Clinical trial GCP - English
original

The Drug Candidate and some
Background...

The company is excited about its new
drug candidate for depression. Although
the market is now filled with newer anti-
depressants, this one is different. The
compound blocks (simultaneously and
with equal potency) the reuptake of all
three major neurotransmitters: serotonin,
norepinephrine, and dopamine. The
marketing group came up with a great
name, “Tri-amine’’; i.e. blocks three
neurotransmitters reuptake systems and
the drug is an amine. Wow, novel!

The drug candidate was designed by a
discovery chemist and tested by a CNS
pharmacologist to have the same profile
for interactions with receptors in the brain
and major organs as the market leading
anti-depressant. It was predicted to have
few side effects and that has turned out to
be the case. However, due to the block of
reuptake of all three major
neurotransmitters, the onset of action in
relieving depression occurs in 2 days, vs.
2 weeks for other anti-depressants. This
is the therapeutic breakthrough that the
field was waiting for. Furthermore,
effectiveness was seen in over 90% of
treated patients in phase II trials, vs. a
maximum of 66% response rate with
market leaders.

Clinical trial GCP - Russian
translation

Kanauaart B JieKapcTBa M HEMHOIO
HCTOPMH...

B xommannu maput Bo30yKIeHUE TI0
MIOBO/TY HOBOTO TIOTEHIIUAIIEHOTO
JEKapCTBa OT JETIPECCUU. XOTS Ha PHIHKE
ceifuac mosHo 6osiee HOBBIX
AQHTHJIETIPECCAHTOB, 3TOT MPEICTABISACT
co0oii HeuTO 0coOeHHOE. DTO
coeMHeHue 0JIOKUpYeT (0HOBPEMEHHO
U C OIMHAKOBOH (P (PEKTHBHOCTHIO)
MOBTOPHOE HAKOIUIEHUE TPEX OCHOBHBIX
HEHPOTPAHCMHUTTEPOB: CEPOTOHUHA,
HOpaJapeHanuHa u godamuHa. ['pymma
MapKeTHHTra U300pera OTIIMIHOEe
HanMeHoBaHue: «TpU-aMuH», KOTOPOE
03HAYaeT, YTO OTHOCSIIMNCS K TPYyTIIe
aMHHaM JIEKapCTBEHHBIH Mpenapar
OJIOKHPYET TPU CUCTEMBI 0OPaTHOTO
3axBaTa HEMPOTPAHCMUTTEPOB. Ypa!
Hosunka!

XUMUK-HUCCIIEIOBATEINb pa3padoTa 3TO
BELIECTBO-KaHIUIAT Ha IPUMEHEHUE B
KauecTBe JIEKapCTBEHHOTO Ipemnapara (a
(hapMakoIor u3 OT/IeNa JIeKapCTBEHHBIX
npenapaToB s JieueHus 0one3He
LEHTPAJILHON HEPBHOM CHCTEMBI ITPOBEI
COOTBETCTBYIOILUE UCIIBITAHUS) TAKUM
06pazoM, 9TOOBI OHO
B3aMMOJEHCTBOBAJIO C PEENTOPAMHU
MO3ra U OCHOBHBIMU OpPI'aHaMu Telia
TOYHO TakK K€, KaK 1 JINTUPYIONTIH B
HACTOsAIIEee BpeMs Ha PhIHKE
anTuzaenpeccanrt. [lo mporuoszam, 31o
JICKapCTBO JOJDKHO OBLITIO UMETh
HE3HAYUTEITFHOE YMCIIO MOOOYHBIX
3(eKToB, UTO BIOCICIACTBUU U
noATBepaAnoch. OJIHaKO, TOCKOJIBKY OHO
OJIOKMPOBAJIO OOPATHBII 3aXBaT BCEX
TpPeX OCHOBHBIX HEHPOTPAaHCMHUTTEPOB,
MPOSIBJICHUE €T0 aHTUAEIIPECCUBHOTO
JEHCTBUS HAUMHAETCS YK€ Yepes3 JBa IAHs
nocJie Ipuema, a He 4epe3 JABe Heaenu
KaK B clly4yae C IpyruMHU
aHtuaenpeccantamu. Hanuno Tot camplil




The general “drug product profile” looks
good too: once a day dosing, a small
caplet, no interaction with foods, and a
prolonged half-life with only three major
metabolites evident. No drug-drug
interactions have been noted in Phase I or
Phase II studies. The C.O.P.s are $0.15
per day of dosing. Manufacturing scale-
up has the synthesis down to 8 steps.

The need for this compound is great. It is
expected to fill the gap left when the
company’s lead candidate (with a similar
pharmacological profile, but different
chemical structure) died (actually was
killed) in the middle of its Phase II by a
successful patent attack. Unsigned and
uncompleted laboratory notebooks
couldn’t defend the company’s patent
case. A newly instituted “Discovery
Research Quality and Compliance”
program, including a notebook policy,
was rapidly put into place. Discovery
Research QC and the pre-clinical Quality
Assurance department have assured the
viability of Triamine’s patent.

MIPOPHIB B METOJIaX TEPAITUH, KOTOPOTO
’)KJana Best oTpaciib. Ho 1 310 emme He
Bce: ucnblTaHud Ha stane 11
KIIMHUYECKUX MCIBITAHUI TTOKA3aJId, YTO
ero 3()(H)eKTUBHOCTH Y TPOLIEIIINX
JIeUeHHEe MaueHToB cocTapiseT 90%,
TOT/Ia KaK JMIUPYIOLIUE Ha PhIHKE
JIeKapCcTBa MOKa3bIBAIOT HE Ooiee 66%.

OOmiast «<kapTa Ha3HAYCHUIT»
JIEKaApCTBEHHOTO TpernapaTa TaKxKe
BBITIIAIAT HETJIOXO: TIPUEM OIUH pa3 B
JIEHb MaJICHBKOH TabneTku B popme
KaTICyJIbI, HUKAKOTO B3aUMOJICHCTBHSI C
MHULLECH U IJIATENIbHBIA EPUOT
TIOJTYBBIBEICHUS, TPUIEM OOHAPYKEHO
BCET0 TPH KPYyHMHBIX MeTabonuTa. Bo
BpeMs uccienoBanuii Ha stanax I u Il He
BBISIBIICHO HUKAKOTO B3aUMOJICHCTBHUSA C
IpyrumMu jgekapctBamMu. CTOUMOCTh
MPOyKIUH — 15 1IEHTOB Ha OJTHY
JTHEBHYIO JTO3Y. 3a CUeT
MacIITaOUPOBaHUS Ipoliecca
MIPOU3BOCTBA y/IaJIOCh CBECTH CUHTE3
BCETO K § miaram.

[TorpeOHOCTH B 3TOM mpemapare
orpoMHa. OKugaercs, 4YTo OH 3aMOJTHUT
npo0e1, 00pa3oBaBIIUICS TOCIE TOTO,
KaK BeAyILIMH KaHIUAAT Ha HOBOE
JIEKapPCTBO KOMIAHUHU (CO CXOKUMHU
(hapMaKoIOTHIECKUMHU
XapaKTePUCTHKAMH, HO C UHBIM
XUMHYECKHM COCTaBOM) MPHUKA3aJl JI0JITO
KUTH (BepHee, OblJ1 YHUUTOXKEH
KOHKYpPEHTaMH) B CaMbIil pasrap
ucneiTanuil srana II B pesynprarte
YCHEIIHOT0 MaTeHTHOTO UCKA.
HenoamnucanHsle n He3aKOHYEHHBIE
1abopaTopHBIE )KypHAIIBI HE CMOTIIH
3aIUTUTh KOMITAHUIO B TATEHTHOMN
TshKOe. BrIcTpo BBOAUTCS B JeHiCTBUE
HOBas mporpamma «KagecTtsa
MCCIIEIOBAaHUNA U UX COOTBETCTBUS
TpeOOBaHUSIM», KOTOpast
IIpelyCMaTPUBACT U UHCTPYKLUH 110
BEJICHUIO >KypHaIoB. OTaen KOHTPOJIs
KauecTBa NpHU NPOBEACHUN
uccienoBanuii 1 OTaen rapaHTun
KauecTBa NPH JOKIMHUIECKHUX




The Development Status...

All pre-clinical work is complete,
including a beautiful toxicology package
with no hits in the genetic tox. battery and
no tumors in the two-year rodent
carcinogenicity studies. The Phase I and
II studies have gone without a hitch, with
a great deal of credit given to the teams
that recovered quickly from the disastrous
patent loss situation with the previous
candidate and employed all of the same
trial designs and case report forms for the
present studies. As a result, Triamine has
moved quickly in development. The
global Phase III trial is now nearing
completion. Eighteen Principle
Investigators were recruited, including
three “Mega Opinion Leaders”. One of
these opinion leader psychiatrists is
especially important to the company
because he is the largest prescriber for the
company’s anti-psychotic drug; over a
million dollars a year! His name is Dr.
Marcus (fictional of course...). The local
sales reps. call him, “My Million Man
Marcus!”

WCCIIEOBAHMSIX YBEPSIOT B
JKM3HECIIOCOOHOCTH MaTEHTa Ha
«Tpuamun».

CocTosiHHE Pa3PaA0OTKH...

Bce noxnuHnyeckue ncciaeaoBaHus
3aKOHYEHBI. VX pe3ynpTaThl BKIOYAIOT
3aMeyaTeNbHbIN KOMITJIEKT
JOKYMEHTAIUH 110 TOKCUKOJIOTHYECKUM
MCCIIEIOBaHUSIM, B KOTOPOM HE OTMEUYEHO
HUKaKUX MPOOJIEeM B YaCTH TCHETHIECKUX
n000YHBIX 2P PEeKTOB
TOKCUKOJIOTHYECKOTO MPOUCXOKACHUSA U
HU OJJHOTO CIIyd4asi OIyXOJId B IpoIiecce
JIBYXJICTHUX UCIIBITAHH MpernapaTa Ha
KaHLIEPOTCHHBIE CBOWCTBA HA TPBI3yHAX.
Uccnenoranus sranos [ u 11 npomunu 6e3
cydka u 0e3 3aIOpMHKH K YECTH HAy9IHO-
MCCIIEIOBATENBCKUX TPYII, KOTOPbIE
OBICTPO NPUIILIH B ceOs OCIIe
KaTacTpo(hUIecKoil morepu u3-3a
MATEHTHOTO MCKa B XO/1€ UCTIBITAHUM
MPEeIbIIyIIEro BeUeCTBa-KaHAUAaTa B
JIEKapCTBEHHBIE MpenapaThl U
NPUMEHWIH ISl HOBOTO Mpernapara Bce
MIPEKHUE CXEMbI UCTILITAHUN U OPMBI
OTUYETHOCTH 10 UCTOPHH JICUCHUS
nanueHToB. B pesynbTare pazpaborka
TPHUAMHHA TTPOJBUTATIACH OBICTPBIMU
temmnamu. Ceifgac yxe OIHM3HUTCS K
3aBepuieHuto sta [l kmuanueckux
WCTBITAHUH, TPOBOISAIIMIACS B
rio0anpHEIX Macmrabax. Ha paboty
MPUHATH BOCEMHAALATh PYKOBOANUTEICH
TEM, B TOM YHCJIE TPH «CYTIEp-
ABTOPUTETHBIX dKcIepTa». OUH U3 3THUX
ABTOPHUTETOB B OOJIACTH NICUXUATPHH
0COOEHHO Ba)KEH 11 KOMIIAHUH,
MOCKOJIBKY OH BBIMCHIBAET HAUOOJbIIIEE
KOJIMYECTBO PELENITOB Ha €€ JeKapcTBa
MIPOTHB TICKIX030B: OoJiee ueM Ha
MUWJTHOH J0Jut1apoB B roa! Ero 30ByT
HoxTop Mapkyc (umsi, KOHEYHO,
BBIMBIIIJIEHHOE...). ToproBeie
MIpeACTaBUTENN KOMIIAaHUHM Ha MECTax
30BYT €r0 HE HHave, Kak «Moi
Munnuonnuk Mapkyc!» umn MMM.




The Situation...

MMMM has done many psychiatric-type
trials for many companies. He is very
well published, and most often is the lead
author. He is an “opinion leader” speaker
for the company at their sponsored
symposia and other professional
meetings. His ability to enroll patients is
renowned in the industry and in
academia. In fact, he enrolled over 25%
of the patients in the Triamine, pivotal,
Phase III trial; i.e. his site is the pivotal
site for Triamine. Most importantly, one
can always count on MMMM to have
“finisher patients”, and data and reports
that are sent in on time. He also has a
high “responder rate” among his patients,
which, of course, is good for the drug’s
therapeutic profile! Lastly, clinical trial
site monitors and Clinical Research
Associates (CRAs) and the QA group
auditors like going to his site since they
rarely find anything wrong and, “He’s
always so friendly and helpful!”

Not unexpectedly, MMMM has now been
targeted by the FDA for a Principle
Investigator Site inspection due to his
high enrollment for the Triamine study.
The FDA is also interested in MMMM
because he is also the highest enroller for
two other anti-depressant drugs in

Curyanus...

MMM npoBen MHOXKECTBO KIMHUYECKUX
WCITBITAaHUH TICUXHATPUIECKUX JICKAPCTB
B HHTEpECaxX MHOTUX KOMITaHMii. Ero
MHOTO MyOJTUKYIOT, MPUYEM B
OOJBIIMHCTBE CITy4acB OH BO3TJIABIISCT
CIIACOK aBTOpOB. B kxauecTse
«aBTOPUTETHOTO IKCIIEPTa» KOMITAHUU
OH BBICTYIAET Ha OIJTAYUBAEMBIX €10
CUMIMO3UYMaxX M JPYTUX KOH(DepeHIHsIX
Jutst mpodpeccronanos. Ero Tamant
MIPUBJIEKATH MAIUEHTOB st
KJIWMHUYECKUX MCCIICIOBAHUM CIIaBUTCS U
B OTPACIIH, U B HAYYHBIX KpyTax.
CobcTBeHHO, OH 3aBepOoBai 6omnee 25%
MalMEHTOB JJISI Y4acTHsl B OCHOBHOM
WCIIBITAHUY TPUAaMHHA - UCTIBITAHUU
stamna III. To ecTh, €ro KIMHHKA 1
SIBJISIETCSI OCHOBHBIM IIEHTPOM JIJISt
ucnelTanuil TpuamMuHa. Ho camoe
BaxHO€, uT0 HAa MMM MOKHO
MIOJIOKUTBCA: Y HETO BCETJa HaIyTCA
«00pa3IOBKIC» MAIUEHTHI, a €T0 JAHHBIC
¥ OTYETHI TOCTYNaloT BoBpeMs. Kpome
TOTO, €r0 IAIIUEHTHI IOKA3BIBAIOT
BBICOKUH «IIPOLIEHT MOJIOKUATEIBHOU
peaKIuu Ha JIeKapCcTBa», 9To,
€CTECTBEHHO, OJIaronpHUsATHO
CKa3bIBAaCTCS HAa PEMyTaIluH JIedeOHbBIX
cBolcTB nekapcTBa! U, HakoHer,
MIPEACTABUTENH OPTaHOB MO KOHTPOJIIO
HaJl IEHTPaMH T10 IIPOBEICHUIO
KJIIMHAYECKUX WCIBITaHUH, ayJUTOPHI,
MIPOBEPSIIOIINE BCIOMOTaTEIbHBIN
Hay4HbBIN NEPCOHAI KIIMHUYECKUX
WCCIEA0BAHUM, U ayAUTOPHI [ pynisl
rapaHTUH Ka4yecTBa JI00AT mocemarh ero
KIIMHUKY, TIOTOMY YTO TaM OHH PEIKO
HaXOIIT KaKHe-ITn00 HEIOCTATKH, a
TaKke moromy, uTo «OH BCerma Tak
M00e3€H, TaK MpeynpeIuTencH ! »

Her Huuero ymBUTENBHOTO B TOM, YTO
AJIMUHUCTpAIMS IO TPOAYKTaM MUTAHUS
u nekapctBam CIIA (FDA) nz6pana
MMM B kadecTBe 00BEKTA IS
WHCTICKITUH MeCTa PabOThl PyKOBOIUTEIIS
TEMBI B CBSI3U C OOJIBIITMM KOJUYECTBOM
MAIMEeHTOB, KOTOPHIX OH 3aIrcal Ha




development with other companies.
MMMM’s site is the first of three sites to
be inspected by the FDA field and central
office inspectors as part of the final
approval process for Triamine’s NDA.

The company’s QA Auditors and the Site
Monitors from the contract research
organization and the company’s lead
CRA and an Area Quality Coordinator
have all converged on MMMM, 2 weeks
prior to the FDA scheduled inspection.
Their purpose being: “Just to tighten
things up a bit since no one had been at
the site for the last three months”, said the
study monitor. “Actually, 'm new to this
site, since we’ve had a lot of monitors
quit in the last year and we’re all
stretched pretty thin right now. I was told
not to worry, because, he’s such a great
clinical researcher”.

The company CRA also voiced the same
sentiments: “We’ve kind of let him slip
too because of our all out focus on
writing new SOPs as result of the recent
company merger with another company.
You know, the “Harmonize Operations-
Harmonize Optimally” initiative between
the companies. This has been our top
priority, the “Ho-Ho Initiative”, as we
call it! But, as she said, ‘He’s such a great
clinical researcher’. Really, he’s been

uccnenoBanne TpuamuHa. FDA oGpatuna
BHUMaHue Ha MMM ele u noToMy, 4To
OH 3a4HCJIHJI TaK)Ke HauOoIIbIIee
KOJIMYECTBO MALMEHTOB I y4acTus B
UCTIBITAHUSX JBYX APYTUX
AHTHUETIPECCAHTOB, pa3padaThIBaeMbIX
apyrumu komnanusmu. Kimmanka MMM
OKa3ajiach B YUCJIE MIEPBBIX TPEX
UCCIIE0BATENbCKUX LIEHTPOB,
N30paHHbIX JJIs IPOBEPKU
MHCIIEKTOPaMHU MECTHBIX U LIEHTPAJIBLHOTO
otaenenuit FDA B pamkax UTOroBOro
IIpOLECCa BBIJAYN IIOJIOKUTEIBHOTO
pEIIEeHNUs 10 3asiBKE Ha HOBBIM
JIEKapCTBEHHBIN Ipenapar (TpUaMUH).

3a Be HEEIH 10 3allJIaHUpOBaHHON
uHcnekim FDA B kimnauky MMM
ChEXaJUCh ayAUTOPHI CUCTEMBI TAPAHTHH
KauecTBa KOMITAHWHU, KOHTPOJIEPHI
MCCIIEIOBATENBCKUX LIEHTPOB U3 HAHATOU
M0 KOHTPAKTY UCCIIEOBATEIBCKOM
OpraHu3alyy, BEAYLIUH CIIeHUaINCT
KOMITaHUH 110 KOHTPOJIIO paboThI
BCIIOMOTaTeJIbHOTO HAYYHOT'O MEepPCOHaa
KIMHUYECKHUX MCCIEI0BaHUN U
KOHTPOJIIO0 KauecTBa nomenieHuid. Mx
1€J1b, KaK 3asBUJ KOHTPOJIEP UCTIBITAHUS,
- «IIPOCTO MOATSAHYTH KOE-YTO, TaK KaK 3a
HOCJIEAHUE TPU MECsLA LIEHTP HUKTO HU
pasy He noceman». «CoOCTBEHHO, 5 B
3TOM LIEHTPE HOBUUOK, IIOCKOJIBKY 32
NOCJIEAHUN I0J] Y HAaC YBOJUJIOCH MHOI'O
KOHTPOJIEPOB, U Y HacC celyac
HanpspbkeHKa. MHe cka3aid, 4To MOXKHO
He OECIIOKOUTHCS, TOTOMY YTO OH
OTJIMYHBIH CIIENUAINCT 10 IPOBEIEHHIO
KJIIMHUYECKUX UCTIBITaHUI».

Crneunanuct KOMIaHUU IO KOHTPOJIIO
paboTHI BCTIOMOTATEIEHOTO HAYYHOTO
MEpCOHAJIAa BBICKA3aJ1aCh B TOM XK€ AyXe€:
«B ero ciayuyae Mbl TOXe CIIerka
0CJIa0MIIM KOHTPOJIb, IOTOMY YTO ceilyac
y Hac BCE HAIpaBJIEHO Ha pa3paboTKy
HOBBIX CTaHJAPTHBIX ONEPALIMOHHBIX
npouenyp (COII) mocne HeaBHETO
CIUAHUA ¢ Apyroi koMmnanuen. Hy, Bel
3HAETe, B paMKaX MHULIUATUBBI
«TapMOHM3AIINN TPOU3BOACTBA U




great in the past

!”

onTuManbHOU rapmonm3arus» (I'TIOIT)
MEXIy KoMnaHusaMu. Tak 4ro ceidyac
Halll OCHOBHOM IIPUOPHUTET — 3TO
nannuatusa [TIOII, kak MbI ee
Ha3bIBaeM». Ho, cka3ana oHa, «0H
OTJIMYHBIA CTETIMAIHACT IO MPOBEICHUIO
KIMHUYECKNX HCITBITaHui. B camom
JleTie, OH 3JI0pOBO cebs mokazan!»




