pesynbTata nonynasauus

«Mnoxue»
NauneHTbI

«Xopowiune»
NaLUeHTbl




A\ Al 6. KnMHMyeckasa 3HaYMMOCTb #
° CTaTUCTUUYECKasa 3HAUMMOCTb

KONNErna EBPA3SUNCKON 3KOHOMNYECKON KOMUCCUU

PEKOMEHOAUNA
oT 3 HoAbOpsa 2020 r. N 19

O PYKOBOLACTBE
No NPUMEHEHWKO NMPUHUMNOB BUOCTATUCTUKN B KIMTMHUYECKUX
NCCNEOOBAHUAX NNIEKAPCTBEHHbIX NMPENAPATOB

13. TlogTeEep:xmaromue KIMHHYSCKHE HCCIENOBAHHMA HeOoOXOOMMEI IS TONyYeHHS HANEKHOTO OOKa3aTelsCTBa
3¢ deKTHBHOCTH WIH 0e30TAcHOCTH HCCIelyeMOoro JIeKapcTBeHHOTO Mperapara. B TakuX Hcclle/IOBaHHAX KITH0YeBas
HHTepecyrmas THIIOTe3a HampAMYH cllelyeT M3 OCHOBHOH IelH HCCIeJOBaHHS, OHAa 3apaHee CcQOpPMYIHPOBaHA H
ABIseTCA THIOTe30H, KOoTopad BIOCHENCTBHH I[IpoBepseTcsd I[I0 3aBeplIeHHH HCCIeNoBaHHA. B mnoaTeep:xknaromeMm

HCCIIeJOBAaHHH OOMHAKOBO BayKHO OLIGHHTH C NODKHOH TOYHOCTBEO (ITPEIIHBHOHHDCTLI-D) ECIIHYHHY BQ}q}EKTOE, CBASaHHEIX
C HHTEPCSCYHOIMHM EMEIMIATCIIECTBOM, |iesinleley bl )SuN-ane sl .3¢J¢JE‘.I{TBI ¢ UX KIHHHYeCKOH 3HAYHMOCTEIO. :

15. Hage:xHoe mokKazaTelbCTBO IS [MOOTECPAIOCHHA COOTBCTCTEYHOINHX THIIOTCS IIOOPaZyMCEBACT, 9TO PC3yJIbTAThL
[MOOTBEPAIAITHE KITHHHICCKHX HCCIIeNOBAHMH GY,E}?T CEHIOCTCIBCTBOEBATE O HAIHYHH ¥V HCCIICOYCMOT 0O JICKAPCTBEHHOTO
énpenapara MGz eN0ia IS, B CBA3M C 3THM MMOOTBCPRIAIOMHE KIHHHYCCKHE HCCIEIOBAHHA TOJDKHDBI GEITL

-




6. KnuHnuyeckasi 3HaYMMOCTb F#
CTaTUCTUUYeCKass 3HAaYMMOCTb

EVIDENCE-BASED DERMATOLOGY: 5STUDY

Statistical Significance and Clinical Relevance

The Importance of Power in Clinical Trials in Dermatology

Sachin 5. Bhardwaj, MD; Fabian Camacho, M5; Amy Derrow, M5;
Alan B. Fleischer, Jr, MD; Steven R Feldman, MD, PhD

May 7, 1997
Penciclovir Cream for the Treatment of Herpes Sim-
plex Labialis

A Randomized, Multicenter, Double-blind, Placebo-
Controlled Trial

Spotswood L. Spruance, MD; Ted L. Rea, MD; Christopher Thoming, MDj; et al

Pasnnume B $ Author Affliations

O’ 7 CyTO K JAMA. 1957;277(17):1374-1379. doi:10.1001/jama.1997.03540410052030

P<0,01

777 Patients. —Otherwise healthy individuals with a histuryuc:f frequent episodes of herpes simplex labialis. A total

dqf 2209 patientq were enrolled and given study medication, and 1573 initiated treatment for a recurrence.
J
Results. —Healing of classical lesions (vesicles, ulcers, and/or crusts) wap 0.7 day faster for penciclovir-treated

patients compared with those who received vehicle control cream (median, 4.8 days vs 5.5 days; hazard ratio
[HR], 1.33; 95% confidence interval [Cl], 1.18-1.49; P<.001). Pain (median, 3.5 days vs 4.1 days; HR, 1.22; 95% (I,
1.09-1.36; P<.001) and lesion virus shedding (median, 3 days vs 3 days; HR, 1.35; 95% Cl, 1.10-1.64; P=.003) also
resolved more quickly for penciclovir-treated patients compared with patients who applied the vehicle control.



MMpu3biB K YeCTHOCTMU:

OaHHble He noaTBepXAaarowme 3pPeKTUBHOCTb U
6e3o0nacHOCTb MEeTOA0M, 3aJ/10)KEHHbIM B
NPOTOKOJ1e, UJIN OMeBUAHDbIM NOAXOAO0M,
onucaHHbIM B PYKOBOACTBaX, He cneayer

KOMMEHCUPOoBaTb UX «HEYeCTHON>» 06paboTkou n

COMHMTEJ/IbHbIMM MaHUNYNALUMNSAMMN.

BbiBOA4 Bawlero «xopowlero, HO He
3pheKTUBHOro>» npenaparta NpUBOAUT K
BTOPU4YHOM BOJIHE BbIBOAA HA PbIHOK B KauecTBe
NeKkapCcTBeHHbIX cpeacTB (bapMaLleBTUYECKOro
6annacra.



Caenaellb HOBbIN
NeKapCTBEHHbIN
npenapar?




HaY4HbI LIEHTP
3KCMepTu3bl CPeAcTB
MeANLIMHCKOro NpUMEHeHNS




